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DECLARATION OF ALYCIA A. DEGEN 

I, Alycia A. Degen, hereby declare as follows: 

I am an attorney licensed to practice law in all the courts of the State of California. I am a 

partner with the law firm of Sidley Austin LLP, counsel of record for defendants and specially 

appearing defendants Bayer Corporation, Bayer HealthCare LLC, Bayer HealthCare 

Pharmaceuticals Inc., and Bayer Essure Inc. (collectively, “Bayer”) in these coordinated 

proceedings, JCCP No. 4887, including the case listed in the caption to this declaration. This 

declaration is submitted in support of Defendants’ Motion to Exclude Testimony of Dr. Kimber C. 

Richter on Sargon Grounds. The facts set forth in this declaration are within my personal 

knowledge. If called as a witness, I could and would competently testify as follows. 

1. Attached hereto as Exhibit A is a true and correct copy of the Expert Report of 

Kimber C. Richter, M.D., served on Defendants on October 4, 2019. 

2. Attached hereto as Exhibit B is a true and correct copy of certain excerpts from the 

certified transcript of the deposition of Kimber C. Richter, M.D., taken on October 16, 2019. 

3. Attached hereto as Exhibit C is a true and correct copy of the Expert Report of Mary 

Weick-Brady, MSN, RN, served on Plaintiffs on October 4, 2019. 

4. Attached hereto as Exhibit D is a true and correct copy of the United States Food and 

Drug Administration’s Labeling for Permanent Hysteroscopically-Placed Tubal Implants Intended 

for Sterilization: Guidance for Industry and Food and Drug Administration Staff, dated October 31, 

2016 and publicly available from FDA’s website at https://www.fda.gov/media/96315/download. 

5. Attached hereto as Exhibit E is a true and correct copy of the official transcript of the 

September 24, 2015 meeting of the Obstetrics and Gynecology Devices Panel of the Medical 

Devices Advisory Committee to the United States Food and Drug Administration, publicly available 

online at https://wayback.archive-it.org/7993/20170722212955/https://www.fda.gov/downloads/ 

AdvisoryCommittees/CommitteesMeetingMaterials/MedicalDevices/MedicalDevicesAdvisoryCom

mittee/ObstetricsandGynecologyDevices/UCM467456.pdf. 
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6. Attached hereto as Exhibit F is a true and correct copy of the Essure Problems’ For 

Immediate Release – January 12, 2015 web page, downloaded as it appeared on November 14, 2019 

at https://essureproblems.webs.com/press-release-1-12-15. 

7. Attached hereto as Exhibit G is a true and correct copy of the United States Food and 

Drug Administration’s FDA Review Document: Review of the Essure System for Hysteroscopic 

Sterilization, dated September 24, 2015, and publicly available online at https://wayback.archive-

it.org/7993/20170112002002/http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeet

ingMaterials/MedicalDevices/MedicalDevicesAdvisoryCommittee/ObstetricsandGynecologyDevice

s/UCM463486.pdf. 

8. Attached hereto as Exhibit H are true and correct copies of all twenty-six slides of a 

presentation titled Essure Problems: Utilizing Facebook and Mobile Apps in Pharmacovigilance, 

posted online by Epidemico on August 27, 2015, and downloaded as they appeared on November 

14, 2019 at https://www.slideshare.net/epidemico/essure-problems-utilizing-facebook-and-mobile-

apps-in-pharmacovigilance. 

9. Attached hereto as Exhibit I is a true and correct copy of a document produced by 

Plaintiffs in this litigation at Bates numbers ESSURE_JCCP_PLS00111262 through _PLS00111265. 

10. Attached hereto as Exhibit J is a true and correct copy of the United States Food and 

Drug Administration’s FDA Activities: Essure webpage, downloaded as it appeared on January 11, 

2017 at https://wayback.archive-it.org/7993/20170111065822/http://www.fda.gov/MedicalDevices/ 

ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452254.h

tm. 

11. Attached hereto as Exhibit K is a true and correct copy of Essure Problems’ Call 

with the FDA 2-7-14 webpage, downloaded as it appeared on November 21, 2019 at 

https://essureproblems.webs.com/call-with-the-fda-2-7-14. 

Executed on this 22nd day of November, 2019, at Los Angeles, California. 
  

 
 
 

 Alycia A. Degen 
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I. QUALIFICATIONS

Kimber C. Richter, M.D.

I rec eived my med ic al d eg ree from th e U niversity ofC inc innati C olleg e ofM ed ic ine in19 7 9 . A s
a lic ensed ph ysic ian, I worked inind ustry for15 yearsatfirmsth atd esig ned , manufac tured , and
sold med ic al d evic es, c onsumerprod uc ts, d rug s, and c osmetic s. I ad vised onmed ic al aspec tsof
prod uc td esig n, safety, and marketing . I d irec ted a c linic al researc h fac ility th atc ond uc ted stud ies
assessing prod uc t safety and performanc e. I manag ed staff, wrote protoc ols and performed
examinations. I served asa C linic al Instruc torinth e D epartmentofObstetric sand G ynec olog y at
th e M ed ic al C olleg e ofW isc onsin.

I served asth e Vic e Presid entand g lobal h ead ofmed ic al, safety, and reg ulatory affairsfora larg e
c ompany th atsold d evic esforwomeninapproximately 130 c ountries(Tambrand sInc .) I ad vised
world wid e ed uc ation prog rams and supervised c onsumer testing . M y d epartment h and led
c onsumerc omplaintsand inquiries(up to2 millionone year). I mad e M ed ic al D evic e R eporting
(M D R )d ec isionsand supervised submissionofreportstoFD A . I c oord inated ac ad emic researc h
prog ramsonprod uc tissuesand served asa c orporate witness.

A s Vic e Presid ent ofa larg e d isability and life insuranc e c ompany (U num Life Insuranc e
C ompany)I ad vised onemerg ing d iseasesand h ealth c ond itions, c ond uc ted c linic al assessments
ofc laims, and g uid ed firmsinsuc c essful reh abilitationofemployees.Th isexperienc e provid ed
unique insig h tintomed ic al prac tic esac rossth e U nitesStatesand beyond .

In19 9 5 I joined th e C enterforD evic esand R ad iolog ic al H ealth (C D R H ) atth e U .S.Food and
D rug A d ministration(FD A ). A sa D eputy inth e Offic e ofD evic e E valuation, I d eveloped polic ies
and proc esses for premarket review and served on inter-C enter teams inc lud ing steering
c ommitteesforth e Offic e ofW omen’sH ealth . I supervised larg e review org anizations, g uid ed
sig nific antreview d ec isionsand led majorprojec ts.

In 2002 I transferred toth e Offic e ofC omplianc e, wh ic h wasresponsible forc omplianc e and
enforc ementofd evic e law and reg ulations. A sD eputy forM ed ic al A ffairs, I c ond uc ted and
supervised risk assessmentsforrec alled d evic esand ad vised onrec all strateg ies, ind ustry letters
and ag enc y press statements. I supervised a staffofexpert ph ysic ians and th e D ivision of
B ioresearc h M onitoring .I evaluated emerg ing public h ealth issuesand potential prod uc tsh ortag es.
I represented FD A oninternational working g roupsand served onth e B oard ofD irec torsofth e
A ssoc iationforth e A d vanc ementofM ed ic al Instrumentation(A A M I). D uring my tenure atFD A
I d eveloped and ed ited g uid anc e d oc uments, g ave public presentations on FD A polic y and
prac tic es, metwith numerousfirms, and sentoffic ial c omplianc e/enforc ementletterstoc ompanies
and c linic al investig atorswh enappropriate.

I retired from FD A inD ec ember2015 and h ave beenc onsulting with a foc usonmed ic al d evic es,
risk manag ementprac tic es, and risk assessments.

M y resume with public ations, and my stand ard fee sh eetare provid ed inA ppend ixA .
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II. BACKGROUND

Purpose of Assessment

Th e purpose ofth isreview istoassessth e postmarketreg ulatory c omplianc e and c orporate ac tions
ofC onc eptusInc . (C onc eptus) and B ayerPh armac eutic al C orporation (B ayer) (c ollec tively th e
“M anufac turer”) with reg ard toth e E ssure System permanentc ontrac eptive implants(E ssure).
Spec ific ally, I wasasked toreview th e M anufac turerc omplianc e with 21 C FR §820 et seq. and 21
C FR § 803 et seq. tod etermine wh eth erth e M anufac turerwas c omplying with th e FD A
requirementsforinvestig ating h ealth and safety c omplaintsth atitrec eived and wh eth eritwas
c omplying with th e attend antFD A requirementsforreporting ad verse eventsth roug h a M ed ic al
D evic e R eport(“M D R ”)filed with th e FD A .

Sources of Information

Th isreview h asbeenc ond uc ted based oninformationprovid ed by c ounsel aswell asinformation
I obtained ind epend ently from oth ersourc esinc lud ing th e FD A website. I h ave alsoc onsid ered
th e jointE xpertR eportofA nne H olland , C h ristine B rownand C ath y A rroyoand th eiranalysisof
th e M anufac turerc omplaintfilesc ontained th erein and I rely on th atreportasa basisofmy
opinions. A listofth e d oc umentsI c onsid ered wasprepared by c ounsel atmy requestand is
provid ed inA ppend ixB .

Description of Product

Th e E ssure System isa med ic al d evic e th atisintend ed toac h ieve permanentsterilization of
womenth roug h bilateral oc c lusionofth e fallopiantubes.Itinc lud esa permanently implantable
insertand a d isposable d elivery system. E ssure insertsare plac ed inboth fallopiantubesth roug h
th e c ervix using a vag inally inserted c ath eter. E ac h insertc onsistsofa Nitinol (nic kel-titanium
alloy) outerc oil, a 316L stainlesssteel innerc oil wrapped in polyeth ylene tereph th alate (PE T)
fibers, platinum markerband s, and a silver-tinsold er.1 2

Fig ure 1 sh owsth e E ssure insertin a wound -d ownc onfig urationattac h ed toa release c ath eter.
Fig ure 2 sh owsth e insertafterexpansion. Fig ure 3 sh owsth e d elivery system.

Fig ure 1. E ssure mic ro-insertwound -d ownand attac h ed torelease c ath eter(nottosc ale)3:

Fig ure 2. E ssure mic ro-insertafterexpansion(nottosc ale): 4
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Th e d isposable d elivery system sh owninFig ure 3 c onsistsofa d elivery wire, a release c ath eter, a
d elivery c ath eterand a d elivery h and le.(Th e d elivery wire and th e release c ath eterare notvisible
inth e d iag ram.)5

Fig ure 3. D elivery system forE ssure mic ro-insert6

Th e E ssure™ mic ro-insertc omeswound d ownand attac h ed toa d elivery wire with a nitinol c ore.
Th e d evic e isc onstrained by a release c ath eterc overed by a flexible d elivery c ath eter. A blac k
positioning markeronth e d elivery c ath eteraid sinproperplac ementofth e d evic e inth e fallopian
tube.

Th e d elivery h and le c ontrolsth e d evic e d elivery and release mec h anism.Th e th umbwh eel onth e
d elivery h and le retrac tsboth th e d elivery c ath eterand th e release c ath eter.Th e buttonallowsth e
ph ysic ian toc h ang e th e func tion ofth e th umbwh eel from retrac ting th e d elivery c ath eterto
retrac ting th e release c ath eter.Th e d elivery wire isd etac h ed from th e mic ro-insertby rotating th e
system.7

Th e intentofth e E ssure d esig nisboth toh ave th e d evic esprovid e a ph ysic al barrierinth e fallopian
tube and toh ave th e d evic esinc ite a loc alized c h ronic inflammatory response th atc ausesfibrous
tissue g rowth (like sc arring )inand around th e inserts. Overtime, th e fibroustissue isexpec ted to
h elp h old th e insertsinplac e and alsobloc k th e fallopiantubes, preventing sperm from passing to
reac h and fertilize th e eg g s. Itisrec ommend ed th atpatientsh ave a rad iolog ic imag ing test
performed th ree month safterinsertiontoc onfirm th atth e E ssure d evic e isinth e c orrec tloc ation
inth e fallopiantubesand th atth e fallopiantubesare oc c lud ed .8 9

III. SUMMARY OF OPINIONS

B ased onmy review ofth e d oc umentsaswell asmy knowled g e and experienc e, I h ave formed th e
opinionssummarized below. Th ey are d isc ussed insubsequentsec tionsofth e report.

1) M ed ic al d evic e manufac turers, not th e FD A , h ave primary responsibility forth e
quality, safety and effec tivenessofth eirmed ic al d evic esboth pre-and post-marketing .
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2) M ed ic al d evic e manufac turersare required toc omply with th e provisionsof21 C FR
§820 et seq. and 21 C FR §803 et seq. Th ese provisionsare inextric ably intertwined .
21 C FR §820 outlines th e requirements forc omplaint h and ling , inc lud ing intake,
investig ation, and d oc umentation, plusth e proc ed ures, staffing , and training nec essary
toac c omplish th ese tasks. R eg ulation 21 C FR 820 alsorequiresmanufac turersto
evaluate c omplaints and d etermine ifreporting toFD A is nec essary. Ifso, th e
c omplaintssh all be promptly reviewed , evaluated , investig ated , and d oc umented as
spec ified . R eg ulation 21 C FR §803 g overnsth e c riteria forreporting c omplaintsto
FD A based on information obtained und er §820 as well as th e proc esses and
timeframesforrequired reporting .10 Failure toc omply with th e §820 requirements
c reates an inability forth e manufac turertomake c orrec t, c omplete, and prompt
reporting d ec isionsasrequired und er§803.

3) Th e M anufac turerofE ssure failed toc omply with FD A reg ulationsforc omplaint
h and ling and ad verse eventreporting , inc lud ing , butnotlimited toth e provisionsof21
C FR §820 et seq. and 21 C FR §803 et seq. Th ese failureswere systemic inth atth ey
c ontinued foralmosta d ec ad e and were notsimply isolated events.Th e M anufac turer’s
M D R violationsred uc ed th e numberofknown reportable eventssubmitted toFD A
sig nific antly overtime inatleastth ree ways. First, th e M anufac turerfailed toreport
initially known eventstoth e FD A . Sec ond , th e M anufac turerfailed toad equately
and /ortimely investig ate th ousand sofc omplaintsth atith ad rec eived tod etermine
wh eth erth ose c omplaintsmig h tpotentially be reportable toth e FD A .A nd th ird , th e
M anufac turerwh olly exc lud ed some eventsth atc ame tofirm attention from being
proc essed as c omplaints, th ereby eliminating any opportunity forinvestig ation of
reportability. Toth e extentth e M anufac turerc laimstoh ave ad equately and /ortimely
investig ated , itfailed tod oc umentand /ormaintaind oc umentationofsuc h investig ation
asrequired by th e reg ulations.

4 ) Th e extentofth e und erreporting ofad verse eventsand malfunc tionspursuantto21
C FR §803.50 wassevere. A c c ord ing toth e statistic al analysisperformed by M s.
H olland , M s. B rownand M s.A rroyo, th ey id entified 18.8% ofc omplaintsth atsh ould
h ave beenreported toth e FD A butwere not.Furth ermore, th e M anufac turerfailed to
investig ate ord id notfollow-up on57% ofc omplaintsand th usreportability c ould not
be d etermined .A d verse eventreporting numbersbefore and aftera polic y c h ang e by
th e M anufac turer, and anestimate ofth e reportable eventsnotbeing submitted from a
manag erwh owasth ere, both supportth e c onc lusionth atmore reportable eventswere
with h eld from FD A by th e M anufac turerth anwere submitted by all sourc esoverth e
same time period .

5) H ad th e M anufac turerc omplied with c omplaintintake, investig ation and reporting
requirementsund erth e FD A R eg ulations, itwould h ave allowed th e FD A totake
ac tionstoinform and protec tth e public aboutE ssure safety issuesmuc h earlierth an
2016. In my opinion, th ere c ould h ave been suffic ientinformation topromptFD A
ac tionrequiring strong erwarning labelsforpatientsand ph ysic iansasearly as2006.
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6) A fterac quiring E ssure from C onc eptusin2013, B ayerh ad th e knowled g e, opportunity
and oblig ation toc orrec tth e severe und erreporting ofM D R stoth e FD A inc lud ing
systemic issues with C omplaint intake, investig ation and reportability assessment.
Spec ific ally, B ayerh ad knowled g e ofsevere C onc eptusM D R und erreporting issues
nolaterth anth ree-sixmonth safterac quisitionofth e c ompany in2013. D espite th is,
B ayer failed to perform a c ompreh ensive, ad equate, and timely retrospec tive
reassessment of c omplaints and M D R reporting d ec isions and upd ate FD A
ac c ord ing ly. Tod ate, B ayerh asnotreported toFD A c omplaintsrec eived priorto2013
th atare known M D R sand h asoth erwise failed totake ac tionstoassure reg ulatory
c omplianc e and patientsafety c onc erning E ssure.

7) Th e M anufac tureralsofailed toc omply with FD A med ic al d evic e risk manag ement
requirements relating toth e post-market sale and d istribution ofE ssure. D espite
inc reasing ind ic ations ofsafety c onc erns with E ssure, th e M anufac turerfailed to
rec og nize, investig ate, and c orrec tly evaluate th e severity and likelih ood ofh arm to
patients. Th e failure torec og nize and appropriately rate riskstopatientsafety from
prod uc tuse and malfunc tionsfac ilitated th e sig nific antand systematic und er-reporting
ofM D R ’s.

8) Th e M D R seventually submitted (mostfrom sourc esoth erth anth e M anufac turer)were
a c ause ofFD A c onvening an A d visory C ommittee meeting in September2015.
Spec ific ally, th e FD A stated th at“A spartofexamining safety c onc ernsaboutE ssure
raised by patientsand c ited inM D R s, th e FD A c onvened a meeting ofObstetric sand
G ynec olog y D evic esPanel ofth e M ed ic al D evic esA d visory C ommittee onSeptember
24 , 2015.” A nA d visory C ommittee h earing like th isisa rare and sig nific antstep for
th e FD A totake tomonitorth e safety ofa marketed med ic al d evic e.

9 ) FD A h asalsoc onfirmed th atth e M D R seventually submitted toitwere a c ause of
requiring a B lac k B ox W arning and PatientD ec ision C h ec klist(required informed
c onsent d oc ument) forth e E ssure d evic e. A fterin-d epth review, interviews with
patients, and c areful c onsid erationinformed by th e public ad visory panel meeting , FD A
c onc lud ed th atth e pre-2016 warning labelswere inad equate and th atpatientsand
ph ysic ianswere notrec eiving orund erstand ing information reg ard ing th e risksand
benefitsofth e E ssure d evic e.11

10)FD A h asd etermined wh atac tionsC onc eptus/B ayerneed ed totake toinform and
protec tE ssure patients.Th ese were d emonstrated ina final public g uid anc e d oc ument,
ina required postmarketstud y, and inrequired label c h ang esinc lud ing a blac k box
warning and patient/ph ysic ian c h ec klist. FD A ultimately mad e th e c h ec klist and
patient/ph ysic iansig naturesmand atory asa c ond itionofsale inth e U nited States.Th e
FD A C ommissionerh ig h lig h ted th e importanc e ofth e mand atory patient/ph ysic ian
c h ec k listin a pressstatementon A pril 9 , 2018: The FDA plans to enforce these
requirements and will take appropriate action for a failure to comply, including
applicable criminal and civil penalties.12
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11)Th e M anufac turerh ad knowled g e ofand ac c esstomuc h ofth e informationth atFD A
ultimately used torec og nize th e safety issueswith E ssure beg inning asearly as2006.
Th e M anufac turerh ad th e opportunity and responsibility toid entify th ese d eveloping
serioussafety c onc erns, reportasrequired toFD A , and take voluntary ac tionstoinform
and protec tpatientswith outth e need forFD A intervention.

12)Itismy und erstand ing th atmaterial and informationisstill being d isc overed and th at
ad d itional final testimony from th e M anufac turerisexpec ted . A c c ord ing ly, I reserve
th e rig h ttosupplementmy opinionsbased onnew informationobtained subsequentto
th isreport.

IV. FDA REGULATION OF MEDICAL DEVICES

A. The Food and Drug Administration

Th e U .S. Food and D rug A d ministration (FD A ) isa majorpublic h ealth ag enc y c h arg ed with
implementing and enforc ing th e Fed eral Food , D rug , and C osmetic A c t13 and related laws.
In 19 06, C ong resspassed th e Pure Food and D rug sA c tth atestablish ed initial FD A reg ulatory
func tions, prompted by g rowing awareness ofd ang erous d yes and preservatives in food s,
worth lessorfatal patentmed ic ines, and unsanitary slaug h terh ouses.14

In19 38, Th e Fed eral Food , D rug , and C osmetic (FD C ) A c testablish ed reg ulatory oversig h tfor
c osmetic sand th erapeutic d evic es. Itrequired th atd rug sbe sh owntobe safe before marketing . It
followed 107 d eath s(inc lud ing c h ild ren)from anelixirc ontaining poisonousd ieth ylene g lyc ol15.
In19 76 th e M ed ic al D evic e A mend mentsc reated a framework forreg ulating med ic al d evic esand
required FD A review ofmany d evic esbefore marketing .

Tod ay FD A ensuresth e safety, effec tiveness, and sec urity ofh umand rug s, animal d rug s, med ic al
d evic es, and biolog ic sinc lud ing vac c ines, blood prod uc ts, c ells, and tissues. FD A isresponsible
forth e safety ofU .S.food s, c osmetic s, animal food s, and rad iation-emitting prod uc tssuc h aslaser
pointers, X -ray mac h inesand mic rowave ovens.16

FD A oversig h textend sfrom initial prod uc ttesting th roug h th e end ofmarketing and sometimes
beyond (i.e. permanentimplants). Th e ag enc y reviewsc linic al stud y protoc olsand pre-market
submissions. FD A rec eivesmore th anone millionad verse event/inc id entreportseac h yearth at
are monitored for emerg ing safety issues. Th e ag enc y h as th e auth ority tomonitor th e
manufac ture, import, transport, storag e, and sale ofreg ulated prod uc ts.17

FD A reg ulatesa wid e array ofprod uc tswith wid ely d ifferentpurposesforusersinc lud ing infants,
c h ild ren, teens, preg nantwomen, mid d le ag ed oreld erly ad ultsing ood h ealth orsuffering from
seriousorterminal d iseases. Prod uc tsmay be used inrural orurbanh omes, businesses, sc h ools,
h ealth c are fac ilities, laboratories, ambulanc es, g yms, orairports.

U .S.c onsumersspend about20 c entsofevery d ollar(more th an$2.5 trilliond ollarsperyear)on
prod uc tsreg ulated by th e FD A . R eg ulationsc overapproximately 35,000 prod uc e farms, 300,000
restaurantc h ainestablish ments, and 10,500 vend ing mac h ine operators. FD A reg ulatesprod uc ts
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th atare manufac tured orh and led atalmost270,000 reg istered fac ilities, many ofth em overseas.
Th ey ac c ountfor12 perc entofall U .S.imports($273 billionperyear) and about16 perc entof
U .S.exports($233 billionperyear).18

Th e ag enc y c annotprovid e ind ivid ual requirementsorc ontinuoussc rutiny forevery prod uc tit
reg ulates. Instead , FD A issuesreg ulationsforlarg e g roupsofprod uc ts(suc h asd rug s, d evic es, or
food s) d esc ribing h ow th e law will be applied . R eg ulationsford ifferentprod uc tsmay vary
d epend ing onth e amountofoversig h trequired , th e nature and numberofprod uc tsinvolved , and
th e size and typesoffirms. FD A h asauth ority toenforc e th ese reg ulations.19

Th e FD A alsoissues g uid anc e d oc uments toinform ind ustry about ag enc y proc esses or
expec tationsforspec ific prod uc ts. In2016 FD A issued a final g uid anc e d oc umentforE ssure and
any similarprod uc tsinth e future.20

FD A alsopartic ipates in writing stand ard s, espec ially for med ic al d evic es. Stand ard s are
d oc umentswritten by a g roup ofexpertsfrom ac ad emia, ind ustry and g overnmentth atreflec t
c urrentc onsensusth inking aboutproc esses, prod uc ts, ortesting th atc anaffec tprod uc tsafety and
performanc e. Stand ard sare reviewed and upd ated every few years. IfFD A d eterminesth ata
stand ard h asvalue, th e ag enc y c an offic ially “rec og nize” it. Ifa firm c an d emonstrate th atit
c omplieswith a rec og nized stand ard th ismay streamline premarketreviewsorinspec tions.21

Tomaintain and optimize public h ealth , a partnersh ip between th e manufac turerand FD A is
essential. Th e ag enc y h asinformation aboutemerg ing researc h and ad verse eventexperienc es
ac rossmanufac turersth atmay h elp id entify safety c onc erns. FD A alsoh assc ientific and c linic al
expertise onstaffth atmany c ompaniesd on’th ave.

Th e manufac turerh asin-d epth knowled g e ofth eirspec ific prod uc ts, manufac turing ac tivities, and
resultsofin-h ouse testing .M anufac turersrec eive and review c omplaintsfrom prod uc tusers.To
make use ofth isinformation, th e manufac turersmustinvestig ate reports, assessth e find ing s,
monitortrend s, and evaluate potential risksappropriately.22

Inord ertoassure patientsafety, th e firm mustsh are sig nific antinformationwith FD A ina timely
way th roug h ad verse eventreportsrequired by reg ulation 21 C FR 803, aswell asvoluntary
c ommunic ationsaboutemerg ing issues. FD A c anth enad vise th e firm onappropriate ac tionsand
notify th e public ifnec essary. Th e firm benefitsfrom early FD A inputintoth e sig nific anc e of
th ese potential issuesaswell assupportfrom th e ag enc y id entifying and implementing ac tionsto
protec tpatients. Th ese interac tionsc analsoh elp c larify th e ag enc y’sreg ulatory expec tationsfor
manufac turers.

B. Medical Device Regulation

FD A isorg anized intoseveral C entersth atreg ulate majorprod uc tareas. Th e C enterforD evic es
and R ad iolog ic al H ealth (C D R H )overseesth e reg ulationofmed ic al d evic esinc lud ing E ssure.23

M ed ic al d evic esare used inth e prevention, d iag nosisand treatmentofillness.Th ey rang e from
tong ue d epressorsand band ag estosyring es, surg ic al g loves, laboratory tests, ultrasound mac h ines,
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artific ial joints, and c ard iac pac emakers.FD A c urrently reg ulatesapproximately 19 0,000 d ifferent
d evic esmanufac tured inmore th an21,000 fac ilitiesworld wid e.24

Tec h nolog iesused in med ic al d evic esare d iverse and evolving rapid ly. Nic h e d evic esmay be
essential forspec ific patient/userg roups.Suc c essoftreatmentoftend epend sonpatientbod y size,
and anatomy, aswell asskillsofth e skillsofth e h ealth c are provid er. M ed ic al d evic e reg ulation
mustac c ommod ate th ese realities.

C ong ress c reated th e framework for reg ulating med ic al d evic es in th e M ed ic al D evic e
A mend mentsof19 76.25 Sec tion513 ofth e FD & C A c testablish ed th ree c lassesofd evic esth at
provid e inc reasing oversig h tasth e risksofmed ic al d evic esg row. Th isstruc ture reflec tsboth th e
need forpatientsafety and th e d esire forquic k ac c esstonew prod uc ts.

C D R H implemented th e d evic e framework th roug h a seriesofreg ulationsth atd esc ribe broad
g eneral requirementsformed ic al d evic esinTitle 21 C od e ofFed eral R eg ulations(C FR )Part800
to129 9 .

Th e C enteralsoissuesg uid anc e d oc umentsd esc ribing FD A expec tationsforspec ific typesof
d evic es26 and h asrec og nized numerousstand ard sth atsupportprod uc tsafety and effec tiveness.
C D R H ed uc atesc ompaniesth roug h c onferenc es, public ations, email and teleph one h elp d esks,
and staffare alsoavailable toad d ressquestionsby email, inteleph one c allsand meeting s.27

C D R H may requestinspec tionsofc linic al stud y sitesorc ompany fac ilitiesbefore approving a
prod uc toraftermarketing ifth ere isc onc ern aboutprod uc tquality, safety, orc omplianc e with
reg ulations.Field offic esalsoinitiate inspec tionsofmed ic al d evic e manufac turers.

C. Medical Device Classification

Th e th ree c lassesofmed ic al d evic esare based onth e potential riskstopatients/usersand th e level
ofc ontrol FD A need stoprovid e reasonable assuranc e ofsafety and effec tiveness.
G eneral C ontrolsare reg ulatory requirementsauth orized by th e FD & C A c t28 th atapply toall
med ic al d evic esd istributed inth e U nited States.

E xamplesofG eneral C ontrolsinc lud e:

- Th e Q uality System R eg ulation(Q SR )alsoc alled G ood M anufac turing Prac tic es(G M P)
- M ed ic al D evic e R eporting ofad verse events
- Labeling ofmed ic al d evic esc onsistentwith th e reg ulations
- R eporting ofc orrec tionsand removals(rec alls)

C lassI d evic es: C lassI med ic al d evic espresentlow tomod erate risk ofh arm toth e user.Th ey
make up about50 perc entofall med ic al d evic es. E xamplesinc lud e arm sling s, and h and -h eld
surg ic al instruments.C lassI d evic esare usually simple ind esig nand h ave a h istory ofsafe use.
Th ey are usually exemptfrom premarketreview.R isksare manag ed by G eneral C ontrolsand are
usually exemptfrom premarketreview.
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C lassII d evic es: C lassII med ic al d evic esh ave known mod erate toh ig h risks. Th ese d evic es
make up about4 3% ofall med ic al d evic es. E xamplesofC lassII d evic esinc lud e x-ray systems,
g luc ose teststrips, infusionpumps, and surg ic al d rapes. G eneral C ontrolsare notsuffic ient, but
th e ag enc y c an require Spec ial C ontrols th at are c onsid ered ad equate toassure safety and
effec tiveness.29 30

E xamplesofSpec ial C ontrolsinc lud e:

- Spec ial labeling requirements,
- Pre-marketd ata requirements,
- M and atory FD A g uid anc e forth e prod uc ts,
- Postmarketstud iesorpatientreg istries.

M any C lassII d evic esrequire FD A review and c learanc e before marketing based onsubstantial
equivalenc e toa leg ally c leared /marketed pred ic ate d evic e.Th ese 510(k) pre-marketnotific ation
submissionsg enerally inc lud e extensive laboratory orbenc h testing d ata and sometimesc linic al
stud ies

Th e FD A review c yc le for510(k) submissions is 9 0 d ays. Th e C enterprovid es g uid anc e
d oc umentsfor510(k)c learanc e proc essesand spec ific d evic e types.C lassII d evic esexemptfrom
premarketreview are id entified in21 C FR 862 th roug h 89 2.

C lassIII d evic es:C lassIII med ic al d evic esare c onsid ered toh ave th e h ig h estrisk. Information
available isnotsuffic ienttoassure safety and effec tivenesswith G eneral C ontrolsand Spec ial
C ontrols. C lassIII d evic esrequire submissionofa premarketapplic ation(PM A )and approval by
FD A before marketing .31 Th ese d evic esusually supportorsustainh umanlife, are importantin
preventing d isease, orh ave th e potential forunreasonable risk ofillnessorinjury toth e patient.
Th e d esig n, materials, tec h nolog y, orc linic al purpose may be new and th e risksmay be unknown.
E xamplesofC lassIII d evic esinc lud e replac ementh eartvalves, silic one breastimplants, and d eep
brainstimulators.In2017 FD A approved only 64 PM A ’s.32 A fterC lassIII d evic esare marketed
a seriesofsequential PM A supplementsmay be submitted toFD A forapproval ofprod uc t,
manufac turing , and oth erc h ang es.Th e firm isalsorequired tosubmitPM A annual reportskeeping
FD A apprised ofnew safety and effec tivenessinformationaswell asoth erupd ates.

PM A (Pre-M arketA pplic ation):Th e th resh old forapproval ofa PM A isreasonable assuranc e of
safety and effec tivenessbased on valid sc ientific evid enc e.33 FD A alsoweig h sth e risksand
benefitstopatients. PM A ’sg enerally inc lud e c linic al stud y d ata and rec eive ind epth review by a
team ofsc ientists. FD A usually performsan inspec tion ofth e manufac turing site toevaluate
read inessformarket. Th e PM A review c yc le is180 d ays. Th e c ontentsrequired ina PM A are
found inSec tion515(c )(1)ofth e Fed eral Food , D rug , and C osmetic A c t(FD & C A c t). FD A often
requestsinputfrom a med ic al ad visory panel before making th e d ec isiontoapprove ornotapprove
a PM A .

D. Manufacturer Responsibilities
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Th ree postmarketing requirementsforind ustry are essential toth e suc c essofth e reg ulatory
framework formed ic al d evic esTh ese inc lud e:

1. responsibility forassuring d evic e quality, safety, and effec tiveness,
2. responsibility toreportrequired informationtoFD A ina timely way, and
3. responsibility toid entify and assessth e risksofpotential safety issuesand take voluntary

ac tionstored uc e oreliminate th em.

Th ese requirementsare reflec ted in C D R H reg ulations, g uid anc e d oc uments, and rec og nized
stand ard s. M anufac turersh ave anoblig ationtoimplementth em appropriately forth eirprod uc ts.34

Manufacturers are Responsible for the Quality, Safety, and Effectiveness of Medical Devices

M ed ic al d evic e manufac turers are responsible forassuring th e quality, safety, and effec tive
performanc e ofth eirprod uc tsth roug h outc ommerc ial use asd esc ribed inth e G eneral C ontrol -
Q uality System R eg ulation21 C FR 820, 21 C FR 7.4 0 and ISO14 9 71:2007 Medical Devices –
Application of Risk Management to Medical Devices.

C ompaniesind epend ently d esig nand evaluate th eird evic es, establish and c ontrol manufac turing
proc esses, selec tand monitorth eirmaterials, suppliers, and c ontrac tfac ilities. Th ey d ec id e th e
final c ontentoflabeling , ad vertising , and promotional materials. M anufac turersh ave ac c essto
c omplaintinformationand userfeed bac k notknowntoth e public orFD A .

M anufac turersh ave responsibility toid entify emerg ing issues, interpretsafety sig nalsinth e best
interestsofpatients, and ac tpromptly toprotec th ealth and welfare.Th isoblig ationg oesbeyond
ac h ieving FD A approval tomarketand submitting M D R reporting .35 36 37 38 39

FD A reg ulations ind ic ate h ow manufac turers are expec ted to meet th ese oblig ations.
R esponsibilitiesofexec utive manag ementare d esc ribed in21 C FR 820.20 and ISO14 9 71:2007
Sec tion 3.2. R eg ulations note spec ific ally wh en proc ed ures are required forc ompanies to
d oc umentind etail expec tationsth atwill be applied forth eirpartic ulard evic e.4 0 4 1 4 2

FD A supportsmanufac turersinth eirresponsibilitiesforprod uc tquality, safety and effec tiveness.
G uid anc e d oc umentsand rec og nized stand ard sh elp c ompaniesind epend ently optimize d evic e
d esig ns, evaluate safety and effec tiveness, and assessand ad d ressprod uc trisks. M anufac turers
muc h suc c eed inth ese tasksforFD A toac h ieve itspublic h ealth mission, sinc e th e majority of
med ic al d evic esrec eive noFD A review before marketing .4 3

Manufacturers Are Responsible for Identifying, Assessing, and Acting to Reduce Potential
Risks

M ed ic al d evic e manufac turersare required toh ave a proc essinplac e th atmonitorsprod uc trelated
informationand id entifiespotential h azard s, h arms, and emerg ing safety issues, assessesth e risk
ofh arm topatients, d eterminesth e ac c eptability ofrisk topatients, and ac tstoc ontrol (eliminate
orred uc e) risksifth ey are found tobe unac c eptable. Th isrequirementorig inatesinth e Q uality
System R eg ulation21C FR 820.30(g )wh ic h isa G eneral C ontrol.Th e stand ard ISO14 9 71:2007
h asbeenrec og nized by FD A and provid esth e wid ely used proc essformeeting th isrequirement.
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Sourc esofinformation manufac turersare expec ted tomonitorinc lud e (butare notlimited to)
unpublish ed d ata, M D R reportsfrom oth ersourc es, med ic al literature, new orrevised c onsensus
stand ard s, new or upd ated FD A g uid anc e d oc uments, prod uc t c omplaints, manufac turing
prod uc tiond ata, and trend analysis.4 4 4 5

E ac h manufac turermustc reate appropriate risk manag ementproc ed uresforth eirprod uc tsand
id entifiesand assessesc h ang esbased on new information overtime. Th e firm d ec id eswh at
c ontrolsare nec essary tored uc e risk and makesa final valuationofresid ual risk and ac c eptability
tomarket.C ontrolstored uc e patienth arm may inc lud e c h ang estod esig n, prod uc tion, d istribution,
labeling and marketing approac h eswh ennec essary.4 6

Q uality systemsand M D R R eporting are inextric ably linked .M ore spec ific ally, “c omplaintfiles
are linked toM D R eventfilesbec ause a c omplaintmustbe evaluated tod etermine ifitisa
reportable ad verse event.”4 7 Failure inth e quality systemsc anlead toanund erreporting ofM D R s
toFD A .

Summary ofKey D oc uments

Th e th ree requirementsofind ustry d esc ribed above are ad d ressed inth e following d oc uments:

1. The Quality System Regulation (QSR) 21 CFR 820

Th e Q SR isa G eneral C ontrol th atestablish esbasic requirementsformanufac turersof
finish ed med ic al d evic es. Itinc lud esa rang e ofproc essesand ac tivitiesnec essary toensure
th at prod uc ts maintain th e quality, performanc e/effec tiveness and safety d esc ribed in
premarketsubmissionsand prod uc tlabeling .Th e purpose ofth isreg ulationisd esc ribed in
21 C FR 820.1 asfollows: The requirements in this part are intended to ensure that finished
devices will be safe and effective and otherwise in compliance with the Federal Food,
Drug, and Cosmetic Act.

Th e Q SR g overnsa wid e rang e ofproc essesfrom prod uc td esig n th roug h th e end of
marketing foressentially all med ic al d evic es d istributed c ommerc ially in th e U nited
States.4 84 9 Itprovid esrequirementsforE xec utive M anag ementand requiresmanufac turers
tod evelop proc ed uresfora numberofac tivities, implementth em and d oc umentth e results.
Q SR requirementsinc lud e c omplainth and ling and investig ation, c orrec tive and preventive
ac tions, prompt evaluation ofc omplaints for reportability toFD A , and review and
investig ationofc omplaintsth atmustbe reported .50 51 52 53 54

2. The Medical Device Reporting (MDR) Regulation 21CFR 803

Th isreg ulationisanoth erG eneral C ontrol. Itbuild sonth e Q SR , d esc ribing th e c riteria
and required timeframes for reporting d evic e-related d eath s, serious injuries, and
malfunc tioninformationtoFD A .Itc larifieswh atinformationmustbe reported , wh enand
h ow tosubmitreports, optionsavailable tostreamline reporting ac tivities, and th e proc ess
forfollow-up reporting ifnec essary.

3. Class III Device Post Approval Reporting Obligations
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C lassIII d evic esh ave some ad d itional postmarketrequirementsd esc ribed in th e pre-
marketreg ulations, PM A approval ord ers, and th e C ond itionsofA pproval statement.555657

Ifth ese requirementsoverlap with M D R reporting requirementsth en M D R reportsrec eive
priority.

4 . ISO 14791: 2007 Application of Risk Management to Medical Devices

Th e international c onsensusstand ard ISO 14971 Medical Devices – Application of Risk
Management to Medical Devices provid es a proc ess for id entifying , assessing , and
c ontrolling risksforall d evic es.Th e 2007 versionofth e stand ard wasoffic ially rec og nized
by FD A in2016. Ith asbeenwid ely used tomeetFD A risk manag ementrequirementsfor
muc h long erand isc urrently c onsid ered state ofth e artworld wid e.58 A more rec entversion
(2012)ofth e stand ard inc lud esword ing relevantspec ific ally toth e E uropeanU nion59

ISO 14 9 71:2007 supports th e Q SR , provid ing proc esses th at h elp ensure c ontinuing
prod uc tquality, safety, and performanc e. Itsupportsth e M D R reg ulationby provid ing a
proc essformanufac turerstoid entify knownand potential failure mod es, assessth e risks
suc h failurespose, and use th isinformation tog uid e c omplainth and ling proc essesand
M D R reporting d ec isions. Postmarketsurveillanc e proc essesalsoh elp c ompaniesid entify
wh enc h ang esoc c urtoknownrisksand any new emerg ing issuesth atoc c ur. Th isstand ard
d esc ribesh ow toestimate th e risk topatientsofvariouseventsbased on severity and
frequenc y sc ales, h ow toeliminate orred uc e risks, and h ow tod etermine ifany risks
remaining are ac c eptable formarketing orc ontinued marketing ofth e prod uc t. Th e
id entific ationand assessmentofth ese h armsc aninfluenc e th e c riteria manufac turersuse
tomake M D R reporting d ec isions.

Th e M ed ic al D evic e A c tionPlanissued in2018 by th e FD A C ommissionerand C D H R
D irec torstated th at“Onc e a d evic e isonth e market, risk-manag ementplanning isessential
tomanag e any risksth atmig h temerg e and tored uc e th e likelih ood offuture risks.”60

V. THE ESSURE SYSTEM

A. Class III Device Approval

Th e E ssure System isa C lassIII d evic e subjec ttoboth G eneral C ontrolsand th e C lassIII pre-
marketand postmarketrequirementsd esc ribed above. Th e PM A forE ssure (# P020014 ) was
filed by FD A onA pril 22, 2002. Th e ag enc y g ranted approval tomarketth e E ssure System on
November4 , 2002 based on c linic al stud y d ata from 74 5 subjec tsand inputfrom an expert
ad visory panel onJuly 22, 2002.61 62

W h en FD A approved E ssure itwasalread y available in A ustralia, C anad a, muc h ofE urope,
Ind onesia, Sing apore, and Turkey.
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Th e FD A approval letterd esc ribed th e ind ic ationforth e E ssure System asfollows:“Th isd evic e
isind ic ated forpermanentbirth c ontrol (female sterilization)by bilateral oc c lusionofth e fallopian
tubes.”63

Th e approval letterand attac h mentid entified c ond itionsofapproval inc lud ing :

 C ommerc ial d istributionlimited topresc riptionuse,
 Training requirementsforh ealth c are prac titioners,
 Five-yearfollow-up forph ase II and pivotal trials with upd ates submitted annually.

Labeling c h ang es, ifrequired based ontesting results, submitted ina PM A supplement.
 Postapproval stud y in th e U .S. monitoring th e suc c essofnewly trained ph ysic iansin

bilateral plac ementofth e E ssure System with firstattempt,
 A nnual reporting ofpublish ed orunpublish ed non-c linic al and c linic al d ata with use of

prod uc t(21 C FR 814 .84 ),
 R equirementth ata PM A supplement“mustbe submitted wh en unantic ipated ad verse

effec ts, inc reases in th e inc id enc e ofantic ipated ad verse effec ts, or d evic e failures
nec essitate a labeling , manufac turing , or d evic e mod ific ation.” unless it is alread y
ad d ressed th roug h M D R reporting .64 65

 M ed ic al D evic e R eporting asd esc ribed in21 C FR 803.66

Th e PM A Summary ofSafety and E ffec tivenessD ata listed c ontraind ic ationsforuse inc lud ing
rec entpelvic infec tion, known allerg y toc ontrastmed ia, and known h ypersensitivity tonic kel
c onfirmed by skintest.67 Sec tionV.3 alsostated :

The long-term nature of the tissue response to the Essure micro-insert is not known. The
majority of the clinical data regarding PET in the fallopian tube is based on 12-24 months
of implantation, with little data at 36 months. Therefore, beyond 24 months, the nature of
the cellular/fibrotic response and the ability of the response and the device to maintain
occlusion are not known.

B. Activity After U.S. Marketing

Sales

U se ofE ssure g rew rapid ly inth e U nited States. B y 2007 th e E ssure proc ed ure h ad g rownto51%
ofall sterilization proc ed uresnotfollowing preg nanc y atD etroitM ed ic al C enterh ospitals.68

H ysterosc opic sterilizationrepresented 38% ofsterilizationproc ed uresinth e U .S.notassoc iated
with preg nanc y between2005 and 2012 (inc lud ing A d iana from 2009 - 2012).6 9 70

In2015, B ayerstated th atth e E ssure d evic e h asbeenstud ied inmore th an10,000 womensinc e it
wasfirstd eveloped and d istributed toapproximately one millionwomenworld wid e.71

Bayer Acquisition of Essure

B ayerac quired C onc eptusand th e E ssure System inJuly of2013.
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Post Market PMA Supplements

Th irty-nine (39 ) PM A supplementswere submitted toFD A forE ssure by Septemberof2015.
Th ey ad d ressed topic sinc lud ing prod uc tenh anc ements, c h ang esinmanufac turing fac ilities, and
labeling upd ates.Th ere were c h ang estoth e d elivery system and th entoth e d elivery c ath eterby
2007 inresponse topostmarketfeed bac k.72 Th e M anufac turerrec eived approval toremove th e
c ontraind ic ation fornic kel sensitivity and revise th e warning in ph ysic ian labeling on July 1st,
2011.73 FD A approved ad d itional information forth e patientinformation bookleton risksof
c h ronic pelvic painand d evic e mig rationonOc tober30, 2013.74

Increase in MDR Reports Received at FDA

Th e numberofM D R reportsrec eived by FD A beg aninc reasing sig nific antly inlate 2013, mostly
from patientsfiling voluntary reportsd irec tly with th e ag enc y. FD A h ad rec eived a total of5,09 3
M D R ’s from E ssure approval in Novemberof2002 th roug h M ay of2015, c aptured in th e
M anufac turerand U serFac ility D evic e E xperienc e M A U D E d atabase from all sourc es.75 A
breakd ownofth e M D R ’sind ic ated th at:

 Th ere were 4 ,608 reportsc od ed aspatientinjury, 4 74 asmalfunc tions, and 11 asd eath s.
 M any ofth e M D R reportsrec eived after2013 d esc ribed eventsfrom previousyears.
 M any ofth e M D R ’srec eived , espec ially afterlate 2013, c ontained multiple c onc urrent

symptomsth atth e reporterbelieved were assoc iated with ora c onsequenc e ofE ssure use.
 FD A send sa c opy ofany voluntary reportsitrec eivesfrom oth ersourc estoth e d evic e

manufac turer. Th e firm isexpec ted toevaluate th e d ata and submitanM D R ifth e report
appearstomeetreg ulatory filing c riteria.Th erefore, th ere may h ave beend uplic ate reports
(d irec tly from th e userand ag ainfrom th e firm)submitted forsome events.76

In response toth e inc reased ad verse event reporting numbers and c omplaints d isc ussed in
trad itional and soc ial med ia outlets, th e ag enc y c ond uc ted an in-d epth review ofM D R reports
rec eived , metwith c onsumersand ad voc atestoh earth eirc onc ernsaboutth e E ssure System, and
sc h ed uled a public ad visory panel meeting .77 78 7 9 Th e following table isreprod uc ed from pag e 29
ofa summary d oc umentFD A prepared before th e meeting :
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*Ofth e reports rec eived , 4 608 were c od ed as patient injury reports, 4 74 as d evic e
malfunc tions, and 11 asd eath s.80

A fterth e ac quisitionofC onc eptus, B ayerassumed responsibility forfiling M D R reportsforE ssure
inOc toberof2013.81 Th e B ayerc orporate prac tic e d iffered from previousE ssure M D R reporting
proc esses. A nimmed iate reporting d ec isionwasmad e ifpossible, th e reporting c loc k started at
th e time offirstc ontac t, and submission proc eed ed with in 30 d aysbased on th e information
available.Ph ysic ianc onfirmationwasnotc onsid ered essential. Th ese new prac tic esinc reased th e
numberofevents found tobe M D R reportable,82 Th is inc rease in M anufac turerreports is
notic eable inblue onFig ure 5 for2014 and 2015, alth oug h mostofth e inc rease inM D R reports
forth ose yearswasd ue tod irec tpatient/c onsumersubmissions.

B ayer ac knowled g ed th is on pag e 31 ofth eir E xec utive Summary for th e FD A A d visory
C ommittee M eeting stating :

“Also, as a matter of general policy and in the attempt to facilitate comprehensive
assessment by receiving Health Authorities and regulatory bodies, Bayer favors an
assessment of reportability, which may be more comprehensive than with other
companies.”

Th e M anufac tureralsooffered sug g estionsaboutc ausesforth e substantial inc rease in M D R
reportsfrom patientsd irec tly toFD A inc lud ing g eneral trend sofinc reased ad verse eventreporting
ac ross prod uc ts, inc reased interest in E ssure and potential liability ac tivities following th e
ac quisition, ac tive online listening and outreac h prog ramsby th e firm tofac ilitate reportsfrom
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users, and availability ofnew mobile ad verse event reporting apps inc lud ing th e FD A
M ed W atc h er, wh ic h fac ilitatesd irec tc onsumerreporting ofad verse eventstoFD A .83

FDA Post Market Advisory Panel Meeting

On September24 , 2015, FD A c onvened itsObstetric sand G ynec olog y D evic esPanel ofth e
M ed ic al D evic es A d visory C ommittee toc onsid er th e safety and effec tiveness ofE ssure
sterilization. B oth FD A and M anufac turerrepresentatives provid ed written summaries and
presentations.84 85 86 Th e OpenPublic H earing sessionprovid ed anopportunity forE ssure users
tod esc ribe th eirexperienc esand writtenpublic inputwasalsosenttoth e d oc ket.

Summary of Advisory Panel Findings87

Th e panel d isc ussed a rang e ofc linic al issuesinc lud ing persistentpain, perforationofth e uterus
orfallopian tubes, intra-abd ominal orpelvic d evic e mig ration, abnormal orirreg ularbleed ing ,
allerg y orh ypersensitivity reac tion, and preg nanc y.Th e panel wanted toensure th atpatientsh ad
ac c esstoh ealth c are servic esatall stepsofE ssure use inc lud ing d evic e removal.

Supportforinformed patientd ec ision-making wasanoth ertopic ofinterest.Th e panel ad d ressed
th e need forbetterpatientmaterialsand rec ommend ed upd atestopatientlabeling .Th e C ommittee
d isc ussed th e use ofvariousimag ing mod alitiestoid entify and /orevaluate c ertainad verse events.
Th e panel d isc ussed th e need forad d itional ph ysic iantraining ontopic sinc lud ing d evic e removal,
aborting plac ementproc ed ures, and wh enalternative optionsforc ontrac eptionsh ould be pursued .

Th e panel expressed a g eneral d esire tosee ad d itional postmarketd ata onth e E ssure system to
betterund erstand th e ad verse eventsth ath ad been d isc ussed and several panelistssug g ested a
patient reg istry. Th e panel g enerally ag reed th at ad d itional information reg ard ing metal
reac tions/sensitivity isneed ed .

Finally, th e panel d isc ussed patientpopulationswh ere th e benefit-risk profile ofE ssure was
ac c eptable and th ose wh ere it mig h t be less favorable. Th e panel stated th at h ysterosc opic
sterilizationisanimportantoptionforwomenwh oare notg ood c and id atesforlaparosc opic or
g eneral surg ery, aslong asth ey are well informed aboutpotential risks.Th e panel sug g ested th at
patients with a known h ypersensitivity to metal, autoimmune d isease, h istory ofpelvic
inflammatory d isease, and th ose with a h istory ofabnormal uterine bleed ing may be lesssuitable
c and id atesforE ssure.

Subsequent FDA Actions

Following th e panel meeting , FD A took ac tionstoad d ressE ssure safety c onc ernsand inform
c onsumers. FD A ind ic ated th atinputfrom patientsled th e ag enc y tobelieve some womenwere
notrec eiving orund erstand ing informationreg ard ing th e risksand benefitsofE ssure.88

On February 29 , 2016, FD A ord ered th e M anufac turertoc ond uc ta postmarketsurveillanc e
(“522”)stud y tog ath ermore d ata aboutbenefitsand risksofE ssure.89
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OnM arc h 4 , 2016 FD A issued d raftg uid anc e seeking public c ommentonword ing fora boxed
warning and PatientD ec isionC h ec klisttoh elp ensure th atwomenrec eived and und erstood th e
benefitsand risksofth e prod uc t. FD A issued th e final g uid anc e d oc umentinOc tober2016.9 0

InNovember2016 FD A required a blac k boxed warning forE ssure onth e firstpag e ofth e prod uc t
labeling , toalertd oc torsand patientsabout“reported ad verse events, inc lud ing perforationofth e
uterusand /orfallopian tubes, intraabd ominal orpelvic d evic e mig ration, persistentpain, and
allerg y orh ypersensitivity reac tions.9 1 9 2

FD A alsorequired a mand atory patient-d oc tord isc ussionc h ec klistth atwasan“ac c eptanc e ofrisk
and informed d ec isionac knowled g ment.”Th e new warning h ig h lig h ted th e risk ofpersistentpain,
perforation of th e uterus and /or fallopian tubes, intraperitoneal mig ration, allerg y or
h ypersensitivity reac tions, rash es, itc h ing , c h estpains, jointormusc le pain, h airloss, fatig ue,
weig h tc h ang es, and mood c h ang eson th e firstpag e ofth e patientinformation booklet, in all
bold ed , all c apital letters.9 3 9 4

On A pril 9 , 2018, FD A restric ted th e sale ofE ssure tofac ilitiesand h ealth c are provid ersth at
ag reed toreview th e E ssure c h ec klistwith womenc onsid ering use ofth e d evic e and h ave both th e
patientand ph ysic iansig n. A nFD A pressrelease onth atd ate stated inpart:

The U.S. Food and Drug Administration tod ay issued an order to restrict the sale and
distribution of the Essure device to ensure that all women considering use… are provided
with adequate risk information so that they can make informed decisions. The FDA is
taking this step after becoming aware that some women were not being adequately
informed of Essure’s risks before getting the device implanted, despite previous significant
efforts to educate patients and doctors about the risks associated with this device. The FDA
is requiring a unique type of restriction, using its authority to restrict the sale and
distribution of a device to impose additional requirements needed to provide a reasonable
assurance of its safety and effectiveness. The FDA is committed to continuing to use its full
authorities to ensure the post-market safety of medical products.

The new Essure labeling, which will now be legally required when this product is offered
to a patient, restricts the sale and distribution of the device to only health care providers
and facilities that provide information to patients about the risks and benefits of this device.
Specifically, the patient brochure titled “Patient-Doctor Discussion Checklist –
Acceptance of Risk and Informed Decision Acknowledgement,” must be reviewed with the
prospective patient by the health care provider to ensure the patient understands the risks,
benefits and other information about Essure implantation. The patient must be given the
opportunity to sign the acknowledgment, and it must be signed by the physician implanting
the device. Bayer, the device manufacturer, is required to implement the restrictions
immediately and ensure that the process going forward results in health care provider
compliance with the sales restriction. The FDA will review and monitor Bayer’s plan to
ensure the company complies with the restriction. The FDA plans to enforce these
requirements and will take appropriate action for a failure to comply, including applicable
criminal and civil penalties.9 5
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Voluntary Removal of Essure From the U.S. Market

OnD ec ember31, 2018, B ayerd isc ontinued selling and d istributing th e E ssure d evic e inth e U nited
States.9 6 H ealth c are provid ersc ould c ontinue toimplantE ssure d evic esforup toone yearafter
th e d ate ofpreviouspurc h ases.B ayerag reed toc ontinue implementing th e FD A restric tiononsale
and d istributionofE ssure soth atwomenwould be fully informed ofth e risksassoc iated with th e
d evic e.

VI. COMPLAINT HANDLING FOR ESSURE

Quality System Regulations

Th e Q SR in21 C FR 820.20 requiresmanag ementwith exec utive responsibility formed ic al d evic e
manufac turers toassure th at quality system proc esses are establish ed and maintained , with
ad equate resourc esinc lud ing trained personnel.

Th e Q SR in21 C FR 820.19 8 requiresmed ic al d evic e manufac turerstoestablish c omplaintfiles
and proc ed ures, proc essand investig ate c omplaintsasappropriate. R equirementsinc lud e:

 E ac h manufac turersh all establish and maintainproc ed uresforrec eiving , reviewing , and
evaluating c omplaints,

 Suc h proc ed uressh all ensure th atall c omplaintsare proc essed in a uniform and timely
manner,

 E ac h manufac turersh all review and evaluate all c omplaintstod etermine wh eth eran
investig ationisnec essary. W h ennoinvestig ationismad e, th e manufac turermustmaintain
a rec ord th atinc lud esth e reasonnoinvestig ationwasmad e and th e name ofth e ind ivid ual
responsible forth e d ec isionnottoinvestig ate.

 A ny c omplaintinvolving th e possible failure ofa d evic e, labeling , orpac kag ing tomeet
any ofits spec ific ations sh all be reviewed , evaluated , and investig ated , unless suc h
investig ationh asalread y beenperformed fora similarc omplaintand anoth erinvestig ation
isnotnec essary.

C omplaintsare a primary sourc e ofad verse eventreportstoFD A . Th e Q SR in21 C FR 820.19 8
(a)(3)requiressc reening c omplaintsforreportable ad verse eventsasfollows:

“Complaints are evaluated to determine whether the complaint represents an event which
is required to be reported to FDA under part 803 of this chapter, Medical Device
Reporting.”

In21 C FR 820.19 8 (d )th e Q SR furth erstates:

“Any complaint that represents an event which must be reported to FDA under part 803 of
this chapter shall be promptly reviewed, evaluated, and investigated by a designated
individual(s) and shall be maintained in a separate portion of the complaint files or
otherwise clearly identified…”
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Summary Findings Related to the Manufacturer’s Quality Systems

Oth erexpertsh ave reviewed th e E ssure c omplainth and ling proc ed ures, proc esses, and filesin
d etail. I c onc urwith th eirfind ing s.I h ave alsopersonally reviewed d oc umentsprovid ed tome.
B ased on all ofth isinformation and material, I h ave c onc lud ed th atth e M anufac turerfailed to
c omply with FD A requirementsforquality systemssetforth in21 C FR Part820, inc lud ing , but
notlimited to, c omplainth and ling , inth e following ways:

- Proc ed ureswere inad equate forproc essing c omplaintsina proper, uniform and timely way.
- Proc ed uresforc omplaintproc essing were inad equate and /ornotproperly followed .
- Staffing wasnotsuffic ientand notprovid ed with nec essary training .
- Investig ationofc omplaintswasinad equate and inc onsistent.
- Larg e bac klog sofopenc omplaintsd eveloped and persisted foryears.

Th issystemic non-c omplianc e with reg ulationsrelated toc omplainth and ling led tod elaysand , in
many instanc es, outrig h tfailure toinvestig ate c omplaints, id entify reportable eventsand submit
th em toFD A , resulting ina lac k ofinformationavailable forth e ag enc y tomonitorth e safety of
E ssure inwid e populationuse and d elayed ad equate warning ofknownrisksassoc iated with th e
prod uc t.

I h ave provid ed a few examplesd emonstrating th e extentofproblemsbelow. Furth erd isc ussion
ofc omplaintinvestig ationrelated toM D R reporting below.I reserve th e rig h ttosupplementas
oth ersare revealed .

The Manufacturer’s Quality Systems Failures

21 C FR 820.19 8 (a) mand ate th at proc ed ures be establish ed and maintained toimplement
c omplainth and ling and evaluate reportability ofad verse events. Th e reg ulationin21 C FR 820.5
requiresth at:Each manufacturer shall establish and maintain a quality system that is appropriate
for the specific medical device(s) designed or manufactured, and that meets the requirements of
this part. Itismy opinionth atth e M anufac turerfailed toc omply with 21 C FR Part820 and suc h
failure led toanund erreporting ofM D R stoFD A und er21 C FR Part803

Th e M anufac turer’sc omplainth and ling proc essesand proc ed ureslac ked informationnec essary
forstafftointake, evaluate, investig ate, d oc ument, and reporttoFD A , wh ere nec essary, proc ess
E ssure c omplaintsin an ad equate, uniform, and timely mannerc onsistentwith th e reg ulations.
Informationneed ed toad equately h and le c omplaintswasnotinc lud ed . D oc umentswere revised
frequently with outc learexplanations. Th e C omplaintH and ling Proc ed ure 1360 wasrevised at
least30 times9 7 and W ork Instruc tionW I-034 9 0 M onitoring and R eporting C omplaintM etric s
wasissued inatleast18 versions.9 8

R obert M c C arth y, Operations D irec tor Q E , Q A , beg an supervising th e E ssure Prod uc t
Surveillanc e func tionin2008. Inh isd epositionh e ac knowled g ed th e inad equac y ofc omplaint
proc esses/proc ed ures and noted th at th e proc ess in plac e formanag ing c omplaints wh en h e
assumed responsibility d id notallow ac c eptable performanc e.H e stated :
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“I think the procedures could have been clearer about how to make sure that we would not
have a backlog of complaints.”9 9 He also said: “At that time, the procedures did not
provide enough instructions … to manage those activities effectively.”100

A n internal aud it performed by a formerFD A investig atorin A ug ust 2008 c ited c omplaint
proc ed ures as a major d efic ienc y: “Th ere are numerous proc ed ures wh ic h are required by
reg ulationwh ic h are notc urrently inplac e atC onc eptus. Th e need ed proc ed ureswould c od ify
prac tic esalread y und ertakenby C onc eptusstaff. Th e lac k ofsuc h h ig h -level proc ed uresappears
toh ave c ontributed toth e larg e d eg ree ofvariationinth e performanc e ofc ertaintasksund ertaken
by C onc eptusemployees.”101

Furth er, c omplaintfileswere notc onsistentwith proc ed ure SOP1630. M ostfilesc h ec ked d uring
th e aud it were missing rec ord s orinc omplete, wh ic h th e aud itorc onsid ered anoth ermajor
d efic ienc y.

U niform and timely c omplaintproc essing was alsolimited bec ause th ere wasnolistofth e
c ateg ories/levelsofinvestig ationtobe performed ford ifferenttypesofc omplaintsinuse before
2012. Th e following exc h ang e d uring M ic h ael R ed d ic k’s, Senior M anag er ofProd uc t
Surveillanc e, fac twitnessd epositionsummarizesth e situation:

Q .PriortoJuly 30th , 2012, d oesa d oc umentexistth attellsush ow C onc eptusd efined th e
very c ateg oriesofc omplic ationslike th is?

A .So, I'm notaware ofany d oc ument… th atd efined th at.
Q .Okay.So, priortoJuly of2012, wasth ere any kind ofd oc umentsatall th atyou used to

traininvestig atorsintowh atth ey sh ould be looking forand h ow tod etermine h ow to
c ateg orize th e variousc omplaintsth atwere c oming in?

A .W ell, th ere wasa listth atwasused butitwasnot-- you know, th ey were trained ason-
th e-job training basic ally.

Q .You d id n'th ave someth ing th atd efined itlike th ispriorto2012 th atyou're aware of?
A .Th at'sc orrec t.102

C FR 820.20(b)(2) requiresM anag ementwith exec utive responsibility to“… provid e ad equate
resourc esinc lud ing th e assig nmentoftrained personnel...” Th e 2008 internal aud itid entified
d efic ienttraining prac tic esand training d oc umentationasanoth ermajord efic ienc y c ateg ory.103

Th islac k ofpersonnel issh own in a September6, 2007 wh ere LoisPierc e, Q uality C ontrol
Supervisor/Tec h nic ian/Prod uc t C omplaint M anag er, tells E d Sinc lair, Vic e Presid ent of
R eg ulatory A ffairsand Q uality A ssuranc e, th atth ey are inneed ofanoth ertemporary employee
stating :“I would like to have one person to work strictly with Shak in the product surveillance lab
to catch up with the backlog of AR’s…(There have been over 700 AR’s submitted since Jan 2007,
a record high, with bent tip being the number one problem)”104 105

E d ward Sinc lair, Vic e Presid entofR eg ulatory A ffairsand Q uality A ssuranc e, c onfirmed th at
employeeswere notad equately trained tointake and reportc omplaintsasfollows:
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Q .A nd d oI und erstand from yourtestimony, th en, th atth ere were oth erpeople th atjust
answered th e mainline th atmig h th ave notbeensowell-trained ?

A . R ig h t. Th ey c ertainly may not h ave been trained on interac tions h ow toelic it
informationfrom a c aller.106

21 C FR 820.19 8(a)(1)requiresth at“all c omplaintsare proc essed ina uniform and timely manner”
and 21 C FR 820.19 8(3)(d )th at“A ny c omplaintth atrepresentsaneventwh ic h mustbe reported
toFD A und erpart803 ofth isc h aptersh all be promptly reviewed , evaluated , and investig ated by
a d esig nated ind ivid ual (s)… .”.and 21 C FR 803 requiresth atinternal systemsmustprovid e for
“Timely and effec tive id entific ation, c ommunic ation, and evaluationofeventsth atmay be subjec t
toM D R requirements.”107

Th e M anufac turer’sproc ed ures provid ed noc onsistentormeaning ful timeline forc omplaint
h and ling ina timely manner.Instead , th ey allowed c omplaintstoremainopenforlong period sin
violation ofwith Q SR and M D R reg ulations. In h isd eposition R obertM c C arth y, Operations
D irec torQ E , Q A , overseeing Prod uc t Surveillanc e inc lud ing c omplaint h and ling and M D R
reporting , c onfirmed th atc omplaintsc ould be h eld openind efinitely awaiting prod uc treturnor
information from ph ysic ians. W h en asked “According to whom?” H e respond ed , “Our
procedures.”108

B ayer, by and th roug h itsd esig nated PM Q witness, M ic h ael R ed d ic k, SeniorM anag erofProd uc t
Surveillanc e, testified toth e timelinessofinvestig ationsinstating :

A .W ell, I mean, we'd h ave tolook atth e proc ed uresth attalksaboutd oing investig ations
Q . Sure, you g oah ead and tell me. Th at'sfine
A .Itd oesn'tassig na spec ific time frame forc ond uc ting -- c ond uc ting th e investig ation
Q .Soyou c ould startaninvestig ationa yearortwoyearsorth ree yearsafteryou initially

rec eived a c omplaint, and you would still be timely inreportstoth e FD A ?
A .I’m notaware ofth ateverh appening
Q .I’m notasking you wh eth erith appened ornot.I’m saying und eryourth eory, th atwould

be okay;c orrec t?
A .I would say th at'snotokay
Q .W h y not?
A .Tome th atwould notbe timely
Q .W h atistimely?
A .I'm notsure h ow th atisd efined . I d on'tknow th atitisd efined 109

Th e 2008 internal aud itc ited c omplaintbac klog sasanoth ermajorc ateg ory ofd efic ienc y noting
th atth e very larg e bac klog ofopenc omplaintsservesasa sig nal toth e FD A reflec ting a violation
ofth e requirementsof21 C FR part820.19 8. C omplaintsare tobe ad d ressed ina timely fash ion,
ac c ord ing toth e requirementsofth issec tionofth e Q uality System reg ulationssoth atM D R sare
properly and timely reported in ac c ord anc e with 21 C FR 803.50. Some ofth e c urrently open
c omplaintswere orig inally opened inM arc h 2007. Itseemslikely th atth e c omplaintrec ord would
inc lud e evenold eropenc omplaintsifitwere notforth e fac tth atth e c urrentc omplainth and ling
system (C R M )wasalsoac tivated inM arc h 2007.110
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B ac klog sofE ssure c omplaintsc ontinued overa period ofyears. D uring 2007-2008 th ey were
g rowing from month tomonth and reac h ed approximately 2,500 openc omplaintsinOc toberof
2008. A nOperationsM onth ly U pd ate reportforOc tober2008 provid ed th isProd uc tSurveillanc e
upd ate:

“A[] team was assembled to start correcting the issues found in Product Surveillance
System internal audits. An outside consultant was hired to rewrite the procedures. The
team has generated and approved a timeline and a plan to perform all corrective and
preventive actions. These will be recorded in CAPA.”111

A nd later, “There is currently a large backlog of AR’s…. (See C h artinA ttac h ment7). C urrently
th ere are approximately 2, 500 open c omplaints th at need to be investig ated and
c losed .”112A ttac h ment4 toth e reportsh owsth e 12-month h istory with 29 2 A R ’srec eived inSept
2007 and 250 rec eived inA ug ust2008.113 A ttac h ment7 sh owsth atc umulative c omplaintsopen
inSeptember2007 were 587 and h ad risento2,39 9 inA ug ust2008.114 See table below:

R obertM c C arth y, OperationsD irec torQ E , Q A , ac knowled g ed in d epositiontestimony th atth e
bac klog inc lud ed all openc omplaintsand stated :“C omplaintsare c ontinuing toad d toth atbac klog
asd aysg oby.Th ere c ould be M D R ’sinth ere th atare still und erevaluation.”115
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Th e extent ofE ssure c omplaint h and ling issues was d oc umented in R obert M c C arth y’s
Performanc e R eview for2008 with anoverall performanc e c ommentby h issupervisor:

“This has been [a] particularly challenging year with the identification of the compliance
issues in the Product Surveillance department. This issue distracted his attention from the
other areas in Operations during the second half of the year… I think the biggest
disappointments were: a) allowing the Product Surveillance issues to continue to mount
during 2008 even though a dire assessment would have been made as soon as he took
responsibility for the department…”116

E d ward Yu, D irec torofC linic al and R eg ulatory A ffairsin2008, testified :“Yes, I was very much
aware that there was a backlog. Ind eed , we h ad – we rec og nized it. W e alsoh ad a th ird -party
c onsultantc ome intoassessth atpartic ulararea. A nd we opened up a C A PA , asperourquality
systems, toassessth atbec ause itwasa systemic issue, and we subsequently c losed th atC A PA .”117

Internal Audit 2008 Reveals Quality Systems Failures

R obertM c C arth y, OperationsD irec torQ E , Q A , arrang ed foraninternal aud itand g ap analysisof
Prod uc t Surveillanc e systems by an outsid e c onsulting g roup, R eg lera LLC . Th e aud it was
performed by Steve Yost, a formerFD A investig atorand internal aud itoratR eg lera, onA ug ust5-
7, 2008. E ig h tmajorc ateg orieswere id entified with d efic ienc iessuffic ientforeac h toresultin
FD A issuing a 4 83 notic e ofobservationsand possibly taking furth erac tion.118 Th ese c ateg ories
inc lud ed :

1. G ood d oc umentation prac tic eswere notbeing followed and th isappeared tobe a
systemic issue. Training forall employeeswasrec ommend ed .

2. U nique requirementsforC onc eptusM D R reporting d esc ribed and implemented by
staffwere notd oc umented inwriting orproc ed ures. Noevid enc e available th atFD A
h ad ag reed c ertaineventssuc h asunc omplic ated perforationorpreg nanc y d id notneed
tobe reported . W ith outth isevid enc e th e failure tofile some typesofeventsappears
outofc omplianc e.

3. Very larg e bac klog ofopenc omplaints. A tth e time ofaud itth ere were approximately
2,000 openc omplaintsoutofabout4 , 500 c omplaintsrec eived sinc e th e C R M system
wasac tivated inM arc h 2007. Th isc ould be c onsid ered a violationof21 C FR 820.19 8
timely fash ionrequirements.Some exampleswere opened inM arc h 2007 and remained
openatd ate ofaud it(17 month slater). Itispossible some openc omplaintsare even
old er, buta new elec tronic system wasimplemented in M arc h 2007 and fileswere
apparently assig ned th e d ate ofentry/transition.

Th e reporth ig h lig h ted asa partic ularc onc ern702 c omplaintsc ateg orized as“W aiting
forProd uc tR eturn”. Th e reportstated :

“The number of complaints in the “Awaiting Product Return” category is
particularly indicative of a failing system. The oldest complaint in this category is



24

dated 2/27/2007. If this complaint was actively addressed there would be no
justification for remaining in this state for more than two years. The status should
have been updated to indicate that the product was not going to be returned and
the process of closing this complaint or performing a paperwork investigation
should have been initiated months ago.”

4 . Variousd isc repanc iesnoted inh and ling ofM D R evaluationforms.

5. C A PA aud itsh owed several sig nific antc onc ernsrelated tod oc umentationofc orrec tive
ac tions.

6. C omplaintfileswere notc onsistentwith SOP 1630. Th e proc ed ure d ic tatesrequired
c ontentsand d oc umentsforeac h file. M ostfilesc h ec ked were missing rec ord sor
inc omplete.

7. Numerousproc ed uresrequired by th e reg ulationswere notinplac e wh ic h c ontributed
tolarg e variationsinperformanc e overc ertaintasksby employees.

8. Training prog ram and related rec ord keeping were d efic ient.

Th e aud itc onfirmed th e need forad d itional personnel and training and rec ommend ed restruc ture
ofth e entire Prod uc tSurveillanc e d epartment, aswell as ad d ressing inad equate and unc lear
proc ed ures.119

Quality Systems Failures Persisted Even After the 2008 Internal Audit

D espite th e find ing sofand rec ommend ationsfrom th e 2008 Internal A ud it, failuresinth e quality
systemspersisted foryears.R obertM c C arth y, OperationsD irec torQ E , Q A , sc h ed uled a meeting
onFebruary 23, 2009 with aninvitationinc lud ing th e statement, “There are multiple Complaint
AR's sitting in clinical information and as was discussed previously this may be an issue if there
was to be an audit.”120

A bac klog ofapproximately 2,000 openc omplaintsexisted inJanuary of2010 th atpersisted for
month s.121

R obertM c C arth y, OperationsD irec torQ E , Q A , sentanemail d ated D ec ember7, 2010 noting both
h ig h numbersofc omplaintsand issueswith d elayed reporting by salesreps. H e wrote:

“Ric stated that replacement products (and complaints including bent tips) in October
represented about 8.5% of sales. Rob explained that if products were replaced, then ARs
were created … and also that Mark observed that complaints are being reported late by
sales reps, and asked how feedback can be received quickly…”122

C omplaintvolume and safety c onc ernsc ontinued in2011.123A nemail c h ainfrom A d E ikelenstam,
Sig ma-M ed ic al, toR obertM c C arth y and oth erswith th e subjec tline: “C ontinuing C omplaints”
stated onJanuary 24 , 2011:
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“Today we got a complaint about bended tips again (4 from 1 hospital)! Too many
customers are complaining about the quality of the devices. Has there been a change in
assembling devices? … Complaints arc coming from very experienced gyn teams! Please
advise asap.”124 And February 7, 2011: “Complaints do not stop. We got several new
complaints last week and today about bended tips, detachment issues. Again from teams
with a lot of experience. We are worried about the possible consequences of' all these
complaints. Competition, recall, patients claims and so on. We need to discuss this
shortly.”125

Th e OperationsM onth ly U pd ate d ash board forA ug ust2011 sh owed th atsalesstaffwere failing
tomeetth e 3-d ay d ead line forreporting c omplaintstoProd uc tSurveillanc e 27-28% ofth e time
and th e M anufac turerwasfailing tomeetth e 9 0-d ay c omplaintc losure targ et56.3% ofth e time.126

C omplaintproc essing issuesand sig nific antc omplaintnumbersc ontinued into2012. OnJanuary
11, 2012 R obertM c C arth y, OperationsD irec torQ E , Q A , send anemail saying

“I was reviewing the AR Subjects in this months Log. I noticed several potential
misclassifications in the data. Can you review and let me know what you think. If they mis
classified, they should be corrected and Reglera needs to be notified of the issues.”127

OnJul 16, 2012, M r.R ed d ic k, SeniorM anag erProd uc tSurveillanc e, senta note toh isteam saying ,
“I've noticed an increase in the number of Bent Tip complaints over the last two or three months.”
H e asksforth eirinputonreasons.128

On Oc tober1, 2012 Trac ey H ug h es, a nurse in Prod uc tSurveillanc e, beg an an email c h ain to
M ic h ael R ed d ic k, SeniorM anag erProd uc t Surveillanc e, reg ard ing follow-up toA R -28674 -
Z F7L.129

Th e file beg inswith c ontac ttoProd uc tSurveillanc e on June 7 and 11 asking if“anyone has
contacted patient and is this an MDR.” On July 19 th e salesrepresentative followed up with th e
d oc torag ain.Th e ph ysic ianexpressed frustrationth atth e M anufac turerwould notc ontac tpatient
toad vise ofpastexperienc e.OnA ug ust15 th e representative c alled ag ain– ph ysic ianisupsetas
h e felth e wasmisled with informationaboutth e numberofpatientsth ath ave experienc ed pelvic
painwith th e E ssure d evic es.Th e A rea D irec torh asc ommunic ated with th e ph ysic ian.OnA ug ust
21 th e ph ysic ianperformed a surg ic al removal ofboth fallopiantubeswith E ssure implantsforth e
patientwh oh ad pelvic pain. Following th e operation, th e patientwasd oing fantastic and pain
free.Th e ph ysic ianvoic ed c onc ernsth atpatientc ontac ted th e firm and g otnosupportorfollow
up c all.H e isupsetwith th isproc essand feelssomeone sh ould h ave reac h ed outtoh im and toth e
patient.Prod uc tSurveillanc e ind ic atesnorec ord infile ofth e patientc ontac ting C onc eptus.

On A ug ust24 th e salesrepresentative c alled saying M D attributesth e patient'spelvic pain to
E ssure. OnSeptember10, 2012, anM D R wassubmitted toFD A .Seniormanag ementisasking
wh atwentwrong th atpatientneverg otc ontac ted even afterJuly 19 d isc ussion with ph ysic ian
expressing c onc ern.130
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OnOc tober30, 2012 R obertM c C arth y, OperationsD irec torQ E , Q A , emailed M ic h ael.R ed d ic k,
SeniorM anag erProd uc tSurveillanc e, asking “Can you please analyze the reported complaints
this month. We are getting pretty high rate this month.” H e followsup onNovember5 saying :
“I am getting concerned with the volume of complaints we have been receiving over the last weeks.
Please review the data and let me know if there is a concern.” Th e A R d aily log below th is
statementsh ows37 c omplaintsinfirsttwod aysofNovember(almostth e total forentire month of
Oc tober).131

OnJuly 24 , 2013, M ic h ael R ed d ic k, SeniorM anag erProd uc tSurveillanc e, sentanemail toTom
Lupo, Vic e Presid entofU .S.Q uality, stating :

“We are still having IT/connectivity issues which are preventing utilization of our
MasterControl complaint handling software. My team is currently recording initial
complaint information in word templates and holding the information pending resolution
of our IT issues, so we are still taking calls and incoming emails; however, this is creating
a very large backlog of work that my team will need to address at a later date once our IT
issues are resolved.”132

On Oc tober22, 2013, R obertM c C arth y emailed manag ersinc lud ing M ic h ael R ed d ic k, Senior
M anag erProd uc tSurveillanc e, stating :

“I am really concerned about our performance in Operations. We have missed multiple
deadlines … in the last several weeks. I need your help to make sure we are addressing each
task and project requirement with quality and diligence to meet each and every one of
them133. The bottom line is that our recent performance has been UNACCEPTABLE and will
no longer be tolerated. Please make the necessary adjustments in your areas to address these
issues so that they do not continue to occur.”134

Th e National Stand ard sA uth ority ofIreland (NSA I)performed anaud itin2014 , wh ic h inc lud ed
E ssure func tionsth atresulted ina Non-C onformity R eport.C ause ofth e Nonc onformity inc lud ed :
“Milpitas (Essure) personnel were not adequately trained on the overall global complaint
handling process to adequately oversee and/or explain the complaint cases.”135

Th e C orrec tive A c tionsec tionofth isA ud it, wh ic h wassig ned by th e M anufac turerstates:

 Bayer Milpitas SOP 01044 “Regulatory Inspection Procedure” will be revised to
ensure that appropriate support functions are made available or are present for
inspections and audits.

 Bayer global and Milpitas local complaint handling procedures will be revised to
ensure all medical device complaints are available in the complaint database
(Dev@com) and are accessible by Milpitas personnel.

 Milpitas personnel will be trained on the overall global complaint handling processes
delegated to outside functions in order to adequately oversee and explain complaint
cases.136

A ll ofth ese quality system failuresled toa d elay and /ortotal lac k ofproperM D R reporting .
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VII. MEDICAL DEVICE REPORTING GENERALLY

Overview of Medical Device Reporting Regulation

Th e Food , D rug and C osmetic A c tprovid esth e auth ority forFD A torequire M ed ic al D evic e
R eports(M D R s)from manufac turers, importers, and userfac ilities.Th e Q SR in21 C FR 820.19 8
requirespromptevaluationofc omplaintsforreportability toFD A aswell asreview, investig ation,
and d oc umentationofc omplaintsth atmustbe reported asM D R ’s. Th e M D R reg ulationC FR 803
d esc ribesth e spec ific c riteria, timeframes, and proc essforreporting ofd evic e-related d eath s,
seriousinjuries, and malfunc tions. FD A alsoenc ourag esvoluntary submissionsfrom patients,
c areg ivers, h ealth c are professionals, and c onsumers.137

Summary of MDR Reporting Requirements

M D R reporting requirementsc an be summarized from 21 C FR 803.50 and 21 C FR 803.56 as
follows:

A manufac turerisrequired tosubmitan M D R reporttoFD A with in 30 c alend ard aysafter
bec oming aware ofinformationth atreasonably sug g eststh eirmarketed d evic e:

 M ay h ave c aused orc ontributed toa d eath orseriousinjury, or
 H asmalfunc tioned and th atth e d evic e ora similard evic e marketed by th e manufac turer

would be likely toc ause orc ontribute toa d eath orseriousinjury ifth e malfunc tion
rec urred .

 A manufac turermustalsosubmita follow-up M D R reporttoFD A with in30 c alend ar
d aysifad d itional informationisobtained th atwasnotsubmitted inaninitial report.

A nM D R mustbe submitted with in5 working d aysifFD A h asmad e a writtenrequesttoth e firm,
orifac tionisrequired topreventanunreasonable risk ofsubstantial h arm topublic h ealth based
onany informationinc lud ing trend analysis.

Definitions

Th e reg ulation d efinestermstoh elp manufac turersund erstand th eirreporting responsibilities.
Key d efinitionsfrom 21C FR 803.3 inc lud e:

Caused or contributed means that a death or serious injury was or may have been
attributed to a medical device, or that a medical device was or may have been a factor in
a death or serious injury, including events occurring as a result of: (1) Failure; (2)
Malfunction; (3) Improper or inadequate design; (4) Manufacture; (5) Labeling; or (6)
User error.

Malfunction means the failure of a device to meet its performance specifications or
otherwise perform as intended. Performance specifications include all claims made in the
labeling for the device. The intended performance of a device refers to the intended use for
which the device is labeled or marketed...
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Serious injury means an injury or illness that: (1) Is life-threatening; (2) Results in
permanent impairment of a body function or permanent damage to a body structure; or (3)
Necessitates medical or surgical intervention to preclude permanent impairment of a body
function or permanent damage to a body structure. Permanent means irreversible
impairment or damage to a body structure or function, excluding trivial impairment or
damage.

Information that Reasonably Suggests a Reportable Event has Occurred

Informationth atreasonably sug g estsa reportable eventh asoc c urred isd esc ribed in21C FR 803.20
(c )(1)as:

“Any information, including professional, scientific, or medical facts, observations, or
opinions, may reasonably suggest that a device has caused or may have caused or
contributed to an MDR reportable event. An MDR reportable event is a death, a serious
injury, or a malfunction that would be likely to cause or contribute to a death or serious
injury if the malfunction were to recur.”

A manufac turerd oesnotneed toreportanad verse eventifth ere isinformationth atwould lead a
personwh oisqualified tomake a med ic al jud g mentreasonably toc onc lud e th ata d evic e d id not
c ause orc ontribute toa d eath orseriousinjury, orth ata malfunc tionwould notbe likely toc ause
orc ontribute toa d eath orseriousinjury ifitwere torec ur.Personsqualified tomake a med ic al
jud g mentinc lud e ph ysic ians, nurses, risk manag ers, and biomed ic al eng ineers. Informationth at
th e qualified personused tod etermine wh eth erornotaneventwasreportable mustbe maintained
inth e filesasspec ified .138

MDR Reporting and Complaint Handling Are Linked

A sstated above, c omplaintfilesare linked toM D R eventfilesbec ause all c omplaintsmustbe
evaluated tod etermine ifitisa reportable ad verse event.139 A nFD A PowerPointpresentationtitled
“C omplaint Files” c reated by Stanley Liu, C onsumer Safety Offic er at FD A , outlines th e
importanc e ofc omplaintinvestig ationsand h ow th ey lead toc orrec tive and preventative ac tion.14 0

Investigation of Reports

M anufac turersare responsible forc ond uc ting aninvestig ationofeac h potential eventth atc omes
toth eirattentionand evaluating th e c ause.Ifth e firm c annotsubmitc omplete information, th ey
mustprovid e a statementexplaining wh y th isinformationwasinc omplete and th e stepstakento
obtainth e missing information.A ny required informationth atisobtained afterth e initial report
mustbe submitted ina supplemental report.14 1

Documentation

M anufac turers are required toestablish written or elec tronic event files14 2 c ontaining all
informationrelated toth e eventinc lud ing th e firm’sevaluationofth e eventand d ec ision-making
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proc essforreporting /notreporting toFD A . Th e M D R eventfile mustalsoc ontainanexplanation
ofwh y a firm c ould notobtainord id notsubmitany required information. Th e file mustinc lud e
c opiesofall M D R ssubmitted , and ac knowled g mentsfrom FD A inresponse toelec tronic M D R
submissions. M D R E ventfilesmustbe retained forth e expec ted life ofth e d evic e (permanentfor
E ssure)evenifth e prod uc tisnolong erd istributed .14 3

MDR Submission

M anufac turersmustsubmitknown orreasonably known information aboutth e patient, event,
d evic e, follow-up treatmentand outc ome, aswell aswh oprovid ed th e initial information.14 4 Form
3500A isc ompleted and submitted elec tronic ally.

Importance of MDR Reporting

Ind ustry postmarketsurveillanc e ofmed ic al d evic esplaysa key role inprotec ting public h ealth .
M anufac turersg ath ermostofth e informationneed ed torec og nize safety issues. R eporting itto
FD A provid esth e ag enc y, oth ermanufac turers, and th e public with informationaboutth e events
and anopportunity toind epend ently assessemerg ing safety orperformanc e issues.ItenablesFD A
toac tina timely way toprotec td evic e userswh ennec essary.14 5 14 6

Th e FD A M ed ic al D evic e Safety A c tionPlan,14 7 issued by th e FD A C ommissionerand th e C D R H
C enterD irec torin2018 states:

“Although medical devices provide great benefits to patients, they also present risks.
FDA’s public health responsibilities span the life cycle of medical devices and, at every
stage, FDA must make well-supported regulatory decisions, taking into account the totality
of the evidence, to determine whether the benefits outweigh the risks… not all information
regarding benefits and risks of a device is available nor can be generally known before a
device reaches the market. New information about the device’s safety, such as reports of
unexpected adverse events, may become available once the device is more widely
distributed and used under real-world conditions (e.g., in routine clinical practice, in the
home setting), in broader patient populations, and by a broader range of clinicians. Or,
the risks associated with a device may change—for instance, if modifications to a device
introduce new or increased known risks, or changes in manufacturing adversely affect the
quality of a device…”

Th e FD A M anufac turerand U serFac ility D evic e E xperienc e (M A U D E ) d atabase c ontainsth e
M D R reportsfiled by manufac turers, importers, userfac ilities, d oc tors, patientsand oth ersourc es.
W ith inFD A , th ese M D R ’sare used toh elp estimate th e risk ofd efec tive prod uc tsand c lassify
rec alls.Th ey g uid e th e word ing ofpublic h ealth statementsand th e pre-marketreview offuture
prod uc ts. Th e d atabase isalsoavailable toth e public foronline searc h esand d ownload s.M D R
informationallowsc onsumersand h ealth c are provid erstomake informed d ec isionsaboutd evic es
and proc ed uresforspec ific med ic al c ond itions. M anufac turersofsimilard evic esc an id entify
h azard sand red uc e risksforth eirownprod uc ts.
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FDA Response to MDR Signals

W h en th e FD A bec omes aware ofa possible emerg ing safety c onc ern, th e ag enc y g ath ers
informationand assessesth e nature and sig nific anc e ofth e issue.A c ompreh ensive M D R review
may be c ond uc ted looking atreportsforth e d evic e and sometimesforsimilarprod uc ts. A n
inspec tion offirm fac ilitiesmay alsobe initiated . B oth th e M D R review and inspec tion were
performed asFD A c onsid ered th e inc reasing numberofad verse eventreportswith E ssure use.

FD A ac tionstoad d resspotential safety issuesmay inc lud e posting public h ealth notic es, writing
public ationsformed ic al journals, enc ourag ing manufac turerstorec all prod uc tsorissue lettersto
h ealth c are provid ersand patients, upd ating prod uc tlabeling , ord ering manufac turerstoc ond uc t
post-market522 stud ies, issuing g uid anc e d oc uments, d eveloping and rec og nizing stand ard s, as
well aslaboratory and c linic al researc h .R arely th e C entermay c all anad visory panel meeting to
provid e public and expertinputintoa postmarketissue and rec ommend appropriate ac tions.

VIII. MEDICAL DEVICE REPORTING FOR ESSURE

A sd isc ussed above effec tive M D R reporting isan importanttool forassuring med ic al d evic e
safety and public h ealth . D isruptionofa manufac turer’srequired M D R proc essesc anresultin
inc omplete orinac c urate informationprovid ed toFD A and oth erusersofth e M A U D E d atabase.
Itc analsoresultinreporting d elaysand d elaysinth e provisionofad equate informationg etting to
th e public and med ic al c ommunity. D isruptionsc anoc c uratvariousstag esofa manufac turer’s
proc esses, inc lud ing , butnotlimited to:

 Selec tionofqualified M D R manag ementand staff
 E stablish mentofproc ed urestoimplementM D R reporting ac tivities
 Intake ofall relevantc omplaintsand prod uc texperienc es
 Triag e ofknownM D R ’stoimmed iate reporting
 Investig ationofall knownM D R ’sand potential M D R ’s/c omplaintstotimely c losure
 E stablish ing and applying suitable M D R reportability c riteria
 Filing M D R ’swith inFD A required timeframes

Summary Findings Related to the Manufacturer’s MDR Reporting for Essure

Oth erexpertsh ave reviewed th e E ssure M D R reporting proc ed ures, proc esses, and filing d ec isions
in d etail and I c onc urwith th eirfind ing s. I h ave alsoreviewed material. B ased on all th is
information, I h ave c onc lud ed th at th e M anufac turerfailed toc omply with M D R reporting
reg ulationsforE ssure atall stag esofth e proc essid entified above. Inpartic ular:

 M anag ementlac ked th e skills, knowled g e and experienc e tosetpolic y and oversee or
c ond uc tad equate investig ationsand make appropriate M D R reporting d ec isions.

 M D R reporting proc ed ureswere inad equate and non-c ompliantwith reg ulations.
 Investig ationswere notinitiated , c ond uc ted , and c ompleted ina uniform and timely way,

ord oc umented asrequired
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 Overly limiting proc essesand c riteria c onsistently removed potentially reportable events
from assessmentand M D R filing .

 Perforationsand mig rationswere notreported d espite FD A writtennotific ationth atth ey
were M D R reportable.

 U nd erestimation ofth e severity ofh arms and patient risks ofevents d esc ribed in
c omplaintsand publish ed literature elevated th e reporting th resh old forM D R ’sand limited
submissionofreportable events.

 A pparentmanipulation ofd ata assig nmentssuc h asc omplaintc ateg ory, attribution of
c ause forevents, and d etermination ofmalfunc tion toavoid M D R reporting and to
artific ially lowerc omplaintnumberstoavoid safety sig nals.

 Failure tosubmitmany reportable eventsassoc iated with E ssure use toFD A .
 Lac k ofrequired M D R reporting d elayed FD A ac tiononE ssure by several years.
 B ayerknowled g e ofseriousM D R reporting issueswith pastE ssure prac tic esd id notlead

toind epth reassessmentofpastfiling d ec isionsand c orrec tive submissionstoFD A .

The Manufacturer’s Failures Related to MDR Reporting

Management Lacked Skills,Knowledge, and Experience for MDR Activities

Th e M anufac turerselec ted , employed , and promoted ind ivid ualstoc ond uc tand oversee c omplaint
h and ling and M D R evaluation and reporting proc essesforE ssure wh olac ked th e ed uc ation,
c linic al knowled g e, training and experienc e nec essary tomake M D R reporting d ec isionsfora
C lassIII permanently implanted med ic al d evic e.Th e firm wasnon-c ompliantwith 21 C FR 820.20
(b)(2): “Each manufacturer shall provide adequate resources, including the assignment of trained
personnel, for management, performance of work, and assessment activities…”. B elow are
resume summariesofth e ind ivid ualswh ooversaw c omplainth and ling , M D R evaluation, and
reporting proc essesforth e M anufac turer.

Edward Sinclair (V.P. of Regulatory Affairs, Clinical Research, and Quality
Assurance)

M r. Sinc lairworked forC onc eptusin 2001-2008 asSeniorD irec torofQ uality and returned in
2003-2008 asVic e Presid entofR eg ulatory A ffairs, C linic al R esearc h , and Q uality A ssuranc e. H e
h ad an M A in M anag ementbutnoed uc ation orexperienc e in a h ealth c are field . H isprevious
positionsh ad beeninquality lead ersh ip formed ic al d evic e manufac turersand start-ups, sometimes
inc lud ing reg ulatory responsibilities.14 8

Robert McCarthy (Senior Director of Operations and Quality)

M r. M c C arth y rec eived an A ssoc iate’sd eg ree from W estValley C olleg e in Saratog a, C A and
beg anh isc areerasanoperationsrec eiving c lerk. H e joined C onc eptusin2001 and worked in
positionsofinc reasing responsibility onE ssure in d oc umentation, prod uc tion, and quality from
2001 to2016. In 2008 h e wasappointed D irec tor/SeniorD irec torofOperationsand Q uality
inc lud ing supervisionofth e Prod uc tSurveillanc e g roup responsible forc omplainth and ling and
M D R reporting . Inlate 2013 th e responsibility forM D R reporting wasreassig ned .M r.M c C arth y
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c ontinued h isoth erd utiesuntil leaving B ayerasSite D irec torand SeniorD irec torofOperations
and Q uality in2016.14 9

M r.M c C arth y h ad noexperienc e performing c omplaintinvestig ations, c linic al eventreviews, or
M D R reportability assessments. H e h ad nomed ic al bac kg round and wasnotfamiliarwith th e
FD A reg ulations. H e d eleg ated all c omplaint and M D R d ec isions toProd uc t Surveillanc e
subord inates, c olleag uesinR eg ulatory A ffairs, and quality eng ineersth ath e c onsid ered tec h nic al
experts.Onh isc .v.M r.M c C arth y id entifiesred uc ing “th e E ssure Prod uc tc ostby 4 7%”asa Key
H ig h lig h tofh isc areer.150

Michael Reddick (Senior Manager of Product Surveillance)

M r.R ed d ic k served asSeniorM anag erofProd uc tSurveillanc e forE ssure from 2009 -2016.151 H e
d irec tly supervised th e Prod uc t Surveillanc e staffand was responsible for M D R reporting
d ec isionsuntil late 2013.H e c ontinued ina lead role forE ssure c omplainth and ling until 2016.
M r. R ed d ic k h ad a B ac h elor’sd eg ree in Ind ustrial E ng ineering and an M S in Ind ustrial and
SystemsE ng ineering .152 H e h ad nomed ic al bac kg round orc linic al experienc e.153 B efore joining
C onc eptush e worked fora C lassII med ic al d evic e firm asa Q uality E ng ineer.

Rachelle Acuna-Narvaez (Regulatory Affairs Associate /Manager/Director)

M s.A c una-Narvaezjoined C onc eptusin2007 asa R eg ulatory A ffairsA ssoc iate afterearning h er
J.D .and working fora law firm onmerg er-related ac tivitiesforalmosta year.W h ensh e leftth e
c ompany in2013, sh e d esc ribed h erpositionasD irec torofR eg ulatory and C linic al A ffairswith
responsibility forsupervisionofworld wid e c linic al trialsand reg ulatory c omplianc e forE ssure.
M s.A c una-Narvaezworked asa c lerk ina med ic al offic e forseveral yearsand attend ed one year
ofmed ic al sc h ool (19 9 0-19 9 9 ) before pursuing h er law d eg ree.154 Sh e h ad notraining or
experienc e with reg ulatory work, med ic al d evic e reg ulations, ormed ic al d evic e manufac turers
before sh e wash ired .155

Edward Yu (Director of Clinical and Regulatory Affairs)

M r.Yu joined C onc eptusinJuly 2006 asD irec torofC linic al and R eg ulatory A ffairs, and in2009
bec ame Vic e Presid entofC linic al and R eg ulatory A ffairs, taking onad d itional responsibilitiesas
a memberofth e exec utive manag ementteam. H e spentmuc h ofh istime overseeing post-market
c linic al stud iesand th e restonreg ulatory affairs, c onsulting with Prod uc tSurveillanc e asrequested
onM D R reporting issues.156 H e h old sa bac h elor’sd eg ree inbiolog ic al sc ienc e and a masterof
businessad ministrationd eg ree.157 B efore joining C onc eptus, h e worked inR eg ulatory A ffairsfor
G uid antinrelationtoitssale ofc ard iac stentsand variousoth erc ompanies, butnotimplantable
g ynec olog ic d evic es.

Lois Pierce (Quality Control Supervisor/Technician/Product Complaint Manager)

M s. Pierc e joined C onc eptus in February 2000 as a Q uality C ontrol Supervisor.158 H er
responsibilities inc lud ed c ond uc ting reg ularemployee training G ood M anufac turing Proc ess
(G M P), ISO and M ed ic al D evic e D irec tive (M D D ) reg ulation, and writing SOPs.159 H errole
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inc lud ed inspec ting raw material th atc ame inbefore itwastime forfinal assembly.M s.Pierc e
h old sa bac h elor’sd eg ree ofsc ienc e and a masterofbusinessad ministrationd eg ree.160 Priorto
joining C onc eptus, M s.Pierc e worked with med ic al d evic esasraw material c omponents.161

Ayesha Siddiq (Product Surveillance Clinical Analyst)

M s. Sid d iq joined C onc eptusin July 2006 asa Prod uc tSurveillanc e C linic al A nalyst, and was
laterpromoted toM anag erwith in th e Prod uc tSurveillanc e g roup. M s. Sid d iq wasinvolved in
c omplainth and ling related toth e E ssure d evic e th roug h outh ertime atC onc eptus. Sh e h old sa
bac h elor’sd eg ree insc ienc e, and obtained h erc ertified med ic al assistantlic ense in19 9 8.162 B efore
joining C onc eptus, sh e d esig ned and d eveloped software usertraining tomaintainc omplianc e in
software and meeting FD A requirementsatKyph onInc .163

Findings

Itismy opinionth atall ofth e manag ersand d ec isionmakerslisted above lac ked ad equate training
and ed uc ationnec essary toperform M D R related d utiesforth e permanently implanted C lassIII
E ssure d evic e. Th ey alsod emonstrated a lac k ofbasic und erstand ing orc onc ernaboutth e purpose
orapplic ationofFD A reg ulations, med ic al d evic e risk assessmentand risk manag ement, aswell
asprod uc tsafety issuesorwh ata permanentimplantc and ointh e bod y. Th isissh owninth e
examplesth roug h outth e following sec tions.

M D R reportability frequently involvesassessing wh eth eraneventisa “Serious injury” d efined
in th e reg ulation asan “injury orillnessth at: (1) Islife-th reatening ; (2) R esultsin permanent
impairmentofa bod y func tionorpermanentd amag e toa bod y struc ture… ”

Ind ivid uals making th ese assessments, like th ose id entified above, sh ould h ave suffic ient
knowled g e, training , and experienc e tointerpretth ese reg ulations, inc lud ing th e d efinitions, in
relationtoth e prod uc tatissue and th e c linic al impac tth e prod uc tmay h ave onth e patientover
time wh ile insid e th e bod y. Failure tound erstand th ese requirements and lac k ofth ese
qualific ations, c anand d id inth isc ase lead toanund erreporting ofM D R s.

Forexample, th ese M D R d ec isionmakersfailed tound erstand th atanimplantinth e abd omen
h ad th e potential tobe life th reatening evenifitwasinitially asymptomatic , d espite reportsof
bowel perforationsrequiring surg ery.(See perforationsec tionbelow).

Perforationisa h ole th atd evelopsth roug h th e wall ofany bod y org an. Small orlarg e bowel
perforationsmay h ave symptomsinc lud ing severe abd ominal pain, feverand c h ills, nausea,
vomiting and sh oc k.Treatmentg enerally involvesantibiotic sand ofteninc lud esemerg enc y
surg ery torepairth e h ole.Sometimesone end ofth e intestine may be broug h toutth roug h an
opening inth e abd ominal wall (c olostomy orileostomy)toallow th e bowel toh eal. Surg ery is
g enerally suc c essful, butth e outc ome d epend sonseverity ofth e perforation, h ow long itwas
presentbefore d iag nosis, toleranc e ofth e patienttoanesth esia, and th e patient’sund erlying
h ealth status.Infec tionisa knownc omplic ationofperforationand may oc c urinsid e th e
abd omen(absc essorperitonitis)orth roug h outth e bod y (sepsis). Th ese infec tionsc anbe life-
th reatening orfatal. B ayerisaware ofth isinformationbec ause itisa knownrisk forth eirIU D
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prod uc tand listed inth e labeling from 2008. (W arning # 3 forSepsisreferenc esrisk ofd eath ,
and W arning #7 referenc esrisk ofintestinal perforationsand peritonitis).164 A c ursory library or
internetsearc h would alsoh ave mad e th isinformationavailable toC onc eptusmanag ement.165 166

167

The Manufacturer’s MDR Procedures Fail to Comply With Regulations

In 21C FR 803.17 th e reg ulation requiresth atmanufac turersd evelop, maintain, and implement
writtenproc ed uresfor:

1. Timely and effec tive id entific ation, c ommunic ation, and evaluationofeventsth atmay
be subjec ttoM D R requirements;

2. A stand ard ized review proc essorproc ed ure ford etermining wh enaneventmeetsth e
c riteria forreporting und erth ispart;

3. Timely transmissionofc omplete med ic al d evic e reportstomanufac turersortous, or
toboth ifrequired .

H owever, th e proc ed uresforE ssure failed toc learly d esc ribe appropriate proc essesand timelines
forc omplaintreporting triag e, investig ation, and M D R reporting by th e M anufac turer.E xamples
inc lud e:

a. W ord ing ofd efinitions,
b. C riteria and proc essesforM D R ac tivitieswere oftenlifted orparaph rased d irec tly from

th e reg ulationwith noexplanationofh ow th e termswould be applied forth isd evic e
and firm,

c . W ord ing and c ontentofd oc umentsc h ang ed frequently.Form Q A F-2729 bounc ed bac k
and forth between several c riteria sets in revisions, and repeated ly removed
“C h ronic /Long -term Pain”from itemstobe reported .168 16 9 170 171

Th ere was ong oing c onfusion, notc larified in th e proc ed ures, about h and ling c ontac tsfrom
patients. OnD ec ember3, 2007 JenniferW estrequested c larific ationaftera c all from a patient
with c onstantbleed ing postimplantationand th e E ssure found inh eruterus. Sh e e-mailed E d ward
Yu and Laura C ases: “Ed, I am not sure (once again) what to do with this. I am not sure who is
going to contact this person...” OnD ec ember7, 2007 sh e sentanoth errequest, “Ed, I am not sure
(once again) what to do with this. I am not sure who is going to contact this person…”172

On February 7, 2008 G aby A vina (A sk G aby) emailed JenniferW estin response toa patient
reporting perforation:

“What is Regulatory’s process for handling these complaints. My role is really to answer
questions for women interested in the procedure. I have been spending time ‘putting out
fires’. Please, let’s discuss this again.”173

OnM arc h 6, 2009 a Prod uc tSurveillanc e staffmemberexpressed unc ertainty abouth ow toh and le
a patientc omplaintand wh owasallowed toc ontac tpatients.M s.A c una-Narvaezrespond ed on
M arc h 17:“It's my understanding that if we receive a patient complaint about the product, it is a



35

complaint that needs to be investigated according to the regulations. Thus, from a regulatory point
of view, we should contact patients that have had the procedure and complain about the device…”
Someone d etermined th atth e patientneed ed tosig na H IPPA form and M r.M c C arth y rec eived
th e form onM arc h 30, almosta month afterfirstc ontac t. Itth enh ad tobe sh ared with th e patient
soc omplaintinvestig ationc ould beg in.

Th e C E mark forE ssure wassuspend ed on A ug ust3, 2017.174 Th e th ree rootc ausesth atwere
id entified asc ontributorstoth e C E M ark Suspensioninc lud ed :

1. The integration of the Complaint Handling Process was not effective
2. The original requirement to include language in BDP-SOP-017 was not included

in the final released version
3. The effectiveness check of CAPA No. did not adequately verify that all actions

were effectively addressed 175

The Manufacturer’s MDR Reporting Criteria Was Too Restrictive

Th e reg ulation d esc ribesc riteria forrequired M anufac turerM D R reporting in 21 C FR 803.50.
Th ere isnoword ing th atlimitsM D R submissionstoth ese c irc umstanc es. In fac t, many M D R
submissionsrec eived by th e ag enc y c ome from small manufac turerswith limited reg ulatory
knowled g e, orph ysic ians, h ealth c are fac ilities, patients, orc onsumers with very little tono
reg ulatory knowled g e. M anufac turersare atrisk ofreg ulatory penaltiesifth ey fail toreport
required eventsbutsubmitting M D R ’swh enreporting may notbe nec essary d oesnotc arry similar
penalties.

Instead oftaking th e required reporting c riteria and d eveloping proc ed uresexplaining h ow th ey
would be applied forE ssure soth atall appropriate eventswould be reported ina timely way, th e
M anufac turerd eveloped a setofexc lusionsd esc ribing all th e timesreporting would notoc c ur.
Th ese exc lusionsremoved entire g roupsofc ontac tsorc omplaintsfrom potential M D R reporting
and red uc ed th e numberofreportsfiled toth e very minimum. Th ese exc lusionsd onotappearin
th e proc ed uresbutare c onsistently referenc ed in emailsand d epositiontestimony. B ec ause th is
proc essprevented submissionofreportable ad verse eventstoFD A itwasboth irresponsible from
a public h ealth perspec tive and failed toc omply with th e reg ulations.

OnFebruary 10, 2009 , R ac h elle A c una-Narvaezwrote inanorientationemail toM ic h ael Voss
th atattac h ed is“My thoughts on medical device reporting so you know the nitty-gritty. This is my
regurgitation of tribal knowledge here – no work instructions or SOPs exist on this, nor should
they IMHO.”176

Th e failure tosubmitreportable eventswasd esc ribed inanemail d ated Oc tober28, 2013 from
C ibele R ud g e toR oland G rafand Ilona W eltrowski aboutd ifferenc esbetweenth e C onc eptusand
B ayerapproac h estoM D R reportability.H e notesth atinth e exemplarc ases, C onc eptusd id not
reportth e c asesbuth e feelsth ey are reportable.W eltrowski respond sth atth e examples “illustrate
that the reportability criteria at Conceptus were far more reduced to interventions required to
prevent serious injury...”.177
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Th e exc lusionpolic ieswere sometimesc arried toextremes, asinth e c ase wh ere a patientd ied
from c omplic ationsth atd eveloped d uring an E ssure insertremoval and noM D R wasfiled .178

Some ofth ese exc lusionsare asfollows:

Exclusion #1: Will Not Pursue Investigation/Reporting if Intervention or Procedure Did Not
Occur to Treat Symptoms or Remove Device

21 C FR 803.50 requires reporting ofan injury orillness th at “… (2)Results in permanent
impairment of a body function or damage to a body structure… (3) Necessitates medical or
surgical intervention to preclude permanent impairment of a body function… or permanent
damage to a body structure… .

In some c ases, sig nific antsymptomsmay be treated by med ic al orsurg ic al intervention before
permanentlossofa bod y func tion oc c urs. Th ese sh ould resultin an M D R reportfollowing
subsec tion (3) above. H owever, intervention isnotrequired tomeetM D R reporting c riteria.
Subsec tion(1) requiresonly th atth e eventbe life-th reatening , and Subsec tion(2) requiresonly
th atpermanentimpairmentord amag e oc c urred with nomentionofintervention. A nac ute injury
c ould lead immed iately topermanent impairment, forexample from severe bleed ing , bowel
d amag e before surg ery, ornerve injury. Interventionmay alsod epend onth e ability ofh ealth c are
provid erstoc orrec tly d iag nose th e c ause before permanentd amag e h asoc c urred , and onwh eth er
th e patient’sh ealth issuffic ienttotolerate th e intervention. Situationsth atmeetsubsec tion(2)
mustbe reported , will be valuable forFD A toc onsid er, and exc lusion from reporting appears
violative. In fac t, th ese women are likely tobe more seriously ill orinjured th an th ose wh o
und erwentintervention.

E xamples ofstatements mad e by th e manufac turer reg ard ing th e c onfirmation ofmed ic al
interventioninc lud e:

A November3, 2013 email from A yesh a Sid d iq, C linic al A nalyst, toSh aw Lamberson, D irec tor
U S C ountry Ph armac ovig ilanc e stating : “The most critical investigations are needed for those
where MDR reportability is the main factor and we need confirmation of medical intervention
from a doctor.”179

E d ward Yu, Vic e Presid entofC linic al and R eg ulatory A ffairstestified toth e nec essity ofmed ic al
interventioninstating :

Q . Soifa ph ysic ian reported toyou th ata perforation oc c urred from E ssure and th ata
surg ery toremove th e c oil wasbeing planned buth ad notyetoc c urred , would you
c onsid erth ata reportable event?

A .No, notuntil th e eventh ad h appened .180

A June 28, 2011 email from M ic h ael R ed d ic k toM ic h ael Vossstatesth ata c ase sh ould now be
c onsid ered anM D R , bec ause “th e ph ysic ianwentbac k ona separate proc ed ure (h ysterosc opy)to
examine th e sourc e ofa patient’spainand h e removed anobjec t… Sinc e th e patient’spainresolved
following th e removal, we would c onsid erth istobe med ic al intervention.”181
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Exclusion #2: Will Not Pursue Investigation/Reporting Unless Physician Confirms Medical
Necessity of Intervention

Th ere isnorequirementin th e reg ulation th atany information, inc lud ing med ic al orsurg ic al
intervention, mustbe c onfirmed by a ph ysic ian, orth e treating ph ysic ian, orbe c onfirmed tobe
med ic ally nec essary. Itismy opinion th at, forpurposesofM D R reporting , ifa patientand
ph ysic iantog eth ermake a d ec isionth atmed ic al orsurg ic al interventionwill be performed , th ey
h ave c onc lud ed th atitismed ic ally nec essary and th e oc c urrenc e ofinterventionissuffic ientto
meetsubsec tion (3). C onsid ering th e sensitivity ofh ealth c are provid ers(and g ynec olog istsin
partic ular)tomalprac tic e issuesand leg al ac tions, asking fora retrospec tive re-c onfirmationofth e
nec essity ofa c ompleted proc ed ure c ould potentially c reate barrierstog ood patientc are and
c ompleting th e investig ation. Th isexc lusionisnotappropriate and appearsviolative.

A nemail from Sh irley R eid , Prod uc tSurveillanc e temp, d ated D ec ember1, 2009 with subjec tline
“U nresolved C omplaints Please provid e status” d emonstrates th at th is M ed ic ally Nec essary
requirement was c onsid ered routinely. Sh e is seeking information toc lose out overd ue
investig ationfiles, h opefully well afterth e 30-d ay report/noreportd ec isionwasmad e.

“…AR without information in CRM, on HSG List, MDR log or in Correspondence e-mail.
AR-05632-JPOY Patient had Essure placement in 2006 and has experienced pain ever
since. Patient blames pain on Essure device. Physician performed hysterectomy 2008. Was
the hysterectomy actually performed? Was it medically necessary. Where is the 30 day
MDR? What is the status of the patient? (Nov 2008)

AR06271-2ZKR Patient had Essure procedure performed by different physician. She went
to another physician because she was experiencing pain and wanted a second opinion. U/S
revealed a perforation. No HSG was performed. What was the result of this situation? How
was the perforation handled? Was device removed? If so, was it medically necessary.
What is the status of the patient? Where is the MDR?”182

E mailsfrom th e C omplaintfile forA R 20670-SW FFbetweenM ic h ael R ed d ic k, SeniorM anag er
ofProd uc t Surveillanc e and M ic h ael Voss, Outsourc ing M anag er at R eg lera, ind ic ate th e
establish ed use ofvarious exc lusions inc lud ing requirement for c onfirmation ofM ed ic al
Nec essity.

On A pril 18, 2011 M ic h ael R ed d ic k beg ins: “I would like to get confirmation from the
physician on this case. I.e. did removal occur? Did symptoms resolve? Did physician feel
Essure removal was medically necessary?”183

OnA pril 19 , 2011, M ic h ael Vossrespond s:“Removal has not yet been performed, but is
scheduled. So we don’t yet know if symptoms have resolved.

I hesitate to wait until the actual procedure takes place (approximately 30 more days) to
report this incident. To be conservative, I feel this is a reportable incident for the following
reasons, but I would like to better understand the Conceptus policy. It seems to me, in this
case, that since the physician is going to perform surgery, medical necessity is implied.
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Additionally, perforation with pain followed by device removal is an established reportable
incident (ex: has been reported as MDR’s many times in past), as such, physician
collaboration is not a requirement for determining in the affirmative that this event is
reportable.

I know Conceptus has a policy of getting collaboration from Dr.’s regarding medical
necessity, resolution of symptoms, etc. Please provide feedback”184

Exclusion #3 Will Not Pursue Investigation/Reporting Unless Physician Attributes
Symptoms / Need for Intervention Directly and Exclusively to Essure Device

Th e reg ulationd oesnotrequire any statementfrom th e patient’sh ealth c are provid er, inc lud ing a
statementattributing th e symptomsreported orinterventiontakenspec ific ally orexc lusively toth e
d evic e.Th e M anufac turerisenc ourag ed toinvestig ate and g ath erc larifying informationaboutth e
event. Th e submission form inc lud esspac e forh ow th e d evic e wasinvolved (21 C FR 803.52
(b)(5). H owever, torequire a spec ific statement in ord ertoproc eed with investig ation or
reportability assessmentisoutsid e th e sc ope ofth e reg ulation and und uly limiting . In ad d ition,
med ic al/surg ic al intervention may be performed for symptom reliefor resolution th roug h
removing inserts, and /orad d ressc ontrac eptive c onc ernsatth e same time.

None ofth ese proc ed ureswould be need ed with outa failure orad verse eventrelated toth e E ssure
prod uc t. Th e information only need storeasonably sug g estth ata d evic e may h ave c aused or
c ontributed toand d oesnotneed tobe d ec isively knownatth e time ofanM D R reporting d ec ision.
Obtaining th e statementfrom a ph ysic ianmay alsonotbe prac tic al.A temporal and /oranatomic al
assoc iationwith th e d evic e may be suffic ienttomake th e reporting d ec isioninsome c ases. A n
exc lusion removing c omplaintsfrom investig ation orreporting c onsid eration may lead tonon-
reporting ofleg itimate issuesand isnotappropriate forM D R reportability assessment.

Ilona W eltrowski, Prod uc tTec h nic al C omplaintsand D evic e Vig ilanc e, c onfirmsth atmed ic al
interventionwaspartofth e M anufac turer’sreporting assessmentstating :

Q .A nd wh atd oyou und erstand wasth e -- were th e key d ifferenc esbetweenth e way th at
C onc eptusreported c omplaintsand th e way th atB ayerreported c omplaints?

A . Well, one of the key differences was that Conceptus did reach out toth e
treating ph ysic ian toobtainmed ic al c onfirmation, butalsoto discuss with the
treating physician if the intervention was related to the Essure device.Soitwasa
med ic al c onfirmationinc lud ing a related nessassessmentth atwasobtained from th e
treating ph ysic ians. Inth e B ayerorg anization, we, ofc ourse, alsoreac h outtotreating
ph ysic ians torec eive follow-up information, but our reportability assessment is
d one in-h ouse by med ic al expertsth atwe h ave in-h ouse, and we d onotnec essarily
h ave toh ave th e med ic al – th e c onfirmed assessmentfrom th e treating ph ysic ianord er
totake th e reportability d ec ision.185

OnA ug ust14 , 2006, Pamela Pric e, M ed ic al D irec tor, sentanemail toE d ward Yu, Vic e Presid ent
ofC linic al R esearc h and R eg ulatory A ffairs, with th e subjec t“M D R — filing d ue tod ay” stating :
“I thought surgical intervention for device removal was reportable. The physician did not give an
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alternative reason for her pain…” E d ward Yu, Vic e Presid entofC linic al R esearc h and R eg ulatory
A ffairs, respond ed th atsame d ay stating :

“As long as the treating physician believes that the pain is not directly attributed to the
device, I don’t believe that we need to treat this as reportable based upon our
procedure/evaluation form. That being said, it would be nice (per your comment Pam) to
have an alternate reason from the physician, or update if the pain has resolved but overall
I am comfortable from a documentation standpoint.”186

OnOc tober22, 2013, R ac h elle A c una-Narvaez, D irec torofR eg ulatory and C linic al, sentanemail
toSh aw Lamberson, Vic e Presid entofU SPh armac ovig ilanc e, stating :

“We don’t have a letter or document confirming that only medically confirmed MDRs have
to be reported; it is an assessment that we made as a company to report in this manner.  
As regulatory, we felt that it was a justifiable approach because we often found out in
investigation that a complaint may initially have appeared to be reportable, but it may
not be when information was gathered from the physician.”187

Exclusion #4: Will Not Pursue Investigation/Reporting If a Patient’s Symptoms Did Not
Resolve Following Surgical Removal of Device

Improvementafterinterventionisnotrequired by th e reg ulationand isnota c linic ally appropriate
expec tation.Patientswith th e mostseriousc ond itionsmay h ave symptomsth atc ontinue beyond
intervention. Th e injury orillnessmay alread y h ave c aused permanentinjury with c ontinued
symptomolog y. H oward etal. reported on persistentpelvic pain overseveral yearsafteran
apparently suc c essful retrieval ofa perforating rig h t-sid ed E ssure implant. Th e auth orsnoted th at
E ssure frag mentsmay h ave perforated th e uterusand warned th atE ssure frag mentsare notalways
visible toth e naked eye.188

E xc lud ing patientswith c ontinuing symptomsfrom M D R reporting would eliminate th e most
severe c ases. Itisalsopossible th atad d itional injury c ould oc c urd uring th e interventionproc ess
c ausing new symptomsth atc ould bec ome c onfused with th e orig inal problem. R esolution of
symptomsc ould be a fac torc onsid ered in favorofreportability d ec isions. H owever, lac k of
resolutionofsymptomssh ould notbe weig h ed asa fac torag ainstreporting and itsh ould notbe
used asanabsolute exc lusionfrom M D R . C onsistentuse ofsuc h anexc lusionisnon-c ompliant
with th e reg ulation.

H owever, inh isemailsM ic h ael R ed d ic k repeated ly instruc tsProd uc tSurveillanc e staffth atth is
isa requirementforM D R reporting . A snoted inth e example forE xc eption#2above, M r.R ed d ic k
isasking forc onfirmationth atth e symptomsresolved following prod uc tremoval before making
th e d ec isiontoreporttoFD A . H e alsoexplainsth e proc esstoA lic ia Lowery, R eg ulatory A ffairs
A ssoc iate, inanemail d ated September11, 2012 with th e subjec t“FD A M W Inquiry D U E 10/5”
asfollows:

“This is a case where we have information from the patient, but no information from a
medical professional to corroborate the information. We always seek answers to 3 key
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questions: (1) was device removal performed, (2) did physician attribute the cause
to Essure, and (3) did symptoms resolve after removal. Since we couldn’t contact the
physician or any other medical professional, we couldn’t make a proper assessment.”189

R ac h elle A c una-Narvaez, R eg ulatory A ffairsM anag er, c onfirmed th e M anufac turerh ad a polic y
tod etermine wh eth era patient’ssymptomsresolved after[med ic al]interventionstating :

Q .A nd wh atM ic h ael R ed d ic k ind ic atesisth at: H istoric ally th e C onc eptusproc ess, wh en
we rec eived a c omplaintth atwasa potential M D R , we would investig ate th e c ase by
c ontac ting th e ph ysic ianinvolved and g etting any ad d itional fac tsaboutth e c ase th at
would h elp usassessth e reportability ofth e c omplaint.Spec ific ally we would verify
th e fac tsth atwe h ad rec eived , d etermine ifmed ic al interventionh ad beenperformed ,
determine if the patient's symptoms resolved after intervention, and g et th e
ph ysic ian'smed ic al opinionofwh eth erth e E ssure d evic e c aused orc ontributed toth e
issue.B ased oninformationg ath ered d uring ourinvestig ation, we would file with FD A
with ina 30-d ay wind ow.
D id I read th atc orrec tly?

A .Yes.
Q .A nd isth atyourrec ollec tionofh ow th e C onc eptusproc esswentd uring yourtime at

C onc eptuswith reg ard tofiling M D R swith th e FD A ?
A .Yes, th atismy experienc e onh ow th e prod uc tsurveillanc e d epartmentapproac h ed th e

issue.19 0

Exclusion #5: Will Not Pursue Investigation/Reporting of Events Occurring During
Procedures Unless Essure Device is Confirmed Direct Cause

Th e reg ulationrequiresth atmanufac turerssubmitM D R reportstoFD A afterbec oming aware of
informationth atreasonably sug g eststh eirmarketed d evic e “ M ay h ave c aused orc ontributed to
a d eath orseriousinjury, or… ”.19 1 W h en proc ed uresare being performed forpurposesof
implanting , removing , treating symptomsfrom, orreplac ing th e E ssure prod uc t th e prod uc tis
c onsid ered toh ave “c ontributed to” th e seriousinjury and th e manufac turersh ould trac k suc h
eventsand reportasappropriate.

D uring anFD A inspec tionfrom D ec ember8, 2010 toJanuary 6, 2011 th e Investig atornoted th at
th e firm wasnotreporting c omplaintsofinjury oc c urring d uring insertionofth e d evic e (FD A 4 83-
Observation#1).19 2

Observation1:

An MDR report was not submitted within 30 days of receiving or otherwise becoming
aware of information that reasonably suggests that a marketed device may have caused or
contributed to a death or serious injury. Specifically, the following complaints from July
12, 2010 to Dec. 10, 2010 both report a bowel perforation that occurred during the
procedure to place the firm’s product.
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1 – incident and aware date of 11/3/2010: Perforation from scope, patient taken
to hospital for exploratory laparoscopy. Resolution notes on 12/21/2010 states
patient had bowel perforation with some hemorrhage. Patient had a hysterectomy.

2- incident and aware date of 11/16/2010: When doctor attempted to place second
device, she used graspers to locate the ostium. She perforated the patient’s bowel.

In both complaints the firm’s device did not directly cause the injury, but the
procedure for use required the use of an hysteroscope and visualization of the
tubal ostium

Th e M anufac turerroutinely exc lud ed proc ed ural eventsth atoc c urred with th e use ofd evic esoth er
th an E ssure d uring insertions, removals, h ysterec tomies and oth er proc ed ures/surg eries for
treatmentofsymptoms. Tubal lig ationswere c ond uc ted toad d resssymptomsorperformanc e
failureswith E ssure and I believe th ey sh ould h ave been trac ked and reported toFD A aswell.
E xc lud ing th ese eventsfrom investig ationand /orM D R reporting wasinappropriate and violative.

Exclusion #6: Will Not Pursue Investigation/Reporting Unless Technical Defect is
Recognized as Malfunction

A malfunc tionisd efined in21 C FR 803.3 (k)as“th e failure ofa d evic e tomeetitsperformanc e
spec ific ationsoroth erwise perform asintend ed . Performanc e spec ific ationsinc lud e all c laims
mad e inth e labeling forth e d evic e.Th e intend ed performanc e ofa d evic e referstoth e intend ed
use forwh ic h th e d evic e islabeled ormarketed ...”

Th e M anufac turerfailed toinvestig ate and assessreportability ofeventswh ere prod uc td id not
perform asintend ed , sh owed tec h nic al d efec tsorh ad issuesth atwere notac knowled g ed as
malfunc tions, evenifth ey were visibly obvious. Th e symptomsoreventswere th enattributed to
non-prod uc tfac torsand exc lud ed from reporting .

Forexample, all perforationsand mig rationsofth e d evic e sh ould be c onsid ered malfunc tions
bec ause th e implantmoved outofth e fallopiantube wh ere itwasintend ed toc reate a ph ysic al
barrierpreventing sperm from reac h ing th e eg g .19 3 19 4 Th ey sh ould alsobe reported asM D R ’s
bec ause seriousorlife-th reatening eventsh ave oc c urred with E ssure insertmig rations.(see below)
D espite writteninstruc tionsfrom FD A toreportth ese events19 5 and verbal g uid anc e from anFD A
investig ator, th e M anufac tureroften failed tosubmitM D R ’sforperforationsand mig rations
partic ularly ifth ey were asymptomatic . Forexample, a C T sc an sh owed an E ssure d evic e in
abd ominal c avity following abd ominal pain.Th e d evic e wasremoved and returned , butnod evic e
investig ationwasrequired by th e M anufac turer.19 6

D evic esth atwere eith erunable tobe loc ated , h ad mig rated orbrokeninth e patient’sbod y post
implantand were notremoved were nottreated asmalfunc tionsand reported by th e M anufac turer
ifth e spec ific patientwasc urrently asymptomatic .

OnNovember25, 2008, M ia Z h ang sentanemail toR ac h elle A c una-Narvaez, R eg ulatory A ffairs
M anag er, with th e subjec t“A R 05730-4 A 9 E _need review please”reg ard ing anA R g enerated for
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a ph ysic ian wh oused g raspers toremove a broken E ssure d evic e. R ac h elle A c una-Narvaez
respond s:

“Yes, this is how we treat these incidents. If a “broken” device is removed w/ graspers
during the Essure placement procedure, it is considered as a part of the procedure.
Additionally, broken device, properly places doesn’t require intervention- it can remain
in the patient if asymptomatic.”19 7

Note – a brokend evic e ind ic atesa failure toperform asintend ed , th e d efinitionofa malfunc tion
and sh ould be d oc umented , ad d ressed th roug h rootc ause analysis(notlabeling review) and
trac ked toopen a C A PA ifappropriate. W h ateverstressesare provid ed d uring insertion, th is
possibility ofbreakag e sh ould be c onsid ered inad vanc e orwh enitoc c urs, evaluated forrisk to
patient and future oc c urrenc es minimized th roug h d esig n or materials c h ang es, improved
instruc tionsforuse, orwh ateveroth erprod uc timprovementsare appropriate.19 8

Inanoth erexample, anE ssure d evic e th atac tually broke apartd uring insertionwasattributed to
proc ed ure errornotprod uc trelated , and th erefore notreportable.19 9

OnJanuary 20, 2011, E d ward Yu, Vic e Presid entofC linic al R esearc h and R eg ulatory A ffairs,
respond ed toth e FD A reg ard ing five instanc esh e id entified asexamplesofperforationswh ere th e
E ssure wasfound inth e abd ominal c avity.Onpag e 3 ofth isletter, E d ward Yu writes:

“Because none of the cited complaints of micro inserts being found in the peritoneal cavity
resulted in pain or other symptoms, the reports of the mislocated devices constitute mere
trivial impairment or damage that does not rise to the level of serious injury.”200

From a c linic al perspec tive, allowing a foreig nbod y toremaininth e patientisnotc onfirming th at
th e foreig nbod y issafe orc ausesonly trivial impairment. R ath er, itind ic atesth atth e h ealth c are
provid erh asd etermined th atth e risk ofremoval isg reaterth anth e risk ofretention.Ifth e prod uc t
h ad performed asintend ed , th e patientwould notbe fac ed with eith erofth ese risks. A more
appropriate assessmenth ere iswh atrisk d oesth e brokenfrag mentormig rated prod uc tpose th at
th e patientwould nototh erwise be exposed to? (See th e perforation/mig rationsec tionbelow).

Th issame proc essweig h ing risksofremoval vs.retentionisused wh enbulletslod g e ing unsh ot
vic tims. Th e risk ofremoval isoftenc onsid ered g reaterth anth e risk ofretentionand th e bullet
isleftinplac e, butth atd oesnotmeanth e bulletposesnoortrivial risk. D r.A lanC ook, D irec tor
ofTrauma R esearc h atC h and lerR eg ional M ed ic al C enterinA rizona states:"Very often, th e
bulletsare notremoved inth e (h ospital)setting bec ause d oing sowould potentially c ause more
h arm toth e patientth anth e bulleth asalread y d one," and D r.D ebora W eiss, anE pid emic
Intellig enc e Servic e Offic eratth e C D C ag rees:“U nlessitiswed g ed ina vital org an, … ora
blood vessel, a bulletisusually justleftalone.”Sh e ad d sth atexposure toth e bulletinth e bod y
c anh ave sh ort- and long -term effec tsrang ing from a small c h ang e inorg anfunc tiontolife-
th reatening .201 202
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Note th atformis-plac ed E ssure inserts(orforbullets)th e retention/removal balanc e c anc h ang e,
suc h asifa patientd evelopssymptomsofinfec tion, org anperforation, bleed ing , nerve d amag e,
toxic ity orh ypersensitivity tomaterials.

Exception #7: Will Not Record and Pursue Investigation/Reporting of Multiple Issues or
Failure Modes

Th e M D R reporting reg ulation d oes not limit symptoms, events, failure mod es orprod uc t
malfunc tionstoone perprod uc t, one perevent/inc id ent, orone perpatient. Th isrestric tion is
violative and artific ially lowers c omplaint rates or ad verse event reporting rates, d elaying
rec og nitionofsafety c onc erns.

Th e M anufac turerd id not rec ord multiple symptoms orfailure mod es even in c ases wh ere
ad d itional issueswere c learly id entified orc onfirmed by prod uc texamination.

OnM ay 8, 2012M r.M c C arth y emailed G reg Lic h tward tand Keith G rossman, Presid entand C E O,
saying “We do not currently open and record multiple ARs for other issues seen in the physical
review of the returned device.”203

D r. A nd rea M ac h litt, M D D irec torofG lobal Ph armac ovig ilanc e R isk M anag ement, testified to
th e c h alleng esth istype ofprac tic e posesstating :

Q .Sh e g oesontosay th at[asread ]:A syou know, th e C onc eptusonly c aptured one event
perc ase.D id I read th atc orrec tly?

A .Yes.A nd th atisinrelationtowh atwe d isc ussed beforeh and .
Q .R ig h t.
A .Soth e E ssure c asesatC onc eptuswould h ave one c od ed entry ina failure mod e.A nd

th e restofth e informationwould sitinth e narrative, butnotina struc tured field .
Q .A nd ag ain, D r.M onemi issaying ifyou wanttoc apture all ofth e events, oryou want

toid entify all th e events, you h ave toc h ec k th e narratives, rig h t?
A .Yes.A nd th e pointh ere is– th atIlona h asnotc onsid ered isth atifyou searc h forth ing s

th atare notyetc od ed intoa c ertaind ic tionary system, itwill pose c h alleng es.B ec ause
you c an’trely th atsomebod y h asalread y c od ed it, and th enyou c ould look forstand ard
metric queries, forexample.Soyou c ould notd oth ath ere.You would need toapply
oth erc riteria, wh ic h would involve muc h more manual work.204

Exclusion #8: Will Not Consider Reporting Without Completed Investigation

C omplaintsc an sometimesmeetth e th resh old forM D R reporting based on initial information.
H ow oftenreportability c anbe d etermined th isquic kly d epend sonth e type ofd evic e, th e nature
ofth e ad verse events, th e sourc e and c onsistenc y and c ompletenessofc omplaintsrec eived , aswell
asth e c larity and string enc y ofreporting c riteria th e firm applies.

Th e M anufac turer d id not allow for th is possibility. Th e requirements for follow-up and
c onfirmation from a h ealth c are provid erand resistanc e toa d ec ision before investig ation was
c losed limited th e value ofinitial triag e. Inad d ition, th e initial d ec isiontree proc essused by th e
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M anufac tureralmost always d etermined noforM D R reporting , soeven c ases wh ere initial
informationreasonably sug g ested th atth e d evic e c aused orc ontributed toaneventwith required
reporting th e investig ationwasnotprioritized ac c ord ing ly.

A promptand more appropriate triag e proc essfornew c omplaintswould h ave allowed forrapid
id entific ationofobviously reportable eventswith investig ationonly toc larify reporting d etails.
M D R reportsforth ese knowneventsc ould h ave beenprepared immed iately and submitted with in
th e 30-d ay wind ow, assuring reg ulatory c omplianc e and freeing up staffforoth erinvestig ations.

E ssure ad verse eventsofteninvolved sig nific antsymptomsorpatternsofsymptomsrec og nized
by patientsand notrequiring ph ysic ianinterpretations(suc h asmig h tbe nec essary with laboratory
tests or imag ing stud ies, for example). Th e prod uc t also involves sig nific ant one-time
interventionsc learly knowntopatients. E xamplesofimmed iately reportable E ssure c omplaints
mig h th ave inc lud ed sig nific antsymptomsofpainorbleed ing , knownd amag ed orinappropriately
loc ated inserts treated by med ic al intervention inc lud ing insert removal, laparosc opy,
h ysterec tomy ortubal lig ation. A noth erexample mig h th ave been injuriesoc c urring from any
c ause d uring insertionorremoval ofinsertsorfollow-up intervention.

R ac h elle A c una-Narvaez, R eg ulatory A ffairs M anag er, opposed th e id ea ofimmed iately
reportable E ssure c omplaintsand testified :

Q .Soifa womaninwh om th e E ssure d evic e h ad beenplanted notifiesC onc eptusth at
sh e h assuffered aninjury th atsh e relatestoth e E ssure d evic e, th attrig g ersth at30-
d ay requirement;rig h t?

A .Notnec essarily.
Q .Tell me wh y.
A .Ina c ase like th at, we would ac tually look atall fac tsofth e c ase.E venifa ph ysic ian

sug g ested it, we would d oa – orsorry, reported suc h anevent, we would ac tually
examine th e eventinac c ord anc e with th e proc ed uresand work instruc tionsth at
prod uc tsurveillanc e h as.A nd I saw “we,”butitwould be primarily prod uc t
surveillanc e’sd epartment’sresponsibility.A nd th ey would look atth e eventand see
ifitseemstotrig g erth e reporting requirements.A nd soI would say th atinord er
tointerpretth e reg ulationth atwe bec ome aware ofinformationth atreasonably
sug g estsa d evic e we marketmay h ave c aused orc ontributed toa d eath or
seriousinjury, we would ac tually examine eac h ind ivid ual file tosee ifitmeetsth at
reg ulatory d efinition.205

Th e resultwasth atnumerousknownM D R eventswere neverfiled orwere submitted long after
th e d ue d ate in violation ofFD A reg ulations. In late 2013 B ayerinstituted an immed iate filing
proc essforknownM D R ’sand alsoeliminated th e requirementforph ysic ianc onfirmation. Th e
numberofM D R ’sreported rose immed iately and sig nific antly asd esc ribed below.

Exclusion #9: Will Not Pursue Investigation/Reporting of Clinical Issues in Complaints

C omplainth and ling forE ssure h ad a strong foc uson th e insertion proc essand time period ,
monitoring th e prod uc tasa mec h anic al, sing le use d isposable d evic e rath erth an a permanent
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implant. Proc ed uresand th e d esig nFM E A proc ess(SOP-01107), th e investig ationproc ess, and
safety c onsid erationsall seemed toprioritize th e insertion timeframe tec h nic al prod uc td efec ts
suc h asbreaking , bend ing , orfailing toinsert, with outad equately c onsid ering c omplaintsof
c linic al symptomsand th e potential long -term impac tofpermanentinsertsinth e bod y.

A spread sh eet titled “E ssure Follow-U p C linic al Investig ations” outlines th e c linic al
investig ationsth atth e manufac turerd id and d id notc ond uc t.206 Th isspread sh eetd oesnotc onsid er
c linic al issuessuc h asbleed ing , c ramping , orvaso-vag al response tobe potential M D R s.207

Th e C onc eptusC all C enterSc riptsforh and ling c omplaints(R evisionA forexample) asked no
questionsaboutpatienth istory ofnic kel allerg y, h istory ofpain(h ead ac h es, menstrual c ramps, h x
ofirreg ularbleed ing )before orafterth e proc ed ure wasperformed . Th e initial sc riptfoc used on
replac ementofprod uc tand d id noteven ask aboutsymptomsassoc iated with th e proc ed ure or
d uring use.208

Th e M anufac turerexc lud ed inc id entsfrom M D R reporting ifth ere wasnoobvioustec h nic al d efec t
d evic e func tionid entified and c onfirmed asd irec tc ause ofth e issue. Suc h eventswere attributed
non-spec ific ally topatient anatomy, d oc torlac k ofexperienc e, orproblems with ph ysic ian
tec h nique and notpursued . U nd erth e reg ulation 21 C FR 803.3(c )(3), (5) and (6) th ese events
were reportable bec ause prod uc td esig n, labeling orusererrormay h ave c aused orc ontributed to
th e problem. D esig nand labeling ofth e prod uc tare fac torsinsuc c essofprod uc tplac ementand
use with atypic al anatomy, suc c essby inexperienc ed ph ysic ians, and suc c esswith variation in
ph ysic ian insertion tec h niques. In ad d ition, th e M anufac turerwasrequired asa c ond ition of
approval toprovid e a new ph ysic iantraining prog ram209 , soth e firm h ad reg ulatory responsibility
forand d irec tly influenc ed ph ysic ianexperienc e and tec h niques.210

Exception #10: Will Not Pursue Investigation/Reporting Based on Information From
Patients

Th e M anufac turerh ad a long -stand ing prac tic e ofnotac c epting orfollowing -up on c omplaints
d irec tly from patients. Th iswasa very sig nific antand inappropriate exc lusion. Itisnotknown
h ow many c omplaintsand reportable M D R ’swere lostd ue tofailure toac c eptand pursue th ese
c linic al events. OnA ug ust3, 2006 Pam Pric e, M ed ic al D irec tor, wrote:

“Ed and Shelly, I think the call center needs to aggressively direct these patients back to
their physicians and ask that their physicians call the medical consult line if they need
additional info.”211

OnFebruary 12, 2008 JenniferW est, M ed ic al A ffairsLiaison, sentanemail response toG aby re:
patientc omplaintth atth e E ssure c oilsare nowh ere tobe found and th atsh e h ash eavy bleed ing
forth e last2-3 month snon-stop:

“This really isn’t something that we would investigate further...we have made the decision
that we will not call patients so you don’t need to ask the patient permission to contact
her or her phone number.”212
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M r.R ed d ic k stated inanemail d ated September11, 2012:

“This is a case where we have information from the patient, but no information from a
medical professional to corroborate the information. We always seek answers to 3 key
questions: (1) was device removal performed, (2) did physician attribute the cause to
Essure, and (3) did symptoms resolve after removal. Since we couldn’t contact the
physician or any other medical professional, we couldn’t make a proper assessment.”213

A pparently, th e file wasc losed and noM D R wasfiled .

Stan Fort emailed A yesh a Sid d iq, Prod uc t Surveillanc e C linic al A nalyst, with a potentially
reportable c ase and onNovember1, 2013 A yesh a respond ed : “Hello, There will be no PTC opened
for the social media case. This is not a confirmed patient report. Thanks.”214

C ontac ting h ealth c are provid erstoobtainc linic al spec ific sofaneventmay be h elpful aspartof
aninvestig ationtound erstand h ow a prod uc tperformed . H owever, c onfirmationfrom a h ealth c are
provid erisnotnec essary in many c asesforreac h ing an M D R reportability d ec ision. (Note th e
email from M ic h ael Voss, Outsourc ing M anag er at R eg lera, about requiring ph ysic ian
c onfirmationinE xc lusion2 above forA R # 20670-SW FF)and failing toinvestig ate orc losing a
file prematurely with outreporting forth isreason isa violation ofth e reg ulation. Patientsc an
inform aninterviewerifth ey are several month spreg nant, h ave pain, bleed ing , orc ramps.Th ey
know ifa d evic e removal proc ed ure h asbeen performed and in mostc asesare aware ofth e
outc ome from th e h ealth c are provid er. Th ey know betterth ananyone ifsymptomsh ave orh ave
notresolved .

Polic y requiring ph ysic ianc onfirmationisalsonotc onsistentwith FD A ’sreg ulatory expec tations.
Th e ag enc y ac c epts unc onfirmed M D R reports formany d evic es d irec tly from patients and
ac tively solic itsth em. Th e FD A summary onE ssure writtenforth e E ssure A d visory Panel sh owed
inFig ure 5 th atth e majority ofM D R reportsd uring 2013-2015 were selfreportsfrom womento
FD A .215 FD A provid ed a M ed W atc h erapp tofac ilitate d irec tc onsumerreporting ofad verse events
toFD A .216 D uring rec allsFD A enc ourag esmanufac turerstoprovid e M D R reporting information
inD earD oc torlettersand oth erc ommunic ations, soprod uc tusersc anreportissuesd irec tly toth e
ag enc y, and th e ag enc y solic itsad verse eventinformation d irec tly from patients/c onsumersin
public h ealth notic es.

R equiring c onfirmation from h ealth c are provid erssig nific antly d elayed E ssure M D R reporting
d ec isions, sinc e th e M anufac turerstarted th e 30-d ay M D R reporting wind ow wh eninvestig ation
wasc omplete. (see below).Th e exc lusionofd irec tfrom patientinformationalsoled toc losing
investig ationswith noM D R filing , reg ard lessofth e severity ofinc id entinvolved . Th e impac tof
th is prac tic e was d emonstrated by th e larg e inc rease in M D R filing s wh en B ayer took
responsibility forE ssure M D R reporting . One manag erind ic ated th atth e only c h ang e inreporting
c riteria th atoc c urred wasremoval ofth e requirementforh ealth c are provid erc onfirmation.

Limiting th e ac c eptable sourc e ofinformationtoh ealth c are provid ersc analsolimitrec og nitionof
safety issuesforwomen’sprod uc ts. C omplaintsfrom women patientsare c onsistently und er-
assessed for severity and c linic al sig nific anc e by h ealth c are professionals. Th is h as been
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establish ed th roug h a numberofstud iesand oc c ursinboth c linic al trialsand private h ealth c are
situations.A sa result, safety sig nalsc anbe missed ifa firm isoverly reliantond ata g enerated or
only c onfirmed by h ealth c are provid ers.217

Exclusion #11: Will Not Pursue Investigation/Reporting Due to Changing Interpretation of
Complaint Category

Th e M anufac turerpursued c h ang esin c ateg orization ofc omplaintsoreventstoavoid M D R
reporting and /orred uc e safety find ing sfrom trend s. Suc h ad justmentstoavoid reporting are
nonc ompliantand c anlead toprod uc tsafety risk. A nexample isth e benttip problem with E ssure
insertions.

Th e numberofE ssure System benttip c omplaintswasinc reasing in 2010. A C orrec tionsand
Preventive A c tion(C A PA )planwasopened and resultsofth e investig ationwere emailed toth e
team onJune 5, 2010, with M r.R ed d ic k and M r.M c C arth y both c opied :

“During the course of our investigation, we observed a high degree of sample -to -sample
variability in the tip bend angle exhibited by product manufactured in Tijuana, which in
several cases failed to meet the admittedly subjective specification for kinks, gaps, and
bend location. We have subsequently confirmed this variability as one of two repeatable
causes for the "bent tip- introducer" failure mode. The other is a condition that can exist
within the duckbill valve though normal process variation and is acceptable for the
standard duckbill application; however, it has the potential to create a bent tip defect in
our application, especially when combined with an exaggerated tip bend angle. Some
minor contributors have been identified as well, but we are presently focusing our efforts
on resolving these two key factors.”218

Th e benttip c omplaintsc ontinued , and alth oug h th e firm h ad id entified c ausesrelated tofailure to
meet spec ific ations and c omponent d esig n, M r. M c C arth y sent an email on M ay 11, 2012
sug g esting th atth ey rec ateg orize th islarg e numberofc omplaintsasph ysic ianerrorand nolong er
c ountth em asd evic e c omplaints.Th iswould alsoinevitably take th em outofth e possible M D R
pool. H e stated th at“Almost all bent tip complaints are currently classified as device complaints;
however, a substantial number of bent tip complaints actually arise from clinical events caused
by physician training or physician technique issues.” H e inc lud ed a c h artsh owing 4 79 benttip
c omplaintsfrom January 1 toM arc h 31, 2012.219

A noth erexample offailure toc apture ac c urate c omplaintnumbersisreflec ted in th e following
email onJanuary 20, 2013.Th e initial c lassific ationsofquestionable plac ementorpatenc y are not
being c orrec tly upd ated with final resultsofth e film reviewstoreflec tperforation. Kath y C assid y,
M ed ic al Liaison, states

“… regarding the quarterly report I have a few questions. For example, it seems like the
number of perforations is very low (4) for the quarter. I know that I have reported several
perforations during the 4th quarter through our film reviews and I have alerted product
surveillance to these as well as copied Ayesha on the findings of these reviews. I am
wondering if the event (perforation) is not being captured after our film review (changed
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from questionable placement or patency) and therefore not showing up on this report. If
our team needs to do something in addition to copying Ayesha and Tia on our HSG review
results, we would like to know…”220

Inad d ition, th e M anufac turerfailed toinvestig ate patientc omplaintsvoic ed onth e manufac turer’s
soc ial med ia platforms suc h as Twitter or Fac ebook furth er avoid ing th eir reporting
responsibilities. A PowerPointentitled “E ssure Integ ration intoG PV” c reated on Oc tober29 ,
2013, outlinesth e B ayerproc essing ofc asesfound onsoc ial med ia ag ainstth e C onc eptusproc ess
of“noac tivities”with reg ard toth e reporting ofc omplaintsfound th roug h soc ial med ia.221

Exclusion #12: Will Not Pursue MDR Reporting Because Information is Provided in Annual
Report

Th e M D R reporting reg ulationisa G eneral C ontrol, th e basisforreg ulating all M ed ic al D evic es
and assuring public h ealth . Th e FD A c an g rant an offic ial exc eption toM D R reporting
requirementsona c ase by c ase basisbased on21 C FR 803.19 (c -e). Itisa sig nific antviolationof
th e reg ulationifmanufac turersoptoutofreporting with outformal approval, orsubmitinformation
elsewh ere inth e ag enc y instead offiling M D R ’s. Th isistrue evenifth e c ompany believesth ere
isnosig nific antsafety c onc ern emerg ing orth ey h ave statementsfrom a ph ysic ian saying th e
prod uc tissafe. I h ave seennoevid enc e th atth e M anufac turerrec eived anoffic ial exemptionfor
summary reporting ofany E ssure events.

A sind ic ated in th e d eposition testimony below, th e M anufac turerfailed toreportM D R ’sas
required by reg ulationand c onfirmed by spec ific c orrespond enc e from FD A . One justific ationfor
failure toreportwasapparently th atsummary information would be sentin th roug h th e PM A
annual report. In ad d ition toviolating th e requirements of21 C FR 803, th is approac h is
d ising enuous.

Th e C ond itions ofA pproval attac h ed toth e PM A approval letter/ord er for E ssure in th e
A D VE R SE R E A C TION A ND D E VIC E D E FE C T R E POR TING sec tion required per21 C FR
814 .82(a)(9 )inc lud e:

FDA has determined that in order to provide continued reasonable assurance of the safety
and effectiveness of the device, the applicant shall submit 3 copies of a written report
identified, as applicable, as an "Adverse Reaction Report" or "Device Defect Report" to the
PMA Document Mail Center (HFZ-401), Center for Devices and Radiological Health, Food
and Drug Administration, 9200 Corporate Blvd., Rockville, Maryland 20850 within 10 days
after the applicant receives or has knowledge of information concerning:

1. A mix-up of the device or its labeling with another article.
2. Any adverse reaction, side effect, injury, toxicity, or sensitivity reaction that is

attributable to the device and:
a. has not been addressed by the device's labeling; or
b. has been addressed by the device's labeling but is occurring with unexpected

severity or frequency.
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3. Any significant chemical, physical or other change or deterioration in the device,
or any failure of the device to meet the specifications established in the approved
PMA that could not cause or contribute to death or serious injury but are not
correctable by adjustments or other maintenance procedures described in the
approved labeling. The report shall include a discussion of the applicant's
assessment of the change, deterioration or failure and any proposed or
implemented corrective action by the applicant. When such events are correctable
by adjustments or other maintenance procedures described in the approved
labeling, all such events known to the applicant shall be included in the Annual
Report described under "Post approval Reports" above unless specified otherwise
in the conditions of approval to this PMA. This post approval report shall
appropriately categorize these events and include the number of reported and
otherwise known instances of each category during the reporting period.
Additional information regarding the events discussed above shall be submitted by
the applicant when determined by FDA to be necessary to provide continued
reasonable assurance of the safety and effectiveness of the device for its intended
use.

Th isisfollowed by a sec tiononrequired M D R reporting inc lud ing th e following statement:

“The same events subject to reporting under the MDR Regulation may also be subject to
the above "Adverse Reaction and Device Defect Reporting" requirements in the
"Conditions of Approval" for this PMA. FDA has determined that such duplicative
reporting is unnecessary. Whenever an event involving a device is subject to reporting
under both the MDR Regulation and the "Conditions of Approval" for a PMA, the
manufacturer shall submit the appropriate reports required by the MDR Regulation within
the time frames as identified in 21 CFR 803.10(c) using FDA Form 3500A, i.e., 30 days
after becoming aware of a reportable death, serious injury, or malfunction as described in
21 CFR 803.50 and 21 CFR 803.52 and 5 days after becoming aware that a reportable
MDR event requires remedial action to prevent an unreasonable risk of substantial harm
to the public health.”222

Th e M anufac turerisnotsaying th ey filed reportstoFD A with in10 d aysth roug h th e PM A report
proc ess. Th iswould be more rig orousth an th e stand ard M D R 30-d ay reporting timeframe. It
th erefore appearsth atany annual submissionswere mad e und erOption3 “… could not cause or
contribute to death or serious injury” and “…are correctable by adjustments or other
maintenance procedures described in the approved labeling”. Th isisnotc red ible forseveral
reasons. A snoted elsewh ere, FD A alread y ind ic ated toth e firm th atM D R reporting wasrequired
forth ese events, inc lud ing butnotlimited totwolettersin2004 , th e inspec tionin2010-11, and
c larific ation from th e ag enc y in 2011. Th e requirementforreporting ind ic atesth atth e FD A
believed seriousinjury ispossible from use ofth e prod uc tand th ese eventsd on’tmeetth e reporting
c riteria forOption3 inPM A annual reports. C ausing orc ontributing toseriousinjury wasalso
d emonstrated inearly c linic al experienc e inc lud ing a patientinth e 2003 public ationwith painand
surg ic al interventionrequired .Th e reasonsth atperforations/mig rationsc anc ause orc ontribute to
seriousinjury and sh ould be reportable are ad d ressed furth erin E xc lusion #6 above and in th e
Perforationand M ig rationsec tionbelow.Ofnote, inad d itiontoa numberofreportsofseriousor
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life-th reatening injurieswith E ssure use suc h asbowel perforation, th e firm isaware ofa d eath
th atoc c urred following proc ed ural anesth esia d uring prod uc tremoval.223

A lth oug h th e M anufac turerc h ose nottoreportth iseventasanM D R , th e awarenessth atd eath
oc c urred following proc ed ural anesth esia wh ic h is used with some surg ic al interventions or
prod uc tremovals, supportsth e potential forseriousorlife-th reatening injury and th e reportability
ofperforation/mig rations. Itd isprovesany assertionth atth e d evic e “c ould notc ause orc ontribute
tod eath orseriousinjury.”

Th e word ing inth e C ond itionsofA pproval alsostate c learly th atifth ere isred und anc y inrequired
filing sth e priority lieswith th e M D R reg ulation. Toemph asize th isprioritizationfurth er, FD A
sentanemail (inlieu ofoffic ial letter) toth e M anufac turerd ated November10, 2010 ind ic ating
th at“Inord ertostreamline th e c ond itionsofapproval with inth e approval ord ersand minimize
duplicative reporting we’ve addressed “Adverse Reaction” and Device Defect reporting.”
D evic e d efec treportsnolong erneed tobe submitted d irec tly toth e PM A applic ationasth ese are
alread y c overed und erth e rec all reporting requirementin21 C FR 806. Likewise, adverse event
reporting is covered under the MDR reporting requirements specified in 21 CFR 803. You
may incorporate the above changes into the conditions of approval for P020014 as this is the
current reporting expectation for all approved PMA’s..”224

M D R reportsd ifferfrom annual reports.M ed ic al D evic e R eportsare c aptured and monitored for
potential emerg ing safety trend sonanong oing basisby trained analysts. Th ey are alsoac c essible
and available toth e public onth e FD A website.Th ese reportsprovid e c ritic al informationth atnot
only h elpsimprove patientsafety, butalsoalertsth e med ic al c ommunity toany potential issues
with th e d evic e. PM A annual reportsare required und erC FR 814 .82(a)(7) toprovid e prod uc t-
related informationg enerated orobtained following approval toth e pre-marketstaffforc ontinuity
ofreg ulatory oversig h t. Itinc lud esminorprod uc tupd ates, new publish ed and unpublish ed d ata
aboutprod uc tperformanc e and sometimeslabeling upd atesetc .Th isinformationisnotentered
intopublic d atabasesforg eneral use and isreviewed by th e pre-marketstaffatth eird isc retion.

M D R reportsd ifferfrom annual reports.M ed ic al D evic e R eportsare c aptured and monitored for
potential emerg ing safety trend sonanong oing basisby trained analysts. Th ey are alsoac c essible
and available toth e public onth e FD A website.Th ese reportsprovid e c ritic al informationth atnot
only h elpsimprove patientsafety, butalsoalertsth e med ic al c ommunity toany potential issues
with th e d evic e. PM A annual reportsare required und erC FR 814 .82(a)(7) toprovid e prod uc t-
related informationg enerated orobtained following approval toth e pre-marketstaffforc ontinuity
ofreg ulatory oversig h t. Itinc lud esminorprod uc tupd ates, new publish ed and unpublish ed d ata
aboutprod uc tperformanc e and sometimeslabeling upd atesetc .Th isinformationisnotentered
intopublic d atabasesforg eneral use and isreviewed by th e pre-marketstaffatth eird isc retion.

E d ward Yu, Vic e Presid entofC linic al R esearc h and R eg ulatory A ffairs, c onfirmed th atafter2004 ,
th e manufac turerd id notpursue M D R reporting forseriousad verse eventsand instead filed th em
inth e annual reportsstating :
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Q .Okay.A nd afterrec eiving M s.Kapsc h 'semail inSeptember2004 , am I c orrec tth atth e
c ompany wentontonotreportperforationsifth ose perforationsd id notresultinmed ic al
orsurg ic al intervention?

A .A nd th e patientsremained asymptomatic , yes, we d onotfile th ose asM D R s, butth ey
are filed inth e annual report225

Perforation and Migration of Essure Inserts 226

“Perforation”isth e penetrationofanE ssure insertpartially orc ompletely th roug h th e wall ofth e
uterus, fallopiantube, oranoth erbod y org and uring orany time afterth e implantisplac ed . Th e
d evic e may th enmig rate intoand around th e abd ominal c avity. A ninsertplac ed inth e fallopian
tubesmay alsowork itsway bac k d ownth roug h th e tube intoth e uterus(expulsion)orpotentially
move furth eralong toth e end ofth e tube and reac h th e abd ominal c avity in th at fash ion.
Perforation and mig ration are known riskswith E ssure d ue toth e prod uc td esig n, meth od of
insertion, and loc ationofimplants. Perforationd ue toth e h ysterosc ope used forinsertionisalso
possible. E ssure kitsd istributed initially afterprod uc tapproval inc lud ed a supportc ath eterth at
appeared toinc rease th e likelih ood ofperforation.

Often perforationsand mig rationsare notd etec ted . Symptomsth atoc c urare frequently mis-
d iag nosed ormig rated insertsmay be asymptomatic .Perforationsh ave beenid entified by X -ray
onth e d ay ofplac ement, d uring 3-month post-insertionH C G orultrasound , ormonth s-yearslater
d uring follow-up evaluationforsymptomssuc h aspainorbleed ing .

E ssure perforationsh ave beenid entified in0.02% to3.6% ofpatientsinc linic al trialsand med ic al
literature.227 Patientsmay c omplain ofabd ominal/pelvic pain. Nausea and vomiting usually
ind ic ate perforationorentang lementwith th e small bowel and subsequentsmall bowel obstruc tion.
Inone c ase th e insertperforated th roug h th e fund usofth e uterus, intoand th roug h th e wall ofth e
small bowel toth e mesenteric aspec t, c ausing terminal ileum perforation requiring major
surg ery.228 Inad d itiontoad verse eventsfrom perforationormig rationofth e insert, th e lac k ofan
implantinth e fallopiantube c anjeopard ize c ontrac eptioneffec tiveness.

M anufac turer filing ofM D R ’s for perforation and mig ration h as been extremely limited .
H owever, reportsare alsosubmitted by oth ersourc es. FD A summarized all relevantM D R ’sin
preparationforth e E ssure A d visory Panel meeting in2015. A tth attime th e ag enc y h ad rec eived
227 reportsad d ressing mig rationoutsid e th e uterus. Loc ationsinc lud ed th e uterus, fallopiantube,
c ervix, abd ominal c avity, small intestine, ostium, terminal ileum, and ovary. Twelve M D R ’s
d esc ribed bowel perforationeith erd ue tofree floating insertswith inth e abd omenorinsertswith in
th e uterusorfallopiantubesperforating th roug h . One reportd esc ribed full th ic knessperforation
th roug h small bowel wall requiring ileo-c ec ec tomy and oth erreportsofth e insertensnaring a loop
ofsmall bowel c ausing obstruc tioninad d itiontoperforationand th e need forileo-c ec ec tomy.229

Literature review h asalsoid entified insertsin th e abd ominal c avity, omentum, small bowel
mesentery ortissue, and larg e bowel mesentery, and c ul-d e-sac .Several c omplic ationsorintra-
operative observationswere reported with mig rated d evic es/frag mentsinc lud ing small bowel
obstruc tiond ue toinsertentang lementorinflammation, small bowel perforation, ad h esionsand
loc al inflammation.230



52

Org ansinth e abd omenc ansh iftaboutwith c h ang esinpositionand ac tivity, fac ilitating movement
offoreig nobjec tsand c reating opportunitiesfororg ansand objec tstointerac t. Th ere isa long
h istory offoreig n bod ies in th e abd omen c ausing h arm. U terine wall perforation is a well-
rec og nized c omplic ationofIntra U terine D evic es(IU D s).A bout1 per1,000 IU D ’smig rate and
about15% ofIU D mig rationslead toc omplic ationsinc lud ing bowel obstruc tionorperforation,
mesentery perforation, urinary blad d erperforation, rec tal stric tures, and rec touterine fistula.Some
ofth ese c omplic ationsare life-th reatening .231

Th e M anufac turerd id notinitially c onsid erperforationsormig rationstobe eith ermalfunc tionsor
M D R reportable events. FD A sentth e firm a letterd ated February 10, 2004 wh ic h stated inpart:

“Since marketing of this device began, there have been four patients with tubal
perforations (one patient listed as possible). Two of these patients underwent
laparoscopic sterilization, one patient did not have any treatment, and the most
recent case is still under investigation. Please be advised that we consider tubal
perforations to be MDR-reportable events (21 CFR 803), and all of these cases
should have been reported to the FDA. The last update received from the MDR
analyst on February 3, 2004, did not include any adverse events associated with
this device. Did these events occur in the United States or abroad? Please report
the four cases of tubal perforation and any future adverse events to the FDA.”232

OnM arc h 30, 2004 , M r.Sinc lairrespond ed toth e FD A , stating inpartth at“Conceptus believes
that tubal perforations (in general) are not MDR reportable events…”233 M r.Sinc lairwentonto
inc lud e a broad erd isc ussionofperforationsg enerally, stating th atProf.Joh nKerin, th e Princ ipal
Investig atorofth e Ph ase II c linic al stud y, c onc lud ed in partth at“utero-tubal perforation with
Essure is not associated with serious adverse clinical sequelae and should not be categorized in
the same risk group as perforation of other organs that are associated with serious adverse clinical
sequelae.”234

OnM ay 3, 2004 , th e FD A wrote toM r.Sinc lairstating inpart:

“The FDA considers fallopian tube perforations in patients relying of the Essure
device MDR reportable. Any questions regarding MDR reporting to FDA should
be sent to Sharon Kapsch, Chief, Reporting Systems Monitoring Branch, Office of
Surveillance and Biometrics, Center for Devices and Radiological Health. She can
be reached by phone at 301-827-2982.”235

OnM ay 28, 2004 , M r.Sinc lairwrote toth e FD A inresponse toa M ed W atc h report, provid ing h is
justific ationfornotreporting c ertaintypesofuterine and fallopiantube perforationsasM D R sand
h e forward ed th islettertoanoth erFD A employee onA ug ust10, 2004 .H isletterstated :

“Attached is a response originally sent to Diane Dwyer (at OSB) on May 28 in
response to a Medwatch report. Specifically, our response provides a justification
for not reporting certain types of uterine and fallopian tube perforations and
pregnancies as MDRs. We have many medical opinions from practicing OB/GYNs
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that indicate most of these perforations are common and do not appear to meet the
statutory definition of an MDR. In addition, we believe normal uterine pregnancies
represent a contraceptive (effectiveness) failure and do not typically meet the
definition of MDRs.

We certainly agree that perforations with complications (such as subsequent
hypervolemia) or ectopic pregnancies would meet the criteria for MDRs and
Conceptus would report such event to FDA. To date, no ectopic pregnancies have
been reported. Thank you for taking time to speak with me today. I look forward
to working with you to clarify the reporting parameters for perforations and
pregnancies because maintaining regulatory compliance is one of our highest
priorities.”236

OnA ug ust20, 2004 , th e FD A respond ed , noting th ey were inrec eiptofM r.Sinc lair’smessag e
and stating , “We hope to set up a telecom with you soon.”237

InSeptemberof2004 , th ree briefemailsbetweenth e FD A and M r.Sinc lairwere exc h ang ed .On
September15, 2004 , M r.Sinc lairwrote:

“I wanted to follow up with you regarding MDR reporting (see messages below).
I know this is not a high priority but I would like to resolve the MDR categorization
issues at some point. Perhaps we can schedule a teleconference toward the end of
this month or early October?”238

OnSeptember24 , 2004 , M r.Sinc lairwrote toth e FD A :

“Thank you for your response. I appreciate the effort, particularly being shorted
that, that was necessary for this determination.”239

OnSeptember24 , 2004 , th e FD A respond ed toM r.Sinc lair, stating :

“I can give you an update on the progress of your request. Clarence Wilson was
assigned to respond to your request. After a consultation with our clinical staff, he
drafted a response, which I’ve recently reviewed. I expect his final to be ready
early next week, at which time we will send it to you.

At this point, I do not believe that a telephone conference will be necessary.
Basically, we agreed with you assessment of your MDR obligations for the events
cited in Ms. Dwyer’s letter to your firm, and your response back to Ms. Dwyer.
Our letter explains our reasons for making that determination.”24 0

Th e M anufac turerrec eived noletterfrom FD A oroth erwrittenfollow up toth isinformal
email, reg ard ing eith erth e spec ific c asesorreporting polic y g enerally. Th e firm proc eed ed
with th eirprac tic e ofexc lud ing perforationsand mig rationsfrom M D R reporting . Th is
approac h wasquestioned d uring an internal aud itperformed by R eg lera LLC inA ug ust
2008, performed by a formerFD A investig ator.H e h ig h lig h ted th e prac tic e ofnot-filing
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perforations/mig rationswith outpresentable writtensupportfrom FD A asa majorc ateg ory
d efic ienc y. M r. Yoststrong ly ad vised th e firm toobtainwritten d oc umentationforany
spec ial reporting ag reementsfrom FD A and be able toprod uc e itd uring aud its.24 1

OnOc tober7, 2009 , M s.A c una-Narvaezwrote toth e FD A requesting th e letter:

“…it has come to our attention that Ms. Sharon Kapsch of FDA noted that a letter
would be sent to Conceptus in 2004, however, we never received this. In reviewing
our reporting procedures, we realized that the letter would be very helpful to us.”24 2

Sh e senta similarmessag e toFD A ag ainonNovember10, 2008, noting th atth e M anufac turer
neverrec eived th e formal FD A letterreg ard ing th e evaluation ofad verse eventsforreporting
purposes.24 3 Th e FD A respond ed toth e M anufac tureronNovember14 , 2008, stating :

“I wanted to let you know that we received your request and will respond soon.
Unfortunately, the person who drafted our original response in 2004, retired in
2006 and his records are no longer available. My records contain his response,
but it is only in draft form. We can finalize this older draft, but the answers can
only be used for application to the time period addressed in the original
correspondence between your firm and our office in 2004. If newer information
and/or even situations have occurred since that time, the answers may not apply.
We are currently looking into this to see how best to address this situation.”24 4

OnA pril 23, 2009 , M s.A c una-Narvaezsenta follow-up email toth e FD A onc e ag ainrequesting :

“In order to satisfy our quality division, would it be possible for you to send me an email
stating that no letter was issued and there are no plans to issue a follow-up letter?”24 5

D uring a ‘forc ause” FD A inspec tiononD ec ember8, 2010 toJanuary 6, 2011 th e Investig ator
spoke with M anufac turer representatives inc lud ing E d ward Yu, Vic e Presid ent ofC linic al
R esearc h and R eg ulatory A ffairsaboutfind ing sinth e c omplaintfiles. H e noted th atth e firm was
notreporting c omplaintsofinsertsinth e peritoneal orabd ominal c avity (FD A 4 83- Observation
#2). H e wrote th at

“Such cases will be reported as MDR by the firm if the patient is complaining of pain and
a second procedure is required to remove the coil. However, the firm will not report such
complaints if an abdominal located coil is removed during a laparoscopic tubal ligation
performed because of failure of the Essure procedure.”24 6

Inth e E stablish mentInvestig ationR eportth e investig atorc ommented : “I noted that none of the
perforation complaints were reported as MDR’s.” H e spoke with E d ward C .Yu wh oprovid ed a
c opy ofth e C orrespond enc e C onc eptush ad sentFD A onM arc h 30, 2004 . Ininitial c omplaint
review th e investig atorfound twoc omplaintsofc oilsinth e abd ominal c avity; one with patient
pain and a planned removal totreatth atpain th atwasnotc lassified asM D R reportable.24 7 H e
requested ad d itional informationfrom th e firm and expand ed h isreview.
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Th e E stablish mentInvestig ationR eportfrom th isinspec tioninc lud ed anObservationrelated to
several c omplaintsofperforationsand mig rations.24 8

“Observation 2: An MDR report was not submitted within 30 days of receiving or
otherwise becoming aware of information that reasonably suggests that a marketed device
has malfunctions and would be likely to cause or contribute to a death or serious injury if
the malfunction were to recur.”

Several exampleswere c ited ofd evic esinperitoneal c avity eith erasymptomatic orsymptomatic .
Th e investig atornoted 4 5 c omplaintsofperforation d uring h isreview, twoforperforation of
bowel, one bleed ing , anoth erh ad surg ery toremove insert. None were reported asM D R ’s.

Th e investig atornoted th atd uring d isc ussion“Mr. Edward Yu told me there was no evidence that
the micro-insert posed a risk to injury if it was in the peritoneal cavity.” M r.Yu supported h is
view with twoexamplesofperforation/mig rationofinsertsfrom c linic al stud ies, one patienth ad
anintra-abd ominal c oil for5 yearswith outc omplic ationand wh enth e oth erh ad th e c oil removed
from th e abd omenth e surg eonnoted noinflammatory reac tionofsurround ing tissue.24 9

Infac t, th e Ph ase II stud y publish ed by Kerin2003 d esc ribed a c ase ofperforationd iag nosed after
2 yearsofplac ement. Th e patientrequested th ath ermic ro-insertsbe removed aftera 6-month
h istory ofpaininh erpelvic reg ion, partic ularly onh errig h tsid e. D uring th e surg ic al proc ed ure
toremove th e d evic es, th e surg eonc onfirmed th e perforationwh ere one-th ird ofth e mic ro-insert
wasc oiled und erth e peritoneum justbelow th e rig h tuterotubal junc tion. Th e surg eonperformed
a bilateral c ornual surg ic al proc ed ure toremove th e c oils. Th e patient’s pain settled post-
operatively and sh e remained pain-free after18 month soffollow up. Th isinc id entd emonstrates
th atM r.Yu’sassessmentth atth ere isnoevid enc e ofany risk from a mic ro-insertinth e peritoneal
c avity wasalread y outd ated in2003 and substantially flawed . Th ispatientexperienc ed sixmonth s
ofpain, risksofanesth esia, and surg ic al treatmentoftwosec tionsofh eruterus.250 Th isexample
provid esevid enc e ofseriousinjury reportable toth e FD A , and a d evic e malfunc tionth atwould be
likely toc ause orc ontribute toatleastseriousinjury ifth e malfunc tionwere torec ur.

E d ward Yu latertestified inh isd eposition:

Q . B utbased on th isd oc ument, C onc eptusknew asof2004 th atan E ssure insertth at
perforatesa fallopiantube c ould attac h itselftoth e lowerbowel;c orrec t?

A . Inth isc ase itappearstobe th e fac t.251

Q . Sowere you aware d uring yourtime atC onc eptusth atasof2006, some auth orsh ad
publish ed inpeer-reviewed literature th atE ssure perforationsc anc ause c omplic ations
suc h ash emorrh ag e and bowel injuries?

A . Yes.252

Q . A nd d id you know atth e time (2006), you know, you were th e d irec torand vic e
presid ent ofreg ulatory and c linic al affairs, th at E ssure perforations c an c ause
c omplic ationssuc h ash emorrh ag e and bowel injuries?

A . Yes, th atth ere’sa possibility.253
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Q . Soeven as of2007 wh en ph ysic ians were reporting in publish ed literature th at
ph ysic ianssh ould be aware th atth ey sh ould notleave a d islod g ed implantin th e
abd omen, C onc eptuswastaking th e view th ataslong asanE ssure implantina patient’s
abd omenwasnotatth attime c ausing th em symptoms, th ey d id notneed toreportth at
asanM D R toth e FD A ;c orrec t? ....

A . Ifth ey were asymptomatic , yes, I th ink inth atc ase we would d oc umentth e c omplaint,
and but th at would not be reported as an M D R ifnosurg ic al intervention was
oc c urring .254

Q .Okay. D id you h ave anund erstand ing in2007 th atanE ssure implantth ath ad perforated
th e bowel c ould c ause peritonitisand sepsis?

A .Yes.255

Q . A nd it’snotjustth ata perforationmay require removal, it’sth at, you know, wh atth ese
c asesth atwe justwentoversh ow isth atifa perforationoc c ursina womanwh og ets
E ssure, itc an resultin one ofth ese ad verse events, peritonitis, sepsis, bowel injury,
bloating ofth e stomac h , and persistentpain, forexample. Th ose ad verse eventsc ould
h ave h appened ina patientwh orec eived E ssure;c orrec t? ...

A .Yes, itc ould h appen, buth ow likely ith appensisth e stand ard th at’sapplied . One of
th ese wasac tually reported asanM D R , th e oth eroneswere still reported toFD A .

Q . NotasM D R sth oug h ;c orrec t?
A . No.256

A lth oug h th e manufac turerh ad evid enc e ofsubstantial risk ofinjury posed by E ssure d evic es
being loc ated ina woman’speritoneal c avity, th ere wasnopolic y tofollow up with th e women
wh oreported suc h inc id entstod etermine wh eth erth ey were experienc ing anad verse event:

Q . Okay. A storeportsth atC onc eptusrec eived and B ayerrec eived th atreported eith era
perforationoranE ssure d evic e loc ated inth e woman’sabd ominal orpelvic c avity, but
d id notreportsymptomsora surg ic al intervention, wh atwasth e polic y orprac tic e at
th e c ompany tofollow up with th ose womentod etermine th eirh ealth outc omesover
time?

A . Th ere wasnota polic y inplac e reg ard ing th ose womeninth ose situationsth atwere
asymptomatic . B utonoc c asion, I believe th e c onversationwould be with th e ph ysic ian
orpatienttoletusknow ifanyth ing c h ang es, and th ey would letusknow.257

A review ofth ese fac tsd emonstratesth e substantial flawsinE d ward Yu’sstatementtoth e FD A
investig atorin2011 th atth ere wasnoevid enc e ofany risk from a mic ro-insertinth e peritoneal
c avity orth atreportsofth e misloc ated d evic esc onstituted mere ‘trivial impairmentord amag e.”

Th e investig atorexplained th atth e reasonh e found mic ro-insertsinperitoneal c avity likely tolead
toinjury wasbased onnumberofM D R ’sinth e firm’sd atabase inwh ic h intra-peritoneal loc ation
led toc omplic ation. M r.B ish op said h e d id notc onsid eraninsertfalling outofth e fallopiantube
tobe a be a malfunc tionbec ause itd oesnotinvolve malfunc tionofth e mic ro-insertitself. Th e
investig atorrespond ed th at
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“…because the micro-insert was designed to remain inside the fallopian tube. The coil
migrating to a different location represented the device not functioning as it was designed.
Mr. Edward Yu told me that there was no evidence that the micro-insert posed a risk of
injury if it was in the peritoneal cavity. … I said that the location of the micro-insert in
the abdominal cavity was the condition that led to intra-abdominal coil becoming
symptomatic in all cases in which an intra-abdominal coil had to be removed
surgically.”258

Th e investig atoralsonoted th atth ere were “41 complaints of perforation from July 12, 2010 to
December 10, 2010…”259

InJanuary of2011, M r.Yu emailed th e FD A asking fora few minutestotalk aboutth e topic of
th e perforation-reportability.260 Th e FD A respond ed th at th e M anufac turer’s request was
forward ed with inth e FD A toanemployee wh owould be inc ontac tsh ortly with a response.261

OnJanuary 20, 2011, E d ward Yu wrote toth e FD A inresponse toObservationsmad e inth e Form
4 83 from th e rec entinspec tion reg ard ing perforation c omplaints.262 Spec ific ally, in one ofth e
observations, th e FD A c ited five patientc omplaintsin wh ic h th ere oc c urred perforation ofth e
fallopian tube or uterus and th e E ssure d evic e was found in th e peritoneal c avity. Th e
M anufac turer’sreasoning fornotsubmitting M D R sforth ose eventswasbased inpartonth e fac t
th at“none of the cited complaints of micro-inserts being found in the peritoneal cavity resulted in
pain or other symptoms, the reports of the mislocated devices constitute mere ‘trivial impairment
or damage’ that does not rise to the level of a ‘serious injury.’”263

OnFebruary 8, 2011, th e FD A wrote toE d ward Yu.Th e response c learly d emonstratesth atth e
M anufac turer’sprac tic e d id notalig n with th e reportability requirementsSpec ific ally, th e FD A
stated :

“Regardless of whether the perforation is due to a malfunction of the device or due
to user error, a perforation would meet the definition of a serious injury, per 21
CFR 803.3, if medical or surgical intervention was necessitated to preclude
permanent impairment of a body function or permanent damage to a body
structure. For such events a serious injury MDR should be submitted to FDA, as
required by 21 CFR Part 803.50(a)(1).

A perforation would meet the definition of a reportable malfunction per 21 CFR
803.3, if the device malfunction were to recur. For such events, a malfunction
MDR should be submitted to FDA, as required by 21 CFR Part 803.50(a)(2).”

Th e firstparag raph c onfirmsth atperforationsand mig rationsassoc iated with symptomsand
resulting in proc ed urestoremove th e insertormed ic al treatmentforsymptom reliefmustbe
reported asM D R ’s.Th e sec ond parag raph c learly statesth ata perforationisa malfunc tionand
meetsth e M D R reporting requirementfor“has malfunctioned and this device or a similar device
that you market would be likely to cause or contribute to a death or serious injury, if the
malfunction were to recur.” Tog eth er, th ese statements c onfirm th at all perforations and
mig rationsmustbe reported toFD A reg ard lessofth e mec h anism ofoc c urrenc e, presenc e or
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absenc e of rec og nized symptoms, and intervention th at h as or h as not oc c urred . Th e
M anufac turer’slong stand ing polic y ofsystematic ally exc lud ing mig rationsand perforationsfrom
M D R reporting wasinviolationofFD A reg ulation.

Findings

Th e M anufac turer’spositiononth e reportability ofc omplaintsofperforationand mig rationwas
notsubstantiated by th e post-marketperformanc e ofth e E ssure d evic e, asth e c linic al summary
above ind ic ates. Itwasalsonotsupported by interac tionswith th e Food and D rug A d ministration
(FD A ). Th e M anufac turerproc eed ed with th eirfiling approac h fora numberofyearsc iting
informal c ommunic ation with FD A reg ard ing a small numberofspec ific c omplaintsand an
antic ipated d ec isionth atwasnotac tually issued until 2011. Th e letterFD A issued ultimately d id
notsupportth e M anufac turer’slong time position notreporting M D R ’sforall asymptomatic
perforationsand some symptomatic perforations/mig rationsaswell.

A sE d ward Yu testified :

Q . A re you aware ofanexplic itwrittenstatementby th e FD A th atapprovesyourprac tic e
ofnotreporting any instanc esofmic ro-insertsin a patient’sabd ominal c avity asan
M D R reportable event?

A . Th ere isnotanexplic itstatement....264

U nique reporting requirements d esc ribed and implemented by staffwere applied with out
d oc umentation in writing orproc ed ures. Th ere is noevid enc e available orprod uc ed d uring
inspec tionsth atth e FD A ag reed asymptomatic perforationswere notM D R -reportable.Th e failure
to c onsid er perforations M D R -reportable is a violation ofth e M anufac turer’s reg ulatory
oblig ationsand posesa sig nific antrisk topublic h ealth .

Manufacturer Failed to Meet Reporting Timeframes

Incorrect Interpretation of “Aware Date”

C onsistentwith M D R sc reening proc essesbased onexc lusions, th e M anufac turerroutinely beg an
th e M D R 30-d ay reporting timeframeswh en investig ationswere c ompleted and th e c omplaint
passed th e final exc lusionth resh old , rath erth anwh enth e c ompany rec eived firstnotic e ofevents.
Th e word s “… reasonably sug g ests… ” were implemented as meaning afterinvestig ation h as
c onfirmed th ata prod uc td efec toruse errorwasth e sourc e ofa reportable inc id ent.

In a power point presentation for stafftraining d ated November 21, 2013 (B ayer G lobal
Ph armac ovig ilanc e B PD -017 H and ling ofInc id entR eportsC h ang eswith V4 )Slid e # 10 d isc ussed
th e startd ate forM D R reporting :

“Clock start day 0: Company becomes aware of the information which constitutes a
reportable case. This may include the day a PTC investigation concludes a confirmed
possible defect or use error which could lead to serious injury.”265
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Th e same slid e alsonoted :

“Intervention: Planned/intended intervention does not make an event reportable (evidence
from F/U information required that intervention had been conducted) revisit wording
what is included as near-incident.”266

Th isd oc umentsth e prac tic e before and still in plac e d uring late 2013 ofstarting th e reporting
wind ow wh eninvestig ationwasc onc lud ed and a spec ific possible d efec torusererrorwh ic h c ould
lead toseriousinjury wasc onfirmed . Italsoc onfirmsth e polic y ofrequiring c onfirmation of
interventionsand d elaying reportability until interventionswere c ompleted .

OnJune 28, 2011, M ic h ael R ed d ic k, SeniorM anag erofProd uc tSurveillanc e, sentan email to
M ic h ael Voss, R eg lera, reg ard ing th e reporting ofA R -214 85-Z L36 towh ic h M ic h ael Voss
respond ed :

“I used Vincetta’s follow up date of 5/17/2011 here which puts this report past the 30-day
window. Unless you have some other argument for utilizing a different date. I’m not sure
how this was missed, we should discuss.”267

OnJune 30, 2011, M ic h ael R ed d ic k respond sc h ang ing th e aware d ate toth e d ay th e manufac turer
c onfirmed resolutionofpatientpainstating :

“I thought the MDR aware date should have been 6/15 since this was the day that we
confirmed resolution of patient symptom (pain). The 5/17 date was the date we confirmed
that a follow-up procedure was performed, but we didn’t (to my knowledge) know if the
“potential catheter piece” was the cause of the pain at that point. The way I read the notes,
it appears we confirmed the patient was asymptomatic on 6/15/11. Let me know if you
disagree.”268

R obertFeyerh erm, M anag er, Q uality C ontrol & Prod uc tSurveillanc e, testified toth isprac tic e
and h isund erstand ing ofth e aware d ate stating :

Q .A nd d oyou rec all wh attime limitationsyou were und er?
A .Onc e a med ic al d evic e manufac turerisaware th ata c omplaintisa reportable event, th en

th ey h ave 30 d ays.
Q . Soit’syourund erstand ing th atit’snot30 d aysfrom wh en th e c omplaintc omesin;

c orrec t?
A .Th at’sc orrec t.
Q .A nd wh otold you th at?
A .R eg ulatory affairs.269

Th e way th ispolic y wasapplied d id notc omply with th e reg ulation.M any reportable eventsh ad
enoug h informationprovid ed atfirstawarenesstoreasonably sug g estth ey were reportable and th e
30-d ay wind owssh ould h ave started onth e d ate ofinitial notic e.Th e M anufac turer’sprac tic e of
not c onsid ering reportability until investig ation was c ompleted , and all exc lusions h ad been
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overc ome, led tosubstantial d elaysinreporting ofth ese c ases, and oftenreporting neveroc c urred
bec ause c onfirmationwasnotad equately pursued orwasnotprovid ed forsome oth erreason.

Th e bestevid enc e ofth isisth e substantial c h ang e inth e numberofM D R reportswh enB ayer
assumed responsibility forsubmitting M D R reportsforE ssure and implemented th eirc orporate
prac tic e with initial sc reening and immed iate filing forknownreportable c omplaintsth atd id not
require outsid e ph ysic ianc onfirmationinlate 2013. Th e A d verse E ventsreported permonth
g lobally rose from 3.2 c asespermonth previously to55.0 c asespermonth onaverag e following
th e new proc ess.270

Disrupted investigation processes, documentation, and filing delays

M D R d oc umentation and investig ation ac tivitieswere d isrupted and d elayed by th e ong oing
c omplaintbac klog sand related proc essissues. In ad d ition, Prod uc tSurveillanc e h asd iffic ulty
trac king ac tion requests, following up in a timely and c onsistent manner wh en ad d itional
informationwasneed ed , rec ord ing th eirac tivitiesrelated toinformationg ath ering and assessment,
and d oc umenting justific ationford ec isions. E mployee statementsind ic ate th atnoone c ould tell
month slaterwh eth erornotanM D R h ad beenfiled . Some statementsand testimony reg ard ing
th isong oing bac klog inc lud e:

A February 8, 2009 email from R ac h elle.A c una-Narvaez, R eg ulatory A ffairsM anag er, to
R ob M c C arth y, OperationsD irec tor, Q E , Q A , seeking an upd ate on 7 possible M D R
reportsd ue forfiling , c an’tevenloc ate some ofth e forms:“Rob - please note that I have
not received a single AR that needs to be filed as an MDR from Mia or Nya -- I fear that
some may have slipped through the cracks!” and sh e inc lud essevenM ed watc h numbers
sh e need sA R ’sand investig ationsonand h ig h lig h tsth ree A R ’ssh e need sc ompleted by
Prod uc tSurveillanc e inc lud ing one th atisoverd ue.271

A n A ug ust3, 2009 email from G ilbertPinzon, Temp employee, toR ac h elle A c una-
Narvaez, R eg ulatory A ffairsM anag er, reg ard ing M D R notfiled fortwoyears:“This might
be a reportable event that has been overlooked. Please read the description… It's an AR
from 2007 and it is an ESS205 device.”272 OnA ug ust4 , 2009 sh e respond s:“Thanks for
your email! I agree with your assessment, this should have been reported…”273

A D ec ember1, 2009 email from M s. Sh irley R eid with th e subjec tline “Unresolved
Complaints Please provid e status”toLaura C asas, M ed ic al A ffairsLiason, 274 “Laura, I
have four AR's without information in CRM, on HSG List, MDR log or in
Correspondence e-mail. (Two have dates November 2008 in parentheses).”275

C omplianc e with c omplaintinvestig ationofpotentially reportable inc id entsc ontinued to
be anong oing issue in2011. A ninternal aud itofProd uc tSurveillanc e onM ay 17, 2011 –
June 6, 2011 mad e th e following observation:

“There is no evidence to show that adequate efforts were made to follow-up with
patients/physicians on several complaints that appear to have been reportable
events… One cite (AR-19488-6GFD) noted e-mail sent to patient on 1/5/11, no
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response from patient on 5/4/11- no evidence to show communication between
1/5/11 and 5/4/11.”276

Th e NSA I Non-C onformity R eport issued on June 25, 2014 for aud it ofth e
manufac turer’sfac ilitiesc iting a c ause ofth e nonc onformity tobe th at:

“The Bayer global procedure BPD-SOP-017 ‘Handling of Incident Reports’ was
inadequate in that vigilance reports were not reviewed for completeness prior to
submission to National Competent Authorities and the procedure did not specify
the processes to ensure the fields on the form are properly populated according to
the product specific information.” 277

IX. REVIEW OF EXAMPLES FROM COMPLAINT/MDR STUDY

M ic h ael R ed d ic k, SeniorM anag erofProd uc tSurveillanc e, testified ina personmostqualified
(“PM Q ”)d epositiononbeh alfofth e manufac tureronOc tober18, 2018.Plaintiff’sc ounsel
presented M r.R ed d ic k with 27 spec ific c omplaintfilesth atwere maintained by C onc eptus,
Inc orporated .M r.R ed d ic k reviewed all ofth ese c omplaintsand polic ies/proc ed uresth atwere in
plac e atth e time th ese rec ord swere c reated inpreparationforth isd eposition.

I h ave c ompiled and reviewed th e 6 c omplaintfilesth atM r.R ed d ic k testified toinh isPM Q
d eposition. Th e ind ivid ual c omplaintinformation, M r.R ed d ic k’stestimony, and my find ing s
and opinionsare summarized below.

AR # Type/Date of
Complaint

PMQ Deposition
Testimony

Kimber Richter Review

A R -
19 522-
NC 57

C omplaint17871-7S0R
wasanearlierc omplaint
and M D R forth ispatient
with painand d evic e in
uterus, removed .
M ed W atc h 2010-00067.

New c omplaintrec eived
forsame patient
12/23/2010 patient
experienc ed pain
following plac ementof
new/sec ond E ssure
d evic e, 2 weeks,
persistently g otten
worse. Patientis
miserable with stabbing
pain, expec ted implant
removal.278 C ase opened
1/4 /2011, notified

U nsure wh y initial
assessmentwasnoM D R ,
unsure wh y informationis
missing from file, unsure
wh y R eg ulatory mad e
d ec isiontofile asfollow-up
tofirstM D R (infonotin
file).H e c onsid ersreport
d ate with inreg ulations
bec ause c loc k startswh en
investig ationisc omplete
and informationc onfirms
th e c ase isreportable.

M ic h ael R ed d ic k testified :

“W ell, I c antell you wh at
th e reg ulationsrequire.
A nd itisth e way th e FD A
setth atup. Th ey wantyou

Filesand d epositionreflec tnon-
c omplianc e with 21 C FR
820.19 8, 803.50, 803.52, 803.10.

-Sig nific antinformation
missing from files, lac k of
follow up toobtainsupporting
d oc uments, inad equate or
inc orrec tM ed W atc h c ontent.

-Violationfiling asfollow-up
instead ofnew M D R required
ford ifferentd evic es.New
M D R filing wasappropriate
sinc e new d evic e was
implanted and espec ially sinc e
symptomswere assoc iated
with insertionofnew d evic e.
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1/5/2011 th atimplant
removal wasc ompleted
and tubesremoved .
M D R filed 2/3/2011 as
follow-up toinitial
report.

toreportwith in30 d aysof
you rec eiving information
wh ic h ind ic atesth atyou
need toreportth e c ase.”279

- ViolationofM D R reporting
timeframe:

a. B ayerrepresentative
failstoc onsid erth e
reg ulationword ing
“reasonably sug g ests”
and “may h ave c aused
orc ontributed to”21
C FR 803.50(a).

b. Initial informationwas
suffic ienttoreasonably
sug g estreportability on
D ec ember23, 2010.

c . C onfirmationofd evic e
removal wasrec eived
January 5, 2011 one d ay
afterc ase opened .

D elay insubmitting report
beyond 30 d aysfrom initial
notic e ofc omplaintwas
unnec essary and non-c ompliant.

A R -
19 720-
G 65V

Firstnotic e 1/12/2011
C omplaintopened
1/13/2011 d ate c losed
3/14 /2011
R ig h tsid e perforation,
d evic e outsid e tube at
H SG , patient
asymptomatic no
intervention. D r.h ad
justrec eived resultsand
h ad nottalked topatient
yet.

M ic h ael R ed d ic k testified
astowh y noM D R was
reported :

“B utC onc eptush ad an
ag reementand h ad rec eived
g uid anc e from FD A th atall
perforationsac tually were
reported toFD A . Soeven
th oug h th isc ase would not
h ave resulted ina 30-d ay
reporttoFD A , th isc ase
would h ave beeninc lud ed
inanannual report, annual
summary reportth atwas
submitted . A nd itwould
c ontainall perforations,
reg ard lessofwh eth erth ey
metth e 30-d ay requirement
ornot." 280

Filesand d epositionreflec tnon-
c omplianc e with 21 C FR
820.19 8, 803.50

-Sig nific antinformation
missing from files, lac k of
follow up toobtainad d itional
informationand supporting
d oc uments, missing
reportability assessment, root
c ause id entific ation.

-ViolationofM D R reporting :
a. B ayermis-representsth e

FD A M D R reporting
reg ulationand
instruc tionsfrom FD A .
A ll perforationsmeet
c riteria forreporting as
30-d ay events. B ased on
my read ing , FD A
expec ted asymptomatic
eventstobe reported as
malfunc tions.
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b. Th e ag enc y h ad
auth ority tog rant
permissionforth e firm
tosubmitsome orall
perforationsinannual
M D R summariesasa
c onvenienc e, butth at
d oesnotind ic ate th ose
eventsd on’tmeet
reporting c riteria.Th ere
isnoevid enc e th atan
approval forannual
summary reporting was
everg ranted .281

c . Th ere wasnevera
reg ulatory option to
submitperforation
informationinth e PM A
annual reportsinstead of
filing M D R ’s, asletters
from FD A ind ic ate.282

283 Th e c ond itionsof
approval provid ed with
th e PM A approval
ord er284 and th e letter
from D r.C orrad o(FD A )
toth e firm alsomake it
c learth atPM A annual
reporting c annottake th e
plac e ofM D R
reporting .285 Ifth e B ayer
representative is
sug g esting th atth e
M anufac turer
intend ed /used PM A
annual reporting asan
alternative toM D R 30-
d ay reporting th atis
inappropriate and a
violationof21 C FR
803.50.

d . IfB ayerissug g esting
th e M anufac turer
intend ed PM A annual
reporting asan
alternative toM D R 30-
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d ay reporting , th atis
inappropriate and a
violationof21 C FR
803.50

M r.Sinc lair’sresponseson
M arc h 30 and M ay 28 of2004
afterFD A notified th e
M anufac turerth atperforations
mustbe submitted asM D R ’s
(February 10 and M ay 3, 2004 )
provid ed th e reasonsh e
d isag reed with th e reporting
requirement, butth ere wasno
ind ic ationh e th oug h t
submission inth e PM A annual
reportabsolved th e firm of
responsibility forM D R
reporting und er21 C FR 803.If
h e h eld th atinc orrec tview
orig inally, th e initial letters
from FD A in2004 informed
h im oth erwise.Th e id ea th ata
PM A annual reporteliminated
th e need forM D R reporting
wasnotsug g ested inoth er
d oc umentsfrom th e
M anufac turerreviewed eith er.

A R -
19 736-
6J6Z

Implantd ate 7/7/2010,
firstc ontac t1/12/2011,
c omplaintopened
1/13/2011, follow-up
attempted 2/11/2011,
talked tonurse inan
Ob/G ynoffic e on
2/22/2011 wh owasn’t
able toprovid e
information, c losed .

Patientreac h ed c all
c enterreporting pain
with implantationd own
rig h tleg and
intermittently sinc e,
c onstantpelvic pain,

M ic h ael R ed d ic k, testifying
asth e M anufac turer’s
R epresentative, ind ic ated
th e manufac turerwould not
ac c eptinformationfrom
patienteventoprioritize th e
investig ationorwalk
th roug h initial d ec isiontree
until follow-up information
wasg ath ered .

Th e manufac turerrequires
“some type of
c onfirmation.”Th ey are
“looking forsome type of
ind ic ationth atth ere h as
beenmed ic al intervention

Filesand d epositionreflec tnon-
c omplianc e with 21 C FR
820.19 8, 803.50, 803.10, and
803.17(a)(2).

a. Sig nific antinformation
missing from files,
failure toinvestig ate, no
d oc umented attemptto
c ontac tanyone with
knowled g e ofissue. No
orinad equate attempts
tofollow-up with
patient. Lac k ofM D R
reporting d ec ision
informationand missing
non-reporting rationale.
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c onfirmed allerg y to
E ssure materialstested
by allerg ist, frequent
h eavy period s, d evic e
mig rationintouterus,
h ysterec tomy planned .

Firm spoke with a nurse
wh od id notknow/c ould
notprovid e information
aboutallerg y and said
d oc tord id notplantod o
th e removal. Noattempt
tofollow up with
allerg istoroth erOb/G yn
wh omig h tbe d oing th e
surg ery, noind ic ationof
furth erc onversationwith
patient.

orth e nec essity forth at.”
286

W h enasked “ D oyou
believe th atth isc omplaint
was appropriately
investig ated and
appropriately notreported
toth e FD A … based onth e
informationth at'spresentin
th isfile? D id th ey d oth e
rig h tth ing ? “

M ic h ael R ed d ic k testified
“I believe th ey d id .”287

b. R ec ord wasc lassified as
allerg y, many symptoms
reported . Investig ator
notesstate:“Painand
allerg y c ould notbe
c onfirmed , th erefore no
M D R sh ould be filed ”.

-Violation – Failure toR eport
M D R and Failure toR eport
inrequired Timeframe

a. Initial informationwas
suffic ienttoreasonably
sug g estd evic e met
reportability
requirementsonJanuary
12, 2012.

b. U nwilling nesstoreport
based oninformation
from patient(E xc lusion
#10 above)was
inappropriate and
violated th e reg ulation.

c . Failure toc onsid er
reporting wh eninitial
information“reasonably
sug g eststh ata d evic e
may h ave c aused or
c ontributed to” with out
c onfirmationth atd evic e
c aused symptoms
(E xc lusion#3 above)
th atintervention
oc c urred (E xc lusion#1
above), and intervention
wasmed ic ally nec essary
(E xc lusion#2 above).
Th ese exc lusionsfrom
reporting c onsid eration
violate th e M D R
reg ulation.

d . Th e firm d id not
investig ate and try to
obtaininformationto
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inform th e reporting
d ec ision(asrequired in
21 C FR 820.19 8 and
803)oroverc ome th ese
exc lusions. Instead , th e
file wasc losed and
M D R reporting was
prevented . Th iswas
espec ially inappropriate
wh eninitial patient
c ontac th ad ad d ressed
eac h ofth ese fac tors.

e. Non-c omplaintd elay in
initial follow-up based
onc omplaintand M D R
timelinessrequirements.
Th irty d aysbefore
attempting toreac h out
and 4 1 d aystofollow-up
c ontac t(with no
information)isalsoan
inappropriate d elay in
follow-up from a
c linic al perspec tive for
reportofallerg y to
prod uc tc ontentwith
sig nific antsymptoms
and painasd esc ribed .

-Violationof21 C FR
803.17(a)(2)

a. R eg ulationrequires
implementing a
stand ard ized review
proc essorproc ed ure for
d etermining wh enanevent
meetsth e c riteria for
reporting ,

b. D ec isionnottoreportan
M D R forth iseventisvery
inc onsistentwith th e
reporting d ec isionfor
anoth erc omplaint(A R -
2084 7-Z 9 M H )based on
informationfrom filesand
d epositionind ic ating th is
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file h assimilar/equivalent
ormore substantial
symptomsand wash and led
by th e same Prod uc t
Surveillanc e staffperson
d uring th e same time
period .

A R -
20670-
SW FF

Implantd ate 6/4 /2009 ,
firstc ontac t3/4 /2011,
c omplaintopened
3/8/2011, ad d itional
information
3/10/2011 and furth er
informationon
4 /12/2011.
M D R filed 4 /26/2011,
6/30/2011 d ec isiontree
revised tosh ow M D R
need ed .

Ph ysic ianreported to
salesrepresentative th at
internal med ic ine d oc tor
saw patientforpelvic
painand d iag nosed
perforation, d evic e in
abd ominal c avity based
onC T and X -ray.
Follow-up note c onfirms
informationand planfor
d evic e removal.

M ic h ael R ed d ic k testified :

Q :A pril 18, sosixd ays
after… th e subsequent
reporth ad c ome from th e
d oc tor.A nd you said you
would like tog et
c onfirmationfrom th e
ph ysic ianonth isc ase, i.e.,
d id removal oc c ur, d id
symptomsresolve, d id
ph ysic ianfeel E ssure
removal wasnec essary -
med ic ally nec essary.D o
you see th at? A nswer:
Yes.

Q . A nd are th ose some of
th e questionsth atyou, as
you were working in
c omplainth and ling
… believe need ed tobe
answered before a d ec ision
onwh eth ertofile anM D R
c ould be mad e?

A . Th ose were some ofth e
questions, justasa stand ard
rule, we would alwaysask.
Sojusttrying tog etas
muc h informationaswe
c ould .288

Filesand d epositionreflec tnon-
c omplianc e with 21 C FR
820.19 8, 803.50, 803.10

File very inc omplete, c omplaint
h and ling rec ord smissing
(appearstobe emailsonly),
th ere isnoinvestig ation
information, missing reporting
d ec isioninformationand M D R
rec ord sornon-reportable
rationale.

- M D R R eporting D ec ision

a. Initial informationwas
suffic ienttoreasonably
sug g estth e d evic e met
reportability
requirementsonM arc h
4 , 2011.

b. B ayerd eposition
ind ic atesProd uc t
Surveillanc e manag er
wasunwilling tosubmit
reportevenafterfollow
up c onfirmationof
initial information,
wanting ad d itional
c onfirmationth at
interventionh ad been
c ompleted (E xc lusion#1
above), and intervention
wasmed ic ally nec essary
(E xc lusion#2 above),
and symptomsh ad
resolved (E xc lusion#4
above).
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-ViolationofM D R R eporting
Timeframe
a. Initial informationwas

suffic ienttoreasonably
sug g estd evic e met
reportability c riteria so30-
d ay reporting wind ow
sh ould h ave beg unon
M arc h 4 , 2011. M D R
apparently reported A pril
26, 2011 about22 d ays
overd ue.

b. Inth isc ase, R eg lera
representative M ic h ael
Vossrec ommend ed filing
M D R with outfurth er
d elay and th e M D R report
wasjusta few more d ays
d elayed butstill submitted
afterth e 30-d ay required
timeframe.289

A R -
2084 7-
Z 9 M H

Firstc ontac t3/15/2011
C omplaintopen
3/16/2011 Implantd ate
6/7/2007 Inc id entd ate
3/15/2011 M D R reported
4 /6/2012 A llerg y, pain,
multiple tripstoE R
C omplaintinvestig ation
c ompleted June 14 .

W omanc alled intoc all
c enter3/15/2011 , said
sh e h ad nic kel allerg y
and wasnotinformed
E ssure h ad nic kel init,
sh e wasinquiring about
a c lassac tionlawsuit.
Investig ator’snote infile
says“C alled patienton
3/17, 4 /7 and , 5/4 and
6/10 2011. M essag es
were leftand no
responseswere
rec eived … ”29 0

Th isfile h ad a lawsuitac c t
referenc ed and th e initial
c ontac treportwasc opied to
seniormanag ersE d Yu and
G reg Lic h tward t.

B ayerrepresentative
ac knowled g esth ere isless
information/lessserious
symptomsd esc ribed th anin
previousc omplaintwith
allerg y patientreported and
more pain. B ayer
representative c an’texplain
wh y informationabout
follow-up with patientin
M ed W atc h form isn’tin
c omplaintfile. Initial
d ec isiontree forth is
c omplaintwasnoM D R ,
d oesn’tknow and c an’ttell
from file wh y d ec isionwas
mad e tofile M D R . Initial
informationmeetsseveral

Filesand d epositionreflec tnon-
c omplianc e with 21 C FR
820.19 8, 803.50, 803.52, 803.10,
and 803.17(a)(2).

-Sig nific antinformation
missing from files, lac k of
follow up toobtainad d itional
informationand supporting
d oc uments, missing
reportability assessmentand
d ec isionfiles, inad equate
M D R spec ific investig ation,
rootc ause id entific ationand
c onc lusions. Inc onsistent
c ontentbetweenfilesand
M D R submission. M D R
rec ord filed inc orrec tly
somewh ere oth erth anfile.

-Violationof21 C FR
803.17(a)(2)
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H owever, M D R report
states:
“Follow up c allsto
patienttoobtain
ad d itional information
wh ic h wasprovid ed on
4 /13/11.”29 1

Patientsaysh erd oc tor
rec ommend sremoval,
butc an’tafford itand
h asc h osentolive with
pain.W on’tprovid e
ph ysic ian’sname. Says
symptomsare pain
d uring ovulationand
bod y ac h es.G one toE R
4 -5 times, nofollow up
toallerg istbutknows
sh e h asallerg y d ue to
breaking outwith
earring sand c h eap
jewelry, inh erited allerg y
from moth erand
g rand moth er.

offirm’sreporting
exc lusionsused d uring th is
time period foroth er
c omplaintsinc lud ing
patientreport, noph ysic ian
c onfirmationofsymptoms,
noc onfirmationofd evic e
c ause, noind ic ationof
interventionplanned or
performed , noc onfirmation
ofallerg y reported .B ayer
R epresentative c annot
explaind ifferenc e in
reporting d ec isionvs.
A R 19 736-6J6Z above
h and led by same Prod uc t
Surveillanc e staffperson, at
same time period , with
similarsymptomsand
d ifferentc onc lusion.

a. R eg ulationrequires
implementing a
stand ard ized review
proc essorproc ed ure for
d etermining wh enanevent
meetsth e c riteria for
reporting ,

b. D ec isiontoreportanM D R
forth iseventisvery
inc onsistentwith reporting
d ec isionsforoth er
c omplaintsbased onwh at
th e file ind ic atesare
similar/equivalentorless
substantial symptomsfor
th isc ase th anoth erfiles
inc lud ing A R 19 736-6J6Z .

Note - Th isM D R filing
sug g eststh atsenior
manag ementwh owere
overseeing th isc ase, and
SeniorProd uc t
Surveillanc e M anag er
M ic h ael R ed d ic k, wh o
approved th e d ec ision,
und erstood th e appropriate
M D R reporting th resh old s
and were able toapply
th em appropriately wh ena
c ase wasflag g ed forlikely
external leg al involvement.

-ViolationofM D R reporting
timeframe

Initial c ontac t3/15/2011. M D R
submitted 4 /26/2011.

A R -
34 630-
P2B 7

Inc id entd ate 11/5/2010
Firstc ontac t4 /9 /2013,
file referstoexpulsion
butph ysic ianalsorefers
tobleed ing with ablation
in4 /29 /2013 summary.
H SG sh owed c oils
c orrec tly intubes

M ic h ael R ed d ic k, testifying
onbeh alfofth e
manufac turer’spolic ies,
ag reesth atc oilsc oming out
intouterus“… mig h tbe
c onsid ered tobe a
malfunc tion.”29 2

Files, c omplaintc h artfrom
experts, and d epositionreflec t
non-c omplianc e with 21 C FR
820.19 8, 803.50, 803.52.

-Sig nific antinformation
missing from files, lac k of
follow up toobtainad d itional
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2/10/2011 and at
ablationph ysic iansaw
c oilsh ang ing outinto
uterus.

Noevid enc e ofM D R
reporting .

A g reesth atprobable
c ause/rootc ause analysis
listsinformationfrom IFU
notrelevanttoth e c ase.29 3

Th ere isnoevid enc e of
follow-up aboutad d itional
mod ified H SG sug g ested
by firm’smed ic al liaisonto
d etermine ifd evic e isstill
func tional asc ontrac eption.

informationand supporting
d oc uments, lac k ofevid enc e
ford ue d ilig enc e, probable
c ause/rootc ause analysis
lifted from IFU and not
relevanttoc ase,
missing /inad equate
reportability assessmentand
d ec isionfiles. inad equate.
D ec isiontree sh owed no
injury ormalfunc tiond espite
expulsion.

-Failure torec og nize and
pursue ad d itional sig nific ant
issue – bleed ing – treated with
ablationbased onph ysic ian
information.(C onsistentwith
firm’sreporting E xc lusion #
9 above)

-ViolationofM D R R eporting
R equirementsand Timeframe

a.A pparently noM D R reported
b.Informationknown
4 /29 /2013 orearlierwas
suffic ienttoreasonably sug g est
d evic e metreportability c riteria
based onbleed ing with
proc ed ural intervention
(ablation)and noinformation
from follow-up th atitwasn’t
d evic e related .

Note: A nswersth roug h outth e d eposition d emonstrate a very limited spec ific interpretation of
C omplaint and M D R reporting reg ulations. Forexample, th e M anufac turer’s representative
c onsistently c ited intervention forserious injuries as th e only justific ation forM D R filing .
H owever, th e reg ulation 21 C FR 803.3(w) provid estwooth eroptions– islife-th reatening , or
permanentimpairmentord amag e with nomentionofintervention, aswell asth e malfunc tionwith
risk topatientsfrom future use d esc ribed . 21 C FR 803.50. Th e M anufac turer’srepresentative
repeated ly d esc ribesrequirementfor“c onfirmed ” c ond itionsrath erth an “reasonably sug g ests”
and “may h ave c aused or c ontributed to”. D espite repeated questions, th e representative
ac knowled g es no timeliness requirements in reg ulation for c omplaint and M D R
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h and ling /investig ationac tivitiesexc eptth e 30-d ay reporting wind ow. H e alsoreferenc esc ompany
proc ed ureswh ic h h e notesh ave nospec ific timeline.29 4

Many Reportable Events Related to Essure Use Were Never Submitted to FDA

A pproximately th ree month s after th e ac quisition ofC onc eptus in 2013, B ayer assumed
responsibility forM D R reporting d ec isionsand filing forE ssure, alig ning th e proc esswith B ayer
c orporate prac tic es. W h en initial information was suffic ient tod etermine th at reporting was
nec essary, B ayermad e th e reporting d ec isionimmed iately and filed th e reportwith in30 d aysof
initial notic e aboutth e event, inc lud ing wh ateversupporting information wasobtained from
investig ationd uring th attime.

M r.M c C arth y and M r.R ed d ic k expressed c onc ernaboutth isc h ang e, ind ic ating th ey expec ted to
see sig nific ant inc reases in th e numberofM D R ’s reported . Sh aw Lamberson respond ed on
Oc tober 22, 2013 th at th e only d ifferenc e was th ey would now proc eed with out med ic al
c onfirmationfrom anM D and file th e M D R ifitmetB ayerc riteria.29 5

Inanemail d ated A pril 22, 2014 , R obertM c C arth y pred ic ted th atth isc h ang e inM D R prac tic e for
E ssure would inc rease th e numberofM D R reportsto120/month .29 6 Th issug g estskeenawareness
ofth e sig nific antand systematic und erreporting oc c urring d ue toth e reporting prac tic esinstituted
by M r.Sinc lair, M r.M c C arth y, and M r.R ed d ic k.

OnD ec ember21, 2015 M r.B ish op sentanemail toM r.R ed d ic k and M r.M c C arth y ind ic ating
th atd uring th e last15 month sth atM r.R ed d ic k mad e reporting d ec isionsth ere were 4 8 c ase filed
(3.2 c asesfiled permonth insome c ountry). Following th e new proc essth ere were 1155 c ases
reported d uring th e next21 month s(55.0 c asespermonth ). M r.B ish op noted “A greater than 17
times increase in filed complaints.”29 7

Oth erexpertsh ave reviewed th e E ssure c omplaintand M D R reporting proc essesand filesind etail,
and d etermined th e likely extentand sig nific anc e ofund er-reporting th atoc c urred .I c onc urwith
th eirfind ing s.29 8
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Year

Quantity

of

Complaints

that

should

have been

reported

as Initial

MDRs in

Sample Set

but were

not

Number of

complaints

reviewed

in Sample

Set

% of

complaints

reviewed

that

should

have been

reported

(Sample

Set)

Lower 95%

Confidence

Interval

Upper 95%

Confidence

Interval

Quantity

of

Complaints

with

Aware

Dates in

Total

Population

Upper

Confidence

Interval

Extrapolated

Quantity of

complaints

that should

have been

Reported

Lower

Confidence

Interval

2002 4 86 5% N /A N /A 86 4 4 4

2003 66 392 17% 13.30% 20.92% 448 60 75 94

2004 54 392 14% 10.50% 17.59% 672 71 93 118

2005 66 392 17% 13.30% 20.92% 813 108 137 170

2006 138 392 35% 30.50% 40.16% 1,748 533 615 702

2007 39 392 10% 7.20% 13.35% 1,167 84 116 156

2008 90 392 23% 18.90% 27.45% 1,301 246 299 357

2009 64 392 16% 12.80% 20.36% 2,398 307 392 488

2010 53 392 14% 10.30% 17.31% 3,645 375 493 631

2011 30 392 8% 5.20% 10.75% 4,351 226 333 468

2012 43 392 11% 8.10% 14.49% 4,735 384 519 686

2013 46 392 12% 8.70% 15.34% 4,338 377 509 665

2014 127 392 32% 27.80% 37.28% 3,228 897 1,046 1203

2015 154 392 39% 34.40% 44.31% 5,840 2009 2,294 2588

T otal 974 5182 19% 17.70% 19.89% 34,770 6,154 6,535 6,916

Itismy expertopinion, based on experienc e in med ic al d evic e firmsand FD A , aswell asth e
d oc umentsreviewed , th atth e estimate th ey h ave offered isc onservative, and und er-reporting of
M D R ’sby th e M anufac turermay h ave been even more sig nific ant. R easonsI h old th isview
inc lud e:

 Th ere was nod irec t avenue for rec eiving c onc erns from patients after E ssure was
implanted , and patientc allswere notc aptured asc omplaintsforth e firstseveral years.

 Th e inc rease innumberofM D R reportsafterB ayerinstituted c h ang es(17-fold )sug g ests
th atund er-reporting ofM D R ’spriorto2013 c ould h ave beeng reaterth anestimated .

 Firmswith th e c omplianc e issuesth atC onc eptusd emonstrated with proc ed ures, training ,
und erstaffing , investig ation, and d oc umentationoftenh ave g apsing ath ering and retaining
informationth atc ould h ave d ec reased th e numberofc omplaintsavailable yearslaterand
th e c ontentwith impac tonreportability.

 Key manag erswith th e mostknowled g e ofC onc eptusreporting prac tic esexpec ted th e
M D R numberstorise evenmore th an17-fold with th e c h ang esin2013, sug g esting th ey
may h ave believed und er-reporting wasvery substantial.

Th e estimate ind ic atesth atth ere were several h und red removalsofimplantsand oth erserious
eventsknowntoth e firm and notreported by th e year2005-2006, perh apsfive timesth e number
ac tually filed . Itisreasonable toexpec tth atifth ese ad d itional sig nific anteventsh ad beenreported
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toFD A , th e ag enc y would h ave takenac tionatth attime, likely inc lud ing patientand ph ysic ian
labeling c h ang es. Th isissupported by th e promptac tiontaken following th e firstPM A annual
reportwh en th e FD A senttwolettersin follow-up tojustfourreportsofperforationswith out
c atastroph ic outc omes.29 9 300 Inad d ition, th isprod uc twasnovel and served a sig nific antpublic
h ealth need , making ita priority forFD A ong oing oversig h t.

The Manufacturer Failed to Report MDRs Regarding Incidents/Near Incidents Determined
from Legacy Data

U pon merg ing systems, B ayerh ad a d iffic ulttime d isc erning th e d ifferenc esin reportability
c riteria. Th e C onc eptus-era c aseswere reviewed by th e Ph armac ovig ilanc e d epartmenttoc larify
“a discrepancy has been observed over the last months between Near-/Incident assessment in GPV
Single Case Processing and the decisions of reportability made by the US MDR Review
Committee.”301

Forexample, onOc tober28, 2013, C ibele R ud g e, G lobal Ph armac ovig ilanc e H ead ofSing le C ase
Proc essing , emailed Ilona W eltrowski, Prod uc tTec h nic al C omplaintsand D evic e Vig ilanc e, with
th e email subjec t being ‘E ssure leg ac y d ata-d ifferenc es’. In th is email C ibele R ud g e pulls
examplesofc omplaintfiles“checking the differences in terms of reportability (definition of
incident criteria) of Bayer and Conceptus understanding” stating :

“I’d say that the majority would be surgical removal of device; perforation in procedural
related and embedment with surgical intervention (BUT NOT LIFE-THREATENING);
miscarriage; Device ineffective + device removal and tubal ligation: In all cases below,
Conceptus did not report such cases. In my POV, these are reportable cases.”302

C ibele R ud g e testified th atth e manufac turer, infac t, d id notreportth ese leg ac y c asestoth e FD A :

Q .W h atI wanttoask -- maybe you've answered my question, maybe you won'tknow th is.
D oyou know wh eth erB ayerwentbac k and reported all 589 C onc eptusLeg ac y c ases
th atyou h ad id entified asinc id entstoth e FD A inanM D R ?

A .Tomy knowled g e, we h ave assessed th e benefit-risk toc h ec k ifth ere were any safety
sig nals, any c h ang e inth e safety profile ofth e prod uc t, and th ere wasnoc h ang e toth e
safety profile. A nd th en th e d ec ision was taken in not g oing bac k and reporting ,
butc onsid ering th at th ere was a d ifferent c ompany in assessing a d ifferent
way.Soth ere was-- th e d ec isionwasnottog obac k and reportasind ivid ual c ases.

Q .Okay.Soth e answeris, no, B ayerd id notg obac k and ensure th atall 589 inc id entsfrom
th e C onc eptusLeg ac y d atabase th atwasid entified by yourd epartmentwere ac tually
filed with th e FD A asM D R s;isth atrig h t?

A .A g ain, we h ave reviewed everyth ing . W e h ave respec tth e d ec ision taken by
th e previousc ompany.

Q .Soyou d id n'treportth em und eryour-- h ere'swh atI'm trying –
A .W e h ave revised th e c ases, and we feltth atth ere isnoc h ang e inth e safety profile of

th e d rug , and th e d ec isionwastakennottoreportbac k, buttorespec tth e d ec isionand
th e proc essinplac e atth attime by th e previousc ompany.303
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Th e failure ofth e M anufac turertosubmitinc id ents/nearinc id entsth atwere id entified asreportable
toFD A from any h istoric d ata review isirresponsible, ac tually neg lig entreg ard ing patienth ealth
and safety, and violative - itd oesnotc omply with FD A reg ulations(unlessth e firm requested and
rec eived a formal exemption). Th e purpose ofth e “bec ome aware” 30-d ay reporting wind ow in
21 C FR 803.50 istoac c ommod ate justsuc h situations. Th e d ec ision nottofile known leg ac y
reportable eventssh ould alsofail toc omply with c ompany proc ed ures.

C h oosing not tofile known leg ac y M D R ’s alsoviolates of21 C FR 820.20 M anag ement
R esponsibility and failsc orporate responsibility. Itvalid atesand ind irec tly c ond onesprevious
inappropriate prac tic es. Itsend sa very h armful messag e tostaffand manag ementinvolved inboth
th e orig inal d ec isionsand th e file review. Italsooverlooksanobvioussig nal ofseriousreg ulatory
g apsth atwentwell beyond M D R reporting and sh ould h ave been investig ated and ad d ressed
th roug h immed iate ac tionsinc lud ing : in d epth review ofall c omplaint and M D R proc esses,
proc ed uresand rec ord s;review ofall risk manag ementand appropriate quality prac tic es;training ;
substantial proc ed ure upd ates;and immed iate c h ang esinkey manag ementand staffsappropriate,
beyond th e sc ope ofM D R reporting .Tobe effec tive, th e reviewsand training sh ould h ave been
c ond uc ted by anoutsid e c onsultantorg roup with substantial med ic al d evic e experienc e. M ostof
th ese ac tionsare stepsth atFD A would look forand evenrec ommend orrequire wh ena med ic al
d evic e firm need stoad d resssig nific antissueswith reg ulatory c omplianc e inth e quality, c omplaint
orM D R areas.

Th e fed eral reg ulationsand th e manufac turer’sinternal SOPsare inplac e toprotec tth e public and
ensure th atmed ic al d evic eson th e marketremain safe. FD A reporting reg ulationsserve an
essential purpose non-c omplianc e c annotbe justified by sc ientific orc linic al views, potential
benefitstobusiness, c onc ernaboutpublic med ia perc eption, orth reatsoflitig ation.304

X. RISK MANAGEMENT

Findings

Strong risk manag ementproc essesare essential toassure safe and effec tive med ic al d evic es. Th e
E ssure risk manag ementprog ram wasseriously flawed and notc ompliantwith FD A requirements.
Potential safety issuesand failure mod eswere notid entified and inc orporated intoc omplaint
h and ling , investig ation, and M D R reportability proc ed uresand ac tivities. Th ese would normally
be used tog uid e h ow manufac turers org anize c omplaints for h and ling and th e extent of
investig ationrequired . Th ey h elp d etermine th e appropriate trend ing th resh old sforsafety sig nals,
and wh en inc id entsorprod uc tissueswill be c onsid ered reportable asM D R ’s(eith erad verse
eventsormalfunc tions).

R isk manag ementprovid esseverity and risk rating sforall th e varioush armswith prod uc tuse and
d eterminesth e ac c eptability ofth ese risks. Th e rating sinfluenc e c orporate c ulture and affec t
ac tionsinc lud ing response toc omplaintsrec eived , wh en toopen a C orrec tionsand Preventive
A c tionplan, wh eth eraneventis“serious”and sh ould be reported toFD A , h ow informationabout
th e prod uc tinmed ic al literature and soc ial med ia will be perc eived , h ow d oc umentationwill be
maintained , and wh atac tionsifany sh ould be takentopreventorminimize th e riskstopatients.
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Forexample, ifyourrisk manag ementproc essind ic atesa prod uc th asnolikelih ood ofserious
injury, th enM D R assessmentsmig h tbe minimal, with limited investig ationand d oc umentation,
and lessin d epth review ofinc id entsth an mig h toc c urifth e firm knew life-th reatening events
were possible.Ifyourrisk manag ementproc esstellsyou th atth e riskswith prod uc tuse are broad ly
ac c eptable and notlikely toh arm anyone orneed ac tiontoad d ressth em, th ena manufac turermay
bec ome lessresponsive toc omplaintsand possibly missearly sig nals.W h enth e risk manag ement
proc essfails, manufac turersc anmake very serioussafety errors.

M ic h ael Voss, R eg lera LLC , wasinvolved inprovid ing c omplainth and ling and M D R reportfiling
servic estoC onc eptus. In h isd eposition h e explained failure mod esand th e impac tofrisk
manag ementonM D R reporting stating :

Q .Okay.Soth e sec ond c ateg ory ofreportable eventsyou mentioned were malfunc tions
th atc ould c ause seriousinjury ifth ey were torec ur;isth atc orrec t?

A .Yes
Q .Okay.Soc anyou explainth attome a little bitmore?
A .Yes. Ifa c ompany d eterminesth ata partic ularfailure mod e, ifitoc c urred ag ainc ould

c ause d eath orseriousinjury, ifth e answertoth ose questionsare yes, th ey would report
th ateventtoth e FD A . A nd ifth ateventwere tooc c urag ain, evenifaninjury d id n't
oc c ur, th ey would c ontinue reporting th ose th ing s. Onc e you setth e prec ed entof
making a report you c ontinue toreport on th at until th e c ause ofth at problem is
eliminated .305

M ic h ael Vossfurth ertestified :

Q . Okay. A nd ifa c ompany's reporting c riteria are toorestric tive th at will lead to
und erreporting , will itnot?

A . I'm notsure wh atyou meanby restric tive. Th ey sh ould id entify th e failure mod esth at
h ave ad verse outc omesand , d epend ing upon h ow th ey d efine th at, you apply th ose
failurestoth e d ec isiontree and g ettoa yesora no

Q .A nd ifa c ompany d efinesth e failure mod estoonarrowly th atc anlead tound erreporting ,
c orrec t?

A . Ifa c ompany d efinesa failure tobe notreportable, th enyou would n'treportonth at
type ofevent.

Q . Isth ere any subjec tivity ind etermining a reportability analysis?
A . Ifyourproc essesare d esig ned to-- d esig ned appropriately and robustly, th enyou want

totake th e subjec tivity outsoth atth e person wh o'sg oing th roug h th e d ec ision tree
d oesn'th ave tobe subjec tive. I d on'trec all h ow robustorstric tth eirrisk filesorth eir
d efinitionsoffailure mod eswere. W e would h ave justbeentrained toth em and h ave
applied th em toth e d ec isiontree

Q . B utyou h ad inputonth ose proc essesyou've 3 testified , c orrec t?
A . W e would noth ave beeninvolved inth eirrisk manag ementproc ess, th e proc esswh ere

th ey d efine th eirfailures-- wh ere th ey id entify th eirfailures, wh atth e outc omesof
th ose failuresare and th e risk profile ofth ose… . th e ac tual failuresand th e risksof
th ose failureswere all d eveloped by C onc eptus. W e d id n'td oany -- anyth ing inth e
risk analysisord eterminationofprobability and severity.306

Definitions
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R isk isc ombinationofth e probability ofoc c urrenc e ofh arm and th e severity ofth ath arm.307

R isk M anag ementisd efined asth e systematic applic ationofmanag ementpolic ies, proc ed ures,
and prac tic estoth e tasksofanalyzing , evaluating , c ontrolling , and monitoring risks.308

Th e C onc eptusSOP1830 R isk M anag ement(R evisionG )Sec tion4 .0 d efined R isk M anag ement
as:

An organized, systematic decision making process that efficiently identifies, analyzes,
plans, controls, communicates, and documents risk to increase the likelihood of achieving
project goals.

Background

Th e c onc eptsofrisk manag ementare universal. Th e military usesth em toid entify and manag e
h azard swith th e potential toimpac tmissioneffec tiveness.309 B anksuse th em toassessand manag e
financ ial risks,310 powerc ompaniesuse th em toassessand manag e insuranc e and reg ulatory
risks,311 c arc ompaniesuse th em toad d ressmanufac turing and c arsafety risksand g uid e business
d ec isions.312

Th e primary purpose ofFD A requirementsformed ic al d evic e risk manag ementispreventing or
red uc ing h arm topatientsand oth ers.

Th e auth ority forth ese requirements c omes from th e quality system reg ulation.313 314 R isk
manag ementac tivitiesbuild on quality system c omplainth and ling , c orrec tive and preventive
ac tionplans, and manag ementreviewstoprotec tpatients. Th e Q SR and M D R prog ramsbenefit
bec ause risk manag ementc an streng th ensd esig n c ontrolsand c ontinuousquality improvement
efforts, supportpostmarketsurveillanc e M D R sig nal id entific ationand M D R reporting .

FD A h asoffic ially “rec og nized ”ISO14 9 71:2007 wh ic h d esc ribesg eneral requirementsforrisk
manag ementinSec tion3.1 asfollows:

“The manufacturer shall establish, document and maintain throughout the life-cycle an
ongoing process for identifying hazards associated with a medical device, estimating and
evaluating the associated risks, controlling those risks, and monitoring the effectiveness of
the controls.”

Th isproc essc anbe summarized asfollows:

R isk id entific ationand assessmentproc essmustbe repeated asnew informationbec omesavailable
th roug h out th e prod uc t lifec yc le. M anufac turers are expec ted to review and upd ate risk
assessmentsreg ularly.ISOA .23.2.d .states: “risk management is an evolving process and periodic
review of the risk management activities is needed to ascertain whether they are being carried out
correctly…to adapt to changes.”
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Risk Assessment

ISOD ..3.1 states: “… Ifa risk c h artorrisk matrixisused forranking risks, th e partic ularrisk c h art
orrisk matrixand th e interpretationused sh ould be justified forth atapplic ation.”

Th e level ofrisk th atisc onsid ered ac c eptable fora med ic al d evic e d epend sonth e type ofprod uc t
involved . Fac torsth atinfluenc e th e th resh old forac c eptable risk ofteninc lud e:

 Th e intend ed use ofth e prod uc t,
 E xpec ted impac tofd evic e onleng th and quality oflife,
 A g e and h ealth orillnessofusers,
 Nature ofth e h armsboth potential and known,
 Oth eroptionsavailable ford iag nosis, treatment, orpreventionofth e c ond ition.

Examples

A firm th atmakesteeth ing ring smay d ec id e th atone infec tionfrom th e prod uc tin300,000 infants
isnotac c eptable. Th isprod uc tofferstemporary c omfortbutnosig nific anth ealth benefitsto
young c h ild renwh oare well. Similarprod uc tsoroth eroptionsforteeth ing d istressare available
atmarketsand d rug stores.

A c ompany th atprod uc esa unique d evic e expec ted toextend life forpatientswith h eartd isease or
terminal c anc erwh ennooth eroptionisavailable mig h tc onc lud e th atone seriousad verse event
in5,000 patientsisac c eptable tomarket.

FD A d emonstratesth e c onc eptofd ifferentac c eptable riskswh en itc lassifiesmed ic al d evic e
rec alls.R ec all risk c lassific ation, like th e risk assessmentsc ond uc ted by manufac turers, d etermine
wh atac tionswill be takenand wh atpriority isg iventopreventorc orrec tpatientexposure toth e
risksfrom d evic es. Th e h ig h estc lassofrec alls(C lassI)involvesprod uc tsc onsid ered toh ave a
“reasonable probability that the use of or exposure to a violative product will cause serious
adverse health consequences or death.”315 Th e th resh old for frequenc y ofserious h arms
c onsid ered tomeetth isreasonable probability level h asvaried from 1/1,000 patientsto1/500,000
patientsd epend ing onth e purpose ofth e d evic e, patientpopulationand oth erfac tors.

XI. RISK ASSESSMENT FOR ESSURE

Manufacturer Knowledge of Risk Management

C onc eptuswasfamiliarwith risk manag ementformed ic al d evic esand h ad d oc umentsinplac e
before FD A marketapproval ofE ssure in2002.316 B ayerc ontinued touse th ese d oc umentsafter
th e ac quisition, ad d ing th e B ayerlog oand making some ad d itional revisionsovertime.317 318

C onc eptusand B ayerh ad knowled g e ofISO14 9 71 and referenc ed both ISO14 9 71:2000 and ISO
14 9 71:2007 inth eirrisk manag ementd oc umentsovertime.319 320
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C onc eptusE mployeesc ontinued tobe ac tively involved in key risk manag ementfunc tionsfor
B ayer. M r.R ed d ic k auth ored R evisionFofR 1831 and both M r.R ed d ic k and M r.M c C arth y were
listed asc ustod iansonth e M etad ata file c reated 8/14 /2014 .321

Senior Management Responsibility

ISO14 9 71:2007 d esc ribesmanag ementresponsibilitiesinsec tion3.2 asfollows:

“Top management shall provide evidence of its commitment to the risk management
process by:

- Ensuring the provision of adequate resources and
- Ensuring the provision of qualified personnel for risk management.

Top management shall:

- Define and document the policy for determining criteria for risk acceptability;
this policy shall ensure that criteria are based upon applicable national or
regional regulations and relevant International Standards, and take into
account available information such as the generally accepted state of the art
and known stakeholder concerns;

- Review the suitability of the risk management process at planned intervals to
ensure continuing effectiveness of the risk management process and document
any decisions and actions taken; if the manufacturer has a quality management
system in place, this review may be part of the quality management system
review.”

ISO A .2.3.2.c . states: “… bec ause th isInternational Stand ard d oesnotd efine ac c eptable risk
levels, top manag ement is required toestablish a polic y on h ow ac c eptable risks will be
d etermined .”

Risk Management Documents

R isk manag ementproc essesand proc ed ureswrittenby d evic e manufac turersare tailored toth e
prod uc tsand th e c ompany.322 Seniormanag ementisresponsible forh ow th e c ompany selec ts
severity and frequenc y sc ales and th e risk c h arts th at d etermine wh at levels ofrisk will be
c onsid ered ac c eptable formarketing . Th e sc alesand risk c h artforeac h d evic e are selec ted and
d oc umented ina formal plan.Th ey may vary from prod uc ttoprod uc t.

Th e c ommitmentoftop manag ementisc ritic al foraneffec tive risk manag ementproc ess.Th ese
ind ivid ualssh ould take responsibility foroverall g uid anc e ofth e risk manag ementproc essand th is
subc lause isintend ed toemph asize th eirrole.Inpartic ular:

1. in th e absenc e ofad equate resourc es, risk manag ement ac tivities would be less
effec tive, even ifc omplying , toth e letter, with th e oth er requirements ofth is
International Stand ard ;
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2. risk manag ementisa spec ialized d isc ipline and requiresth e involvementofind ivid uals
trained inrisk manag ementtec h niques(see A .2.3.3);

3. bec ause th is International Stand ard d oes not d efine ac c eptable risk levels, top
manag ement is required toestablish a polic y on h ow ac c eptable risks will be
d etermined ;323

Product Factors Considered

Knowninformationaboutth e prod uc tisc onsid ered wh enselec ting severity and frequenc y sc ales
and risk c h arts. Itisalsoc onsid ered in planning and c ond uc ting postmarketsurveillanc e risk
manag ement.KnowninformationaboutE ssure and long -term implantsth atmig h tbe relevantin
th ese d ec isionsinc lud es:

 Th e nature oflong -term tissue response toE ssure insertsisunknown (asnoted in th e
Summary ofSafety and E ffec tivenessD ata).324

 Long term implantsc an be assoc iated with loc al orsystemic symptomsand illnessesin
patientswell afterplac ementand even ifth e prod uc tappearstobe func tioning well.
D elayed , non-spec ific c omplaintswith long term implantuse may sometimesh ave a
leg itimate d iag nosiswith seriousc onsequenc es.325 326 327 328

 Forpermanentimplantsall risksfrom treatment, proc ed ures, orsurg ery toad d ressc h ronic
symptoms/ad verse events, ortoremove orreplac e implantsmustbe attributed entirely to
th e prod uc tforrisk assessmentpurposes.

 E ssure materialswere intentionally selec ted toirritate bod y tissuesc ausing loc al reac tions
and fibrousg rowth c ould potentially injure oth ertissuesifth ey are misplac ed 329 330

 E ssure c ontainsnic kel and th ere isa h ig h rate ofh ypersensitivity tonic kel inU .S.women
(estimated at17%-25% ofwomenvs.3% ofmen)with symptomsknowntooc c urloc ally
and systemic ally.331 332

 Long term painsynd romesh ave beenknowntooc c urinwomenth atmay be assoc iated
with long erterm painfollowing proc ed uresorsurg eries.

 C linic al stud ies id entified an inc reasing number and sig nific anc e ofad verse events
assoc iated with E ssure use. Th e M anufac turerd id nottake th ese find ing sintoac c ountin
assessing reportability and d etermining ifinformation reasonably sug g eststh ata d evic e
“M ay h ave c aused orc ontributed toa d eath orseriousinjury (21 C FR 803.50 (a)(1) or
“h asmalfunc tioned and th isd evic e ora similard evic e… would be likely toc ause or
c ontribute toa d eath orserious injury ifth e malfunc tion were torec ur.” (21 C FR
803.50(a)(2).

Serious Gaps in Risk Management Procedures

Foreac h potential issue, manufac turersare required toestimate th e mostsevere levelsofh arm th at
c ould reasonably oc c ur.333 Th ese sc oresd etermine wh ere th e prod uc tfallsonth e R isk C h art– in
th e ac c eptable risk zone orina h ig h errisk zone th atrequiresred uc ing risk toc ontinue marketing .
M anufac turersare enc ourag ed tovoluntarily red uc e evenlow risksasmuc h aspossible.334

R isk manag ementproc ed uresSOP1830 R isk M anag ement, R 1831 R isk A nalysisProc ed ure, and
SOP01107 Failure M od e R isk A nalysish ad seriousflawsth atc ontinued ac rossversions, were not
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c ompliant, and jeopard ized th e firm’sability toc orrec tly d etermine th e severity and ac c eptability
ofpatientrisk.Forexample:

 SOP 1830 R isk M anag ement failed toprovid e a c lear and appropriate proc ess for
rec og nizing and assessing th e severity ofh arms/eventsassoc iated with E ssure use.

 SOP 01107 Failure M od e and E ffec tsA nalysisfailed toprovid e a c learand appropriate
proc essforassessing th e h arm reflec ted by c omplaintsofprod uc td esig nand evaluating
and c ontrolling th em ac c ord ing ly.335 336

- Nod esc riptionsare provid ed forth e severity sc ale inSOP1830 until R evisionP(after
2012).337

- Sc alesafterR evisionPofSOP1830 inc lud e only one-word termswith noexplanation,
instruc tions, ord esc riptive word ing ofth e levels. Th is allows staffvery broad
d isc retion in assig ning low severity toeventsd esc ribed in c omplaintsorreported in
med ic al literature, artific ially raising th e th resh old forM D R reporting .

- R 1831 (R evision G in use mid -2013 orlater) h as noseverity sc ale provid ed or
referenc ed and th ere isnod isc ussion ofh ow tod etermine severity ofeventsand
frequenc y sc oresth atare essential torisk analysisand evaluationfollowing th e ISO
14 9 71 proc ess. Th ere isnomentionofh armstopatientsorinstruc tionsabouth ow to
id entify and assessth em.Th e d oc umentjumpsfrom id entifying h azard stod etermining
risk ac c eptability. Sec tion5.2.1 talksaboutd oc umenting th e ac c eptability ofth e h azard
and 5.2.2.2referstod etermining th e ac c eptability ofh azard s. Norisk c h artisprovid ed
orreferenc ed and th ere are noinstruc tionsforh ow toevaluate ac c eptability ofrisk.338

- R 1381 (R evisionG )d esc ribesc onsid ering use ofoverall resid ual risk tod etermine risk
ac c eptability (Sec tion 5.2.2.2 (a) final bullet) butd oesnotprovid e any ind ic ation of
h ow toperform th atassessment.

 R 1831 (R evisionG )c ommentsond etermining risk ac c eptability are inc onsistentwith SOP
1830. R 1831 d oesnotprovid e orsug g esta risk c h artbutofferspointsforc onsid eration.
A risk c h artisprovid ed asth e only measure ofrisk ac c eptability inmostrevisionsofSOP
1830.

 Th e severity table inSOP-01107 appearstomixth e measurementofpatient, business, and
reg ulatory h armsand risks. Th e d oc umentd oesnotmake itc learth atd ifferenttypesof
h arms or risks (patient, business, reg ulatory, etc .) sh ould always be assessed and
d oc umented c ompletely separately topreventd iluting th e rating sforpatientrisk.

 R isk assessments, espec ially patient severity assessments, benefit sig nific antly from
c linic al input.Th isprod uc twasa C lassIII permanentimplant, butth ere isnoind ic ation
th atc linic al partic ipationinrisk assessmentswasrec ommend ed , required , oroc c urred .

 Th e rang es forfrequenc y ofh arms provid ed in laterversions ofSOP 1830 are not
appropriate forE ssure orc onsistentwith th e ISO 14 9 71:2007 example. Th ey allow a
relatively larg e numberofeventstooc c uratth e ac c eptable risk level. Someone using th e
sc ale c ould easily d etermine th atan issue involving quite a few d eath sd id notrequire
furth erattention.

Severity Scale, Frequency Scale, and Risk Chart Are Not Appropriate

R isk C h artsare th e visual d isplay ofh ow muc h risk th e firm c onsid ersac c eptable topatientsand
alsowh enth e c ompany musttake tored uc e oreliminate risk from a potential safety issue.Th e
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R isk C h artforE ssure sh owsa very h ig h toleranc e forrisk th atis, notappropriate fora C lassIII
permanentimplant. B ased onth e larg e numberofpatientad verse eventreports, italsod oesnot
reflec tknownstakeh old erc onc erns.

SOP1830 d ivid esrisk intoth ree levels. D esc riptionsofth e c ateg oriesvary ind ifferentrevisions.
Th ese h ave beenc ompiled from R evisionsG , M , and Sh and ed ited a bitforc larity:

 B road ly ac c eptable – tolerable risk, sh ould be red uc ed wh ere possible butac c eptable
with outfurth erac tion

 A LA R P - und esirable but ac c eptable risk ifmitig ated toth e extent possible with out
red uc ing c linic al/func tional utility ofprod uc t

 Intolerable risk – unac c eptable risk, red esig norred uc tioninoc c urrenc e ofh arm required

Th e R isk C h artforth e E ssure System inSOP1830 (R evisionG )isprovid ed below:

Inth isversionofth e proc ed ure, th e severity and frequenc y levelswere totally und efined . Th e risk
c h artsh owsth ath ig h estseverity possible (wh ic h mustinc lud e d eath ) ata probability sc ore of4
outof10 (nearth e mid d le ofpossible frequenc ies)would be c onsid ered ac c eptable ifnoc ontrol
h asbeenfound tored uc e it(A LA R P). Severity sc oresof8 and 9 (rating slikely torepresentlife-
th reatening injury, permanentorg and amag e, orlong -term d isability)would be c onsid ered broad ly
ac c eptable atth e lowerfrequenc y sc ores, and ac c eptable ifnoc ontrol h asbeenfound atfrequenc y
rating sup th roug h level 4 forSeverity # 9 and frequenc y up th roug h level 5 (inc lud ing h alfth e
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frequenc y sc ale) forSeverities# 7 and #8. Th isc h artalsoind ic atesth atpatienth armswith low
severity (#1 and #2 probably reflec ting inc onvenienc e orminorinjury) are broad ly ac c eptable if
th ey oc c uratth e h ig h estfrequenc y sc ore #10. D epend ing onh ow th e frequenc y sc ale isd efined ,
th isc ould inc lud e all users.

Th isc h artisnotappropriate forth e E ssure d evic e ormany oth erd evic es. Itsh owsth atrisks
involving d eath orseriousinjuriesc anbe ac c eptable ac rossa rang e offrequenc iesofoc c urrenc e
with noac tionrequired . H ow many d eath swould be ac c eptable d epend sonh ow someone mig h t
read th e probability sc ale wh ic h c omeswith noexplanation.

Th e ac c eptable risk limitforc ontrac eptive prod uc tssh ould be low. M anufac turersneed toseek
waystominimize orpreventrisksbefore usersare h armed .M any ofth e usersare h ealth y young
people wh oh ave long livesah ead and may h ave oth erbirth c ontrol optionsavailable.

Ifth e prod uc trisk fallsinth e (yellow) A LA R P orIntolerable (red ) zonesonanappropriate risk
c h art, afterall possible c ontrolsh ave beenapplied , itmay still proc eed with marketing ifth e firm
c and emonstrate th atbenefitsoutweig h th e risks.

A laterversionofth e R isk C h artforE ssure from SOP 1830 (R evisionS) issh ownbelow. Th e
10-pointseverity and frequenc y sc alesh ave now been red uc ed tofive-pointsc ales. Th e c h art
inc lud esone word foreac h level ofth e sc alesalong with a rang e ofnumbersd esc ribing th e
frequenc y sc ale:

Th e relative d istribution ofrisk c ateg oriesappearstobe very similar, and th e c onc ernsabout
find ing risksofd eath ac c eptable with outac tionrequired remain. Frequenc y rang esh ave now been
provid ed th atofferc ontext. H owever, th ese rang esappearmuc h h ig h erth anappropriate forE ssure
and many oth erd evic es. Th ey allow relatively h ig h numbersofd eath sorseriousinjuriestobe
ac c eptable ifnoc ontrol h asbeenfound tored uc e risk. Th e rang e ofeventsd esc ribed as“R emote”
(up to1/1,000 patients) is h ig h er or c onsistent with wh at FD A would g enerally c onsid er
“Probable”ford efec tive prod uc tasnoted previously. Th e resultofth isc h artwill be toplac e many
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potentially sig nific antissues(espec ially asth ey are firstemerg ing )intoth e lowertwoc ateg ories
wh ere rec og nition ofan importantissue orappropriate follow-up ac tionsmay notoc c ur. ISO
D .3.4 .2.Table D .4 provid esanexample sc ale ofprobability levelswith rang esand th e same one-
word termsfound inth e E ssure risk c h art. Th e ISOexample d efinesth e h ig h estlevel (frequent)
asequal toorg reaterth an1/1,000 prod uc ts. Th e E ssure c h artplac esfrequenc y th ath ig h atth e
upperend ofth e “remote”rang e. Th e E ssure R isk C h arth asnotbeenmod ified toac c ountforth e
h ig h frequenc y ofeventsinc lud ed inth e lowerprobability rang es. Infac t, itg oesth e opposite
way, expand ing th e ac c eptable rang e toinc lud e both th e ac c eptable zone and mostofth e A LA R P
zone from th e ISOexample risk c h art(ISOD .8.5).

Senior Management Failed Regulatory Obligations

C onc eptusSOP1830 (R evisionG )d esc ribesth e purpose ofrisk manag ementas:“toinc rease th e
likelih ood ofac h ieving projec tg oals”. Th isg oal foc usisc onsistentwith prog ramsad d ressing
financ ial and businessrisksbutnotpatientrisks. B ayerprovid ed a more d irec tstatementonpag e
29 ofth eirR isk M anag ementD oc ument339 noting th at“levelsofrisk and ac c eptability”setforth e
prod uc twere d etermined by th e c ompany’s“appetite forrisk.”34 0 Th ese twostatementsmig h t
explain th e c h oic e offrequenc y sc alesand a risk c h artwith h ig h toleranc e forpatienth arm.
Selec tionofa patientrisk c h artsh ould be based onbenefitstopatient, notth e financ ial/leg al risk
a c ompany will ac c epttomake money.34 1

R esourc esforeffec tive risk manag ementwere notprovid ed . Severe weaknessesin th e risk
manag ementproc ed uresd emonstrate th atE ssure prog ramswere notstaffed by ind ivid ualswith
ad equate risk manag ementskills. ISO14 9 71:2007 states: “risk management is a specialized
discipline and requires the involvement of individuals trained in risk management techniques.”

M anag ementfailed toid entify potential patternsand pursue safety issues, inc lud ing breakag e and
mig rationth atwasd esc ribed knownby A ug ust2009 emails,34 2 reportable eventd ue toth e patient's
painexperienc e, brokenpiec esofinsertmig rating tobowel, and th e fac tth atsh e wenttoth e E R .34 3

E mailsin2009 wh ere H ealth Frenc h A g enc y requested anE xpertStatementafterpiec e broke off
outerc oil ofinsert, apparently d uring perforation/mig ration. R obertM c C arth y stated in h is
d epositionth ath e “never asked anyone to look into safety issues with pieces breaking off.”34 4 In
2012 th e firm h ad ind ic ationsth atth e d evic e wasnotd esig ned towith stand removal soifa
fallopiantube spasmed and th e ph ysic ianh ad topull bac k th e implant, breakag e mig h toc c ur.34 5

OnOc tober21, 2013 anemail wasforward ed toR obertM c C arth y sh owing a breakd ownof838
c omplaintsfiled with FD A by womenand d oc torsd irec tly sinc e 2004 . Italsosh owed 150 reports
ofc oilsbreaking loose.34 6

In2015, th e H ealth A uth ority forFranc e A NSM sentth e M anufac turera d raftpolic y d ec isionto
pull E ssure from th e marketinFranc e. Th ey c ited approximately 1,000 ad verse eventsreported
for2,600 women. A lth oug h th e firm wasapparently suc c essful inavoid ing E ssure removal, th ey
failed torec og nize th e sig nific anc e ofprod uc tsafety and reg ulatory c onc ernsth atprompted
c onsid ering th e ac tion.

M anag ementalsoh ad knowled g e ofc omplaintsaboutE ssure safety and sid e effec tson soc ial
med ia beg inning asearly as2006.W h ena supplieremailed in2013 asking ifa Yah ooartic le about
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E rin B roc kovic h pressing safety issueswith E ssure wasaffec ting business. R obertM c C arth y
respond ed “Nothing noticeable” and “Don’t believe everything you read.”34 7 W h en asked ina
d epositionaboutth e ad visory panel meeting ifh e believed th e womend esc ribing problemswith
E ssure were telling th e truth , M r.M c C arth y respond ed “I have no reason not to believe them.”34 8

B ayerrelied on C onc eptusproc ed uresand manag ement(inc lud ing M ic h ael R ed d ic k, R obert
M c C arth y, and H enry B ish op)forac tivitiesrelated torisk manag ementlong afterth e d ifferenc es
in M D R reporting polic iesand th eirnotable lac k ofg ood jud g mentin basic reg ulatory matters
sh ould h ave raised c onc ernsaboutth e d ec ision-making and proc ed uresestablish ed by th isg roup.

Seniormanag ementfailed toobtainth e expertise need ed tosuc c essfully ad d ressth e situationwh en
ad verse eventreportsonE ssure were inc reasing and FD A beg and isc ussing possible safety issues
in2013. M anag ementc ould h ave reac h ed outsid e th e firm ifnec essary toc linic al, reg ulatory, and
risk manag ementexpertstore-th ink and optimize th e M anufac turer’sc orporate approac h esto
E ssure c linic al issues.

Th e M anufac turerprepared an E xec utive Summary forth e ad visory panel meeting th atoffered
several possible explanationsforth e inc rease inad verse eventreportstoFD A from patients. It
inc lud ed noc onsid erationofpossible d evic e-related c ause(s), risk manag ementassessmentby th e
firm, orac tions/c ontrolsc onsid ered ortaken. Itc onc lud ed that “… the numerical increase can
be explained by factors influencing post marketing safety reporting. Reporting rates remain
compatible in line with the data generated in clinical studies.”34 9

Inth e presentationand writtensummary forth e ad visory panel th e M anufac turerc onc lud ed th at
th e benefit/risk ratioforth e prod uc tremained positive. Th isd emonstratesa very basic lac k of
und erstand ing . A snoted above, benefitrisk analysisc an be used tod etermine ac c eptability to
marketifrisksremainh ig h after all efforts to reduce and control risk have been implemented.
A positive benefit/risk balanc e d oesnotallow a firm toavoid investig ating potential safety issues
orfail tored uc e th em wh enpossible.350 Inth e month sand yearsofc omplaints, publish ed ad verse
reports, informationonsoc ial med ia, M D R ’sreported toFD A , and th e ag enc y esc alating c onc erns,
th e firm d id nottake all possible ac tionstominimize th e risk with E ssure use.

Th e M anufac turerfailed toc omply with FD A requirementsand fulfill th eirrisk manag ement
responsibilities.Th e firm failed toac ttoinform and protec tpatientsand potential c onsumers.
C onc eptusd id notantic ipate sig nific antpotential safety issuesorrec og nize th em from early
information. Th e c ompany failed torec og nize sig nific antsafety issuesd espite an inc reasing
numberofad verse eventreportstoFD A and visible and esc alating c onc ernfrom th e ag enc y.

Th ere isnoquestionwh atc onc lusionseffec tive risk manag ementprog ramssh ould h ave reac h ed
orwh atac tionssh ould h ave taken. FD A d emonstrated exac tly wh atappropriate risk manag ement
inc lud ed . W h enth e manufac turerlearned ofinc reasing patientreportstoFD A , th ey found ways
tojustify and d isc ountth em. FD A g ave th e situationpriority overmany oth erimportantsafety
issues.Th e ag enc y g ath ered informationand took ac tion.

FD A respond ed with requirementsfora new E ssure postmarketsurveillanc e stud y and labeling
c h ang esinc lud ing a blac k box warning and a patientc h ec k listforph ysic ian/patientd isc ussion
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and sig nature before th e proc ed ure. A ll ofth ese orsimilarac tionsc ould h ave been voluntarily
initiated by th e firm yearsbefore FD A required th em.Patientsc ould h ave beenbetterinformed
and th e risksofpotential safety issuesc ould h ave beenminimized . In2018 FD A d etermined th at
some patientswere c ontinuing torec eive E ssure d evic eswith outad equate und erstand ing ofth e
risksand potential issues. Th e ag enc y took th e rare ac tion ofrestric ting sale ofth e d evic e to
h ealth c are fac ilitiesand provid erswh owould implementth e patientc h ec klistand sig nature asa
required step before implanting E ssure. Th e M anufac turerwith d rew th e prod uc tfrom th e U .S.
marketatth e end of2018.

XII. CONCLUSION

Th e C enterforD evic esand R ad iolog ic al H ealth atFD A sc reensnumerouspotential postmarket
safety issueseac h yearth atare id entified th roug h M D R reportsand oth ersourc es. A limited
numberrec eive follow-up investig ationand ac tionsby c ross-func tional teams. Involvementby
ag enc y level lead ersh ip suc h asth e Offic e ofW omen’sH ealth orth e FD A C ommissioneris
unusual, espec ially involving d irec tinterac tionwith patients/c onsumers.Itisrare forth e C enterto
c onvene anad visory panel meeting toobtainc linic al inputonth e sig nific anc e ofa postmarket
issue and requestrec ommend ations. A d d ing a blac k box warning toth e label postmarketis
unc ommon. R equiring voluntary patientand ph ysic ianc h ec k listsisvery unusual. R estric ting
sale toforc e mand atory use ofa patient/ph ysic ian c h ec k list orc onsent form with mutual
d oc tor/patientsig naturesisextremely rare and sug g estsa h ig h level ofc onc ernaboutth e prod uc t
safety and th e lac k ofreliable information sh aring in patient c are situations. Th e FD A
C ommissioner’sstrong c ommentsinth e pressrelease reinforc e th e unusual nature ofth issituation.
Th e M anufac turerind ic ated atth e ad visory panel meeting in 2015 th atth ey h ad id entified no
c onc ern and d id not believe th ere was an issue. Th at d emonstrates a majorfailure ofrisk
manag ementand a seriouslac k ofc omplianc e with FD A expec tationsand requirementsaffec ting
interc onnec ted c omplainth and ling , M D R reporting , and risk manag ementac tivities.

E ssure plac ementisan elec tive proc ed ure und erg one atth e patient’sd isc retion afterph ysic ian
c ounseling onth e risksand benefits, alternative birth c ontrol options, and informed c onsent. A s
stated inth e A meric anC olleg e ofObstetric iansand G ynec olog ists(A C OG )C ommittee Opinion
on Sterilization ofW omen (2017), “Obstetric ian-g ynec olog istssh ould provid e pre-sterilization
c ounseling th atinc lud esa d isc ussionofa woman’sreprod uc tive d esiresand plac esh erwish esat
th e c enterofc are.” “Th e d ec ision among variousmeth od sisultimately a matterofpatient
preferenc e.”

Forth e informed c onsentd isc ussion tobe meaning ful, ph ysic iansand patientsneed c omplete,
ac c urate and c urrentbenefitand risk information available on th e d evic e und erc onsid eration.
Information entering intoth e public forum must be ac c urate and timely soth e med ic al
establish mentwill sh are with patientstoreac h th e bestc onc lusionsforth eirsituation. In th is
reg ard , ph ysic iansroutinely rely onth e med ic al d evic e manufac turertod isc lose up-to-d ate risk
informationaboutth eird evic essinc e th e benefitand risk analysisc anc h ang e overtime asnewer
d ata arises.
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W h ena firm violatesth attrust, abd ic atesth eirc orporate responsibilitiesand failstoc omply with
fed eral reg ulationsth e public isplac ed atunac c eptable and unnec essary risk. E ssure presentsjust
suc h a c ase.
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Kimber C. Richter, M.D. 
 

 

Address: 310 Janesville Street 
                        Oregon, WI 53575 

 

Phone:  304-995-6071 

 

E Mail: KRichter@KRClinicalConsulting.com 
 

Work Experience: 

 
K.R. Clinical Consulting, LLC 

 

President (2016 – Present) 

 

Consultant specializing in clinical product safety for medical devices.  Experience with consumer 

products, drugs, and combination products as well. Advises on pre-market regulatory strategy, 

product development, human factors, clinical studies, hazard analysis and harm severity, health 

hazard evaluations, recall strategy, complaint and adverse event reporting issues. Writes and re-

vises policies, procedures, clinical summaries, harms lists, benefit/risk documents and reports. 

Coordinates work of other consultants and specialist clinicians. Educates clients on regulatory 

requirements, processes, and expectations.  Background includes in vitro diagnostics, women’s 

products, and regulatory needs of start-up firms. 

 

HireGenics 

 

Part-Time Medical Director (October, 2017 – Present) 

 

Provides clinical risk and regulatory expertise and support to a global drug and 

combination product company, with focus on risk management/risk assessment in post 

market surveillance and quality organizations.  Leads and participates in cross-functional 

teams. Writes and updates corporate risk management, health hazard assessment and 

hazard analysis procedures.  Advises on complaint and adverse event reporting issues.  

Provides training as requested.   

 

U.S.  Food & Drug Administration 

Center for Devices and Radiological Health 

 

Office of Compliance 

Deputy Director for Medical Affairs (2002 – 2015) 

 

Clinical lead for the Center on compliance and enforcement activities related to post market 

quality and safety of medical devices (prescription and over the counter), including more than 

1,000 recalls per year.  Identified significant public health issues, conducted risk/benefit 



assessments, proposed plans to minimize public harm and bring products into compliance with 

regulations.  Advised on industry communications, FDA public notices and press releases.  

Developed policies and procedures, drafted guidance documents, conducted training.    

Advised Center management on clinical aspects of enforcement actions including potential 

shortage impact of warning letters, import alerts, seizures, and injunctions.   

 

Provided leadership on the use of science in regulatory activities.  Identified emerging knowledge 

likely to affect safety and performance of current or future devices.  Led regulatory policy 

updates to let industry benefit from new technologies while minimizing patient risks. Reviewed 

research proposals for scientific and regulatory merit.  Served on inter-Center science-based 

policy groups including the Tissue Reference Group and the Drug Safety Board.  Represented 

FDA on the Board of Directors of the Association for the Advancement of Medical 

Instrumentation (AAMI). 

 

Supervised the Division of Bioresearch Monitoring responsible for policy setting, public 

education and enforcement of regulations on the design and conduct of medical device clinical 

studies.  Participated in development of Center and Agency policy on clinical research.  Served as 

US Co-Chair on the work group that drafted the global standard for clinical trials of medical 

devices (ISO 14155).  Represented the Center on recent Agency-wide activities to optimize 

inspections of clinical studies. 

 

Served on Office, Center and Agency groups for strategic planning, management and awards, 

reorganization, communication processes, and IT services.  Represented the Center on the Peer 

Review Promotion Board for Medical Officers, and the Physician Compensation and 

Credentialing Board for FDA.  Served as Acting Director for the Office of 160 – 200 people when 

the Office Director was anavailable.  Advised and mentored staff and managers at all levels of the 

organization, and assisted supervisors with difficult personnel issues.   

 

Office of Device Evaluation 

Deputy Director for Clinical and Review Policy (1995-2002) 

 

Provided clinical and process leadership on the review of medical device submissions including 

510(k)s, PMA's and IDE's.  Led major projects, streamlined procedures, and participated in key 

meetings with industry. Supervised four divisions at various times, with up to three divisions at 

one point including approximately 200 people.  Handled Office budget and personnel activities.  

Represented the Agency to professional associations, Advisory Panels, Congressional staff, the 

press and the public.   

 

Served on Agency policy setting groups including the Office of Women’s Health Steering 

Committee.  Represented the Agency on Global Harmonization Study Groups One and Five.  

Served as the Co-Czar of Center Re-engineering from 1997 – 1999.  Five of my six teams 

received awards from Vice President Gore.    

 

UNUM Life Insurance Company of America (First UNUM – New York) 

 

Vice President and Officer (1994-1995) 

  

Clinical adviser to First UNUM senior management.  Conducted medical reviews of disability 

claims and life insurance applications.  Coordinated work of nurses and consulting physicians to 



provide a high volume of routine and specialty reviews on disability claims. Worked with 

physicians and employers tailoring rehabilitation plans to return claimants to productivity.   

 

Tambrands, Inc. (Palmer, MA) 

 

Vice President of Medical and Regulatory Affairs, Officer (1992 – 1994) 

Director of Medical Affairs (1987 – 1992) 

 

Global medical, safety and regulatory lead for a Fortune 500 company conducting business in 

approximately 150 countries.  Product lines included Tampax tampons, First Response in vitro 

diagnostic products, Hygeia Sciences in vitro diagnostics, and Physician’s Formula cosmetics.   

 

Supervised four departments.  Advised the company on clinical aspects of product design, claim 

support, and marketing.  Provided worldwide regulatory strategy.  Met with government officials, 

handled press inquiries, served as expert witness. Designed and coordinated basic research 

programs and Phase II, III, and IV clinical studies.  Selected and monitored clinical and 

laboratory sites.  Managed staff that designed and conducted consumer testing including focus 

groups, labeling reviews and surveys.  Coordinated a research program on toxic shock syndrome 

at major universities.   Advised on employee health issues. 

 

Supervised a department handling up to 2 million consumer complaints and inquiries per year.  

Supported education programs for teens and adults around the world.  Served as Chairman of the 

in-house Institutional Review Board.  Supervised adverse reaction assessment and MDR 

reporting to FDA.  Handled OSHA compliance and biohazard prevention issues.   

 

Procter & Gamble Co. (Cincinnati, OH) 

 

Physician, Special Products Group (1980 – 1981) 

Physician, Food New Product Development (1985 – 1987) 

 

Clinical lead for topical and systemic drugs under development and a novel food additive 

product. Project lead for topical drug approaching FDA submission. Designed, conducted, and 

monitored Phase I, II, and III clinical studies and consumer tests.   

 

Kimberly-Clark Corp. (Neenah, Wisconsin) 

 

Group Leader, Clinical Information Group (1983 – 1985) 

Research Scientist Feminine Care R&D (1981 – 1983) 

 

Advised on medical affairs, safety and design issues for consumer products and medical devices.  

Directed Clinical Research Center, designed and conducted studies to evaluate consumer 

preference, product performance and safety for medical devices, women’s products, and diapers. 

Developed creative ways to test new concepts with limited subject risk. Coordinated academic 

research including toxic shock syndrome studies.  Coordinated a network of medical consultants. 



Education: 

 
University of Wisconsin     1972 – 1975 

Biochemistry Major 

 

Medical College of Wisconsin   1975-1976 

First Year Medical Student 

 

University of Cincinnati    1976-1979 

College of Medicine     

Cincinnati, OH 

Doctor of Medicine 

  

Resident in Internal Medicine               1979 – 1980 

The Christ Hospital       

Cincinnati, OH 

 

Medical License:     State of Wisconsin (current) 

 

Special Training, Honors, and Awards: 
 

Clinical Instructor, Medical College of Wisconsin (1983 – 1985) 

Federal Executive Training Course – “Leadership for a Democratic Society” (1998) 

Three HHS Level Awards for Distinguished Service 

Numerous FDA / CDRH Honor Awards 

 

Publications: 

Association for the Advancement of Medical Instrumentation. (25 August 2015).  Risk 

Principles and Medical Devices: A Postmarket Perspective (White Paper). Arlington, 

VA. 

 

Gutman, S., Richter, K., & Alpert, S. (1998). Update on FDA Regulation of In Vitro 

Diagnostic Devices. Journal of the American Medical Association, 280(2), 190–192. doi: 

10.1001/jama.280.2.190 

 

Gutman, S., & Richter, K. (1999). New Directions in the FDA Regulation of In Vitro 

Diagnostic Devices. Laboratory Medicine, 30(12), 782–785. doi: 

10.1093/labmed/30.12.782 

 

Kessler, L., & Richter, K. (1998). Technology Assessment of Medical Devices at the 

Center for Devices and Radiological Health. The American Journal of Managed Care, 4, 

SP125–SP139. Retrieved from https://www.ajmc.com/journals/issue/1998/1998-09-vol4-

n2sp/sep98-1095psp129-sp13 
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Materials Relied Upon 

Depositions 

Description 

5/25/2017 Keith Abrams [PMQ] deposition and exhibits 

1/11/2018 Michael Reddick [PMQ] deposition and exhibits 

2/7/2018 Michael Reddick [PMQ] deposition and exhibits 

2/13/2018 Christina Dickson [PMQ] deposition and exhibits 

3/20/2018 Christina Dickson [PMQ] deposition and exhibits 

4/18/2018 Michael Reddick [PMQ] deposition and exhibits 

10/10/2018 Christina Dickson [PMQ] deposition and exhibits 

10/18/2018 Michael Reddick [PMQ] deposition and exhibits 

10/19/2018 Terry Mank [PMQ] deposition and exhibits 

11/30/2018 Jamie Brown [PMQ] deposition and exhibits 

2/13/2019 Lisa Mancer [PMQ] deposition and exhibits 

3/13/2019 Michael Reddick deposition and exhibits 

3/14/2019 Michael Reddick deposition and exhibits 

3/19/2019 Robert McCarthy deposition and exhibits 

3/20/2019 Robert McCarthy deposition and exhibits 

3/21/2019 Randy Trimble deposition and exhibits 

3/21/2019 Robert McCarthy deposition and exhibits 

4/9/2019 Edward Sinclair deposition and exhibits 

4/9/2019 Michael Reddick deposition and exhibits 

4/10/2019 Michael Reddick deposition and exhibits 

4/10/2019 Michael Reddick [PMQ] deposition and exhibits 

4/10/2019 Edward Sinclair deposition and exhibits 

4/16/2019 Edward Sinclair deposition and exhibits 

5/1/2019 Alicia Lowery deposition and exhibits 

5/10/2019 Laura Casas Abrignani deposition and exhibits 

5/21/2019 Robert Feyerherm deposition and exhibits 

5/22/2019 Ayesha Siddiq deposition and exhibits 

5/23/2019 Ayesha Siddiq deposition and exhibits 

5/31/2019 Gregory Lichtwardt deposition and exhibits 

6/19/2019 Ayesha Siddiq deposition and exhibits 

6/25/2019 Andrea Machlett deposition and exhibits 

6/27/2019 Ilona-Maria Weltrowski deposition and exhibits 

7/1/2019 Cibele Rudge deposition and exhibits 

7/2/2019 Cibele Rudge deposition and exhibits 

7/3/2019 Cibele Rudge deposition and exhibits 

7/26/2019 Rachelle Acuna-Narvaez deposition and exhibits 

8/13/2019 Roberto Chaves deposition and exhibits 

8/14/2019 Roberto Chaves deposition and exhibits 



9/5/2019 Edio Zampaglione [PMQ] deposition and exhibits 

9/6/2019 Steve Yost deposition and exhibits 

9/14/2019 Lois (Pierce) Price deposition and exhibits 

9/17/2019 Edward Yu deposition and exhibits 

9/18/2019 Edward Yu deposition and exhibits 

9/18/2019 Terry Mank deposition and exhibits 

9/23/2019 Wesley Gerber deposition and exhibits 

9/24/2019 Christina Dickson [PMQ] deposition and exhibits 

9/27/2019 Michael Voss deposition and exhibits 

Corporate Documents 

BAY-ESSURE-0000343 

BAY-ESSURE-0000780 

BAY-ESSURE-0019976 

BAY-ESSURE-0020003 

BAY-ESSURE-0044602_R 

BAY-ESSURE-0045988 

BAY-ESSURE-0054484 

BAY-ESSURE-0065857 

BAY-ESSURE-0082003 

BAY-ESSURE-0083793 

BAY-ESSURE-0083819 

BAY-ESSURE-0084629 

BAY-ESSURE-0086097 

BAY-ESSURE-0086105 

BAY-ESSURE-0086836 

BAY-ESSURE-0086870 

BAY-ESSURE-0087719 

BAY-ESSURE-0087897 

BAY-ESSURE-0088231 

BAY-ESSURE-0095230 

BAY-ESSURE-0095406_R 

BAY-JCCP-0000001 

BAY-JCCP-0000019 

BAY-JCCP-0009134 

BAY-JCCP-0009137 

BAY-JCCP-0009160 

BAY-JCCP-0009249 

BAY-JCCP-0009255 

BAY-JCCP-0009259 

BAY-JCCP-0009265 

BAY-JCCP-0009278 

BAY-JCCP-0009292 

BAY-JCCP-0009332 



BAY-JCCP-0009371 

BAY-JCCP-0017541 

BAY-JCCP-0027064 

BAY-JCCP-0027221_R 

BAY-JCCP-0027571_R 

BAY-JCCP-0038735_R 

BAY-JCCP-0049081 

BAY-JCCP-0049091 

BAY-JCCP-0050198 

BAY-JCCP-0050298 

BAY-JCCP-0050302 

BAY-JCCP-0050342 

BAY-JCCP-0050350 

BAY-JCCP-0050365 

BAY-JCCP-0064212 

BAY-JCCP-0064216 

BAY-JCCP-0064218 

BAY-JCCP-0065485 

BAY-JCCP-0065567 

BAY-JCCP-0065568 

BAY-JCCP-0065570 

BAY-JCCP-0065571 

BAY-JCCP-0065573 

BAY-JCCP-0065575 

BAY-JCCP-0065576 

BAY-JCCP-0065577 

BAY-JCCP-0065579 

BAY-JCCP-0065580 

BAY-JCCP-0065581 

BAY-JCCP-0065588 

BAY-JCCP-0067192 

BAY-JCCP-0067237 

BAY-JCCP-0067279 

BAY-JCCP-0067416 

BAY-JCCP-0084144 

BAY-JCCP-0084212 

BAY-JCCP-0084246 

BAY-JCCP-0084388 

BAY-JCCP-0084574 

BAY-JCCP-0084778 

BAY-JCCP-0086452 

BAY-JCCP-0086571 

BAY-JCCP-0087036 



BAY-JCCP-0087038 

BAY-JCCP-0087220 

BAY-JCCP-0089363 

BAY-JCCP-0089364 

BAY-JCCP-0089366 

BAY-JCCP-0089369 

BAY-JCCP-0089373 

BAY-JCCP-0089474 

BAY-JCCP-0089482 

BAY-JCCP-0089493 

BAY-JCCP-0091199 

BAY-JCCP-0097917 

BAY-JCCP-0117784 

BAY-JCCP-0117912 

BAY-JCCP-0135707 

BAY-JCCP-0135720 

BAY-JCCP-0135759 

BAY-JCCP-0135763 

BAY-JCCP-0135765 

BAY-JCCP-0135767 

BAY-JCCP-0135822 

BAY-JCCP-0135856 

BAY-JCCP-0135901 

BAY-JCCP-0136684 

BAY-JCCP-0137250 

BAY-JCCP-0137322 

BAY-JCCP-0137344 

BAY-JCCP-0137346 

BAY-JCCP-0137720 

BAY-JCCP-0137751 

BAY-JCCP-0138222 

BAY-JCCP-0140312 

BAY-JCCP-0140336 

BAY-JCCP-0140346 

BAY-JCCP-0140526 

BAY-JCCP-0140719 

BAY-JCCP-0144550 

BAY-JCCP-0146710 

BAY-JCCP-0146711 

BAY-JCCP-0180228 

BAY-JCCP-0227574 

BAY-JCCP-0227743 



BAY-JCCP-0227745 

BAY-JCCP-0227747 

BAY-JCCP-0228408 

BAY-JCCP-0228410 

BAY-JCCP-0228412 

BAY-JCCP-0228414 

BAY-JCCP-0228416 

BAY-JCCP-0228686 

BAY-JCCP-0228688 
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  1   in the report?

  2        A.   I'm going to say I don't know.

  3        Q.   Less than 20?

  4        A.   Possibly.

  5        Q.   Does that sound about right?

  6        A.   Possibly, yeah.

  7        Q.   Did you have any conversations with

  8   individuals other than lawyers to prepare your

  9   report or for your deposition today?

 10        A.   To prepare my report?

 11        Q.   Yes.

 12        A.   I had one brief discussion with the

 13   complaint experts.

 14        Q.   With Ms. Holland, Brown, and Arroyo?

 15        A.   Yes, uh-huh.

 16        Q.   Did you talk to all of them at the same

 17   time?

 18        A.   I think they may have been on the -- a

 19   couple people on the call.

 20        Q.   Okay.  How long did you talk to them?

 21        A.   20 minutes, maybe.

 22        Q.   When did you talk to them?

 23        A.   I'm not certain exactly when we talked.

 24   It was one conversation.

 25        Q.   What did you talk about?
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  1   about how they assessed reportability?

  2        A.   What their approach was, yeah.

  3        Q.   Okay.  And what were your questions?

  4        A.   Basically, you know, what criteria they

  5   were using, how they were making that assessment,

  6   and --

  7        Q.   Did you tell them you agreed with their

  8   assessment or did you suggest that they modify it?

  9        A.   I agreed with -- I told them that I

 10   agreed with some of what they were doing, and the

 11   rest I didn't offer an opinion.  I just was there

 12   to get information, basically.

 13        Q.   What did you agree with that they were

 14   doing?

 15        A.   I agreed with the approach that they were

 16   taking with their assessment and with the way they

 17   were looking at reportability, what should be

 18   reported, what not.

 19        Q.   And what is your understanding of how

 20   they were looking at reportability that you were

 21   agreeing with?

 22        A.   I don't believe that I would want to

 23   characterize their process.  I guess I would refer

 24   you back to their report.  I concur with the

 25   process that they followed.
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  1        Q.   Well, you testified that you agreed

  2   with --

  3        A.   Yes, I did and I do.

  4        Q.   -- their process.  And I'm asking you

  5   what the process was that you agreed with.  I'm

  6   asking you from your perspective, Dr. Richter, what

  7   did you agree with?

  8        A.   I'm saying it's been a period of time,

  9   and I'd refer you back to their report.

 10        Q.   So you're not in a position today to tell

 11   me what you agreed with with their process?

 12             MR. WALLACE:  Objection, asked and

 13   answered.  She already answered that.  But if you

 14   want to --

 15             THE WITNESS:  No.

 16   BY MS. CURTIN:

 17        Q.   You can't do that today?

 18             MR. WALLACE:  I think she's told you that

 19   she concurs with their report.

 20             MS. CURTIN:  I think I can ask her what

 21   she's concurring with, Ed.

 22             MR. WALLACE:  Well, do you have the

 23   report to show her as to if she disagrees with

 24   something?  It's not really a memory test.  And I

 25   will tell you I told her it's not going to be a
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  1        Q.   But you consider all perforations to be

  2   MDR reportable; right?

  3        A.   Actually, yes, I do.

  4        Q.   Okay.

  5        A.   Unless you're given specific guidance

  6   from the FDA that says it's not necessary to report

  7   them.

  8        Q.   Okay.  Did you take any notes from that

  9   call?

 10        A.   No.

 11        Q.   Did you take any notes on the six

 12   complaint files you reviewed that are described in

 13   your report?

 14        A.   I took my notes right into my report.

 15   That's sort of how I operate.  It's fairly

 16   cumbersome, but it's -- it's the only way to

 17   keep --

 18        Q.   Understood.  So your notes on the six

 19   complaint files that are described in your report

 20   starting on page 61 -- if you could turn there.

 21        A.   Uh-huh.  Okay.

 22        Q.   Your notes are captured in this table?

 23        A.   Yes.

 24        Q.   Okay.  Did you select these six

 25   complaints because they were used at a deposition
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  1   of a corporate witness, Michael Reddick?

  2        A.   Yes.

  3        Q.   Let's turn to pages three and four of

  4   your report.  In your summary of opinions at the

  5   bottom here, you say, "Based on my review of the

  6   documents, as well as my knowledge and experience,

  7   I have formed the opinion summarized below."  And

  8   then it goes on to list out some of your opinions.

  9   And I just want to focus on that.

 10                Based on your review of the

 11   documents -- based on my review of the documents.

 12   Is that based on your review of the documents that

 13   are captured in your appendix B?

 14        A.   Yes.

 15        Q.   Okay.  And you give opinions in your

 16   summary about whether Conceptus and Bayer properly

 17   handled and reported complaints; correct?

 18        A.   Let's see.  Yes.

 19        Q.   You conclude that the companies violated

 20   FDA regulations with respect to thousands of

 21   complaints and reportability; correct?

 22        A.   Yes.

 23        Q.   And just to be clear, you reviewed less

 24   than 20 complaints, but are still willing to say

 25   that Conceptus and Bayer violated FDA regulations
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  1   regarding thousands of complaints?

  2        A.   Yes.

  3        Q.   Okay.  Let's go back to your table of

  4   complaints.  Which was on --

  5             MR. WALLACE:  72.

  6             MS. CURTIN:  -- 61.

  7             MR. WALLACE:  61.

  8             THE WITNESS:  I'm going to need a break

  9   soon.  I'm just letting you know.

 10   BY MS. CURTIN:

 11        Q.   Okay.  Well, let me get through this

 12   table and then we'll take a break.

 13        A.   That's why I'm telling you now.

 14        Q.   Thank you.  I appreciate it.  So of the

 15   six complaints in this table that you put in your

 16   report -- and these are the only complaints you

 17   describe in detail in your report; right?

 18             MR. WALLACE:  Objection to form, report

 19   speaks for itself.

 20   BY MS. CURTIN:

 21        Q.   Let me ask it this way.  These are the

 22   only six complaints in your report where you give

 23   your personal analysis of potential issues with the

 24   complaint files; right?

 25             MR. WALLACE:  Again, same objection.
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  1             THE WITNESS:  Let's see.  I believe in

  2   this -- in this depth, yes.

  3   BY MS. CURTIN:

  4        Q.   Yeah.  Okay.  And of the six reports that

  5   we have starting -- or the six complaints that we

  6   have starting on page 61, three of them were

  7   actually reported to FDA as MDRs; right?

  8        A.   Let's see.

  9        Q.   Let's look --

 10        A.   The first one was --

 11        Q.   -- at it this way.  The first one was;

 12   right?

 13        A.   Uh-huh.

 14        Q.   The second one wasn't?

 15        A.   Okay.

 16        Q.   The third one wasn't.  The fourth one

 17   was.  Are you with me?

 18        A.   I'm not sure, actually.  Which one is the

 19   first one?  They're so long.

 20        Q.   20670.

 21        A.   All right.  I didn't get to that one yet.

 22   2670.  All right.  Let's see here.  MDR was filed.

 23        Q.   Okay.  And 20847, an MDR was filed;

 24   right?

 25        A.   Uh-huh.
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  1   explain their processes.

  2        Q.   Okay.  And do you know how they selected

  3   a random sample?

  4        A.   I'll refer you back to their report.

  5        Q.   Okay.  Do you have an opinion on whether

  6   their sample is representative of all complaints

  7   that were held by Conceptus and Bayer?

  8             MR. WALLACE:  Objection to form.

  9             THE WITNESS:  I believe it's

 10   representative of the complaints that Conceptus put

 11   into their system.

 12   BY MS. CURTIN:

 13        Q.   Okay.

 14        A.   I don't believe that was all the

 15   complaints that came in.

 16        Q.   Do you know if they excluded certain

 17   types of complaints from their sampling?

 18        A.   I'll refer you back to their report.

 19        Q.   Okay.  Do you think it's methodologically

 20   appropriate to exclude types of complaints from a

 21   sample?

 22        A.   I'm going to refer you -- just refer you

 23   back to their report.

 24        Q.   You have no opinion?

 25        A.   They'll --
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  1   what happened here in this table that you've

  2   reflected on page 72?

  3        A.   I think it was probably more -- more

  4   rigorous and comprehensive in this case than what

  5   we might have done in FDA as part of understanding

  6   a potential situation.

  7        Q.   Okay.

  8        A.   Okay.

  9        Q.   So the analysis, this extrapolation that

 10   we see on page 72 in your table, was more rigorous

 11   and different from what FDA would have done?

 12        A.   I believe it was more rigorous and

 13   comprehensive.

 14        Q.   Okay.  And just to be clear, you yourself

 15   never did a calculation where you extrapolated from

 16   a number of unreported complaints to reach a total

 17   number of complaints that must have been reportable

 18   and were not?  You yourself never did that?

 19        A.   I may well have done that informally

 20   internally within the agency as part of trying to

 21   assess the significance of -- potential

 22   significance of an issue and determine the actions.

 23   Yes, I probably have.

 24        Q.   You remember doing that?

 25        A.   Yeah.
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  1   continue going through your summary of opinions.

  2   And I'm looking at paragraph four, which goes to

  3   the underreporting of adverse events.  I want to

  4   look at your statement in here.  "Furthermore, the

  5   manufacturer failed to investigate or did not

  6   follow up on 57 percent of complaints, and thus

  7   reportability could not be determined."

  8        A.   Okay.

  9        Q.   Middle of paragraph four.

 10        A.   Uh-huh.

 11        Q.   Did you do your own calculations to

 12   determine that 57 percent of complaints involved a

 13   failure to investigate or lack of follow-up?

 14        A.   No.  This says specifically that this is

 15   according to the statistical analysis of the

 16   complaint experts, as it were.

 17        Q.   Okay.  So you're relying on the

 18   analysis --

 19        A.   For that number.

 20        Q.   Let me finish my question.

 21        A.   Sorry.

 22        Q.   You're relying on the analysis of

 23   Ms. Holland, Brown and Arroyo for this opinion that

 24   the manufacturer failed to investigate or did not

 25   follow up on 57 percent of adverse events?
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  1        A.   Yes.

  2        Q.   Okay.  You do not yourself have a basis

  3   for this opinion?

  4        A.   Well, no, that's not -- I'm sorry, I may

  5   not have been clear.  I do have a basis for

  6   accepting this.  You know, the procedures were

  7   poor, the -- you look at the e-mails and in the

  8   e-mails that Mr. Reddick, particularly, is talking

  9   about how he's making decisions, or all of the

 10   other documentation of things that were not

 11   investigated properly, I feel that this number is

 12   quite credible.

 13        Q.   Okay.  So you can look at e-mails and

 14   policies and procedures and come up with a number

 15   57 percent?

 16        A.   I can determine whether or not it's in a

 17   reasonable range, yes.  In that -- in addition to

 18   my experience in industry and my experience at FDA,

 19   yes.

 20        Q.   Okay.  But you didn't do any calculation

 21   yourself for this 57 percent; right?

 22        A.   No.  I was focused -- my report was

 23   focused in different directions.

 24        Q.   Do you know how they calculated

 25   57 percent of complaints?
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  1        A.   I'll refer you back to their report.

  2        Q.   So you don't know?

  3        A.   I'll refer you back to their report.

  4        Q.   So the answer to my question is you don't

  5   know?

  6        A.   I understand conceptually how they did

  7   it, and I'm comfortable with it, but I'm not going

  8   to describe it.  I think that's for them.

  9        Q.   And you don't know what they reviewed to

 10   get to that 57 percent?

 11        A.   I'm going to refer you back to their

 12   report.

 13        Q.   Okay.  Is it your opinion today that all

 14   57 percent of those failure to investigate or

 15   did-not-follow-up complaints were in fact MDR

 16   reportable complaints?

 17        A.   I think we don't know because they

 18   weren't investigated.

 19        Q.   Okay.

 20        A.   That's a concern.

 21        Q.   We don't know how many of those

 22   complaints should have been reported or involved

 23   MDR reportabilities?

 24             MR. WALLACE:  Objection, form, asked and

 25   answered.
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  1        A.   And based on review of their process and

  2   review of their report, which reassures me

  3   substantially that they did an excellent job.

  4        Q.   Okay.  So you're comfortable that they

  5   did an excellent job?

  6        A.   I am.

  7        Q.   But you person --

  8        A.   And I have concurred in my report, which

  9   means I've put my personal credibility out there.

 10        Q.   But you personally have not reviewed any

 11   complaint files other than the six referenced in

 12   your report and some others in e-mails and

 13   documents?

 14        A.   Actually, I reviewed all of the 27 or

 15   whatever it was that were related to the six.  So I

 16   reviewed others than those six that were -- there

 17   was -- there were a few more that I had as part of

 18   that that I did look over also.

 19        Q.   Okay.  So you looked at the 27 from

 20   Mr. Reddick's PMQ deposition?

 21        A.   Yes, I did.

 22        Q.   Sorry, that's a legal term.

 23        A.   It was very depressing.

 24        Q.   Okay.  So now we're up to, I think

 25   earlier you testified that you thought it was less
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  1   than 20, but now we're up to more than 20?

  2        A.   I know I did look at those.

  3        Q.   Okay.

  4        A.   So --

  5        Q.   So we are in the neighborhood of 30

  6   complaint files that you reviewed?

  7        A.   Yeah, possibly.

  8        Q.   And other than those 30 complaint files,

  9   you cannot say whether any particular complaint

 10   file itself was reportable or not?

 11             MR. WALLACE:  Objection to form.

 12             THE WITNESS:  I'm -- I mean, I come back

 13   to I'm confident of the work that -- the processes

 14   that they used, I'm comfortable with their report.

 15   Yeah.

 16   BY MS. CURTIN:

 17        Q.   Do you think, from your experience at

 18   FDA, that the most reliable way to determine

 19   whether a complaint is reportable is to look at the

 20   complaint file itself?

 21             MR. WALLACE:  Objection to form.

 22             THE WITNESS:  The problem here is that

 23   the complaint files were so bad that I'm not sure

 24   that that's the best source of determining whether

 25   something is reportable.
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  1   made a statement, you gave testimony that the

  2   complaint files were so bad --

  3        A.   Uh-huh.

  4        Q.   -- that maybe it's not reliable to look

  5   at them.  And I'm asking you how many complaint

  6   files do you have firsthand knowledge of the state

  7   of?

  8        A.   Enough to know that complaint handling

  9   case records were poor.

 10        Q.   Okay.

 11        A.   And problematic.  You know, as you

 12   pointed out, FDA can come in and do a -- we've

 13   talked about this, look at a small number and begin

 14   to see things.  You know, one -- when you see major

 15   problems in a few, you know that there's an issue.

 16   And then when you see other audits coming in and

 17   confirming the same, when you see e-mails from the

 18   people involved and -- you know, there's a pattern

 19   here.

 20        Q.   How many of the 30 or so complaint files

 21   that you reviewed did you see major problems with?

 22        A.   I thought they were all awful.

 23        Q.   All of them?

 24        A.   Yeah.

 25        Q.   All 30?
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  1        A.   Yeah.  I thought they were -- there's

  2   just -- yeah, they're bad.

  3        Q.   But you have no personal knowledge of

  4   whether any of the other tens of thousands of

  5   complaint files that the companies had were

  6   similarly challenged?

  7             MR. WALLACE:  Objection to form, asked

  8   and answered several times.

  9             THE WITNESS:  I'm sorry, I'm rolling over

 10   my coat here.

 11   BY MS. CURTIN:

 12        Q.   Can you answer my question?

 13        A.   I'm sorry, what was your question?

 14        Q.   You have no personal knowledge of whether

 15   any of the tens of thousands of complaint files

 16   that the other -- that the companies had were

 17   similarly challenged?

 18        A.   I'm confident, based on the procedures,

 19   the other audits that were done, and the e-mails,

 20   that that's the case, but --

 21        Q.   Okay.  But you have no personal

 22   knowledge?  That's what I'm asking you.

 23        A.   I have not read them, yes.

 24        Q.   You're assuming, based on what you saw in

 25   the 30 and other documents, that all the rest of
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  1   the complaint files are problematic?

  2        A.   I'm concluding that there are systemic

  3   problems.

  4        Q.   Okay.  Do you know whether Ms. Holland,

  5   Brown or Arroyo reviewed the complaint files

  6   themselves for the 974 that they reviewed, or

  7   whether they reviewed narratives about the

  8   complaints?

  9        A.   I'm going to refer you back to their

 10   report for their processes.

 11        Q.   Do you know whether any individuals

 12   reviewed the complaint files for Arroyo, Brown and

 13   Holland, or whether they were the sole reviewers?

 14        A.   My understanding is that they had

 15   additional trained individuals that conducted some

 16   of the reviews.

 17        Q.   Do you know what the qualifications and

 18   training were of those trained individuals?

 19        A.   Not specifically.  I would refer you back

 20   to the report.

 21        Q.   Did you assume they were qualified to

 22   review those complaints?

 23        A.   My understanding was.

 24        Q.   Okay.  But you don't know what their

 25   qualifications were?
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  1        A.   I don't recall the specifics.  That was

  2   actually something we discussed in the call.

  3        Q.   Do you recall generally what their

  4   qualifications were?

  5        A.   Adequate for doing the complaint reviews.

  6        Q.   Who were they?

  7        A.   I don't know.  I would refer you back to

  8   the report.  I don't recall the specifics.  I don't

  9   recall names.

 10        Q.   Okay.  So you don't know who -- today who

 11   reviewed the complaints Ms. Arroyo, Brown --

 12        A.   No.  I would refer you back to the

 13   report.

 14        Q.   What qualifications do you believe are

 15   necessary for someone to review complaints for

 16   reportability?

 17        A.   For reportability?  So -- just a minute.

 18             MR. WALLACE:  How close are we getting to

 19   food?

 20             THE WITNESS:  I don't think I'll -- I

 21   don't think I'll address that.  I think that

 22   probably the authors of the report were in the

 23   position to have that experience and know what was

 24   necessary to complete the work successfully.  I'm

 25   going to refer you back to that.
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  1   about just kind of the overall numbers that come

  2   into --

  3        Q.   Let me do it this way.

  4        A.   Okay.

  5        Q.   From FDA's perspective, does a med watch

  6   form or medical device report have some

  7   limitations?

  8        A.   Yes.

  9        Q.   And what are some of those limitations?

 10        A.   Well, as you've mentioned, sometimes we

 11   don't know the sales numbers or the distribution

 12   numbers or the numbers of product out there when we

 13   look at a form.  Sometimes information will be

 14   incomplete.  Sometimes you end up with duplicate

 15   reporting, issues like that.

 16        Q.   Is the content of MDRs always reliable?

 17        A.   Is the content of MDRs always reliable.

 18   I would say the content of individual adverse

 19   events reports to the FDA can vary.

 20        Q.   Do MDRs permit FDA to make an assessment

 21   of causation in an individual case?

 22        A.   Depends how much information is in the --

 23   the report.

 24        Q.   Does FDA use MDRs to -- in isolation to

 25   reach conclusions about medical device safety?
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  1        A.   I think FDA would say that they use them

  2   in conjunction with other information.

  3        Q.   Do they use them in conjunction with

  4   clinical trials?

  5        A.   If that information is available.

  6        Q.   What other information does FDA use MDRs

  7   in conjunction with?

  8        A.   In some cases, additional information

  9   from the manufacturer.

 10        Q.   What type of information from a

 11   manufacturer?

 12        A.   About their investigation of an issue,

 13   their knowledge of the product, their manufacturing

 14   processes.  That sort of thing might be taken into

 15   account.

 16        Q.   Does FDA receive information relevant to

 17   its analysis of safety of a product from published

 18   medical literature?

 19        A.   Can you just repeat the question real

 20   quickly?  I'm sorry.

 21        Q.   Sure.  Does FDA receive information --

 22   actually, strike that.

 23                Does FDA consider information from

 24   published medical literature in its analysis of

 25   safety of a product?
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  1   real quickly?  Can you do that?

  2             COURT REPORTER:  "Did you see anything,

  3   public or otherwise, that suggested that FDA found

  4   the increased risk -- or the increased MDR reports

  5   after the Bayer acquisition to be a regulation

  6   violation on either company's part?"

  7             THE WITNESS:  Not directly, but FDA took

  8   substantial actions after they received the

  9   additional information.  That certainly indicated

 10   to me that there were issues with the way things

 11   had been proceeding.  So --

 12   BY MS. CURTIN:

 13        Q.   So --

 14        A.   -- there was some kind -- are you talking

 15   about specifically MDR regulations, or any

 16   violations?

 17        Q.   Either.

 18        A.   Okay.  Yeah, I think the actions that FDA

 19   took indicate significant risk management

 20   violations and --

 21        Q.   Okay.  So it's your opinion that FDA's

 22   actions were evidence of a regulation violation?

 23        A.   Yes.

 24        Q.   But you haven't seen anything, either

 25   from FDA or otherwise, that FDA concluded that the
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  1   companies had violated the regulations?

  2        A.   I didn't see FDA say that.  What they

  3   said is that we have serious issues and we are

  4   requiring change in labeling, labeling changes,

  5   then we are mandating changes in labeling and we

  6   are threatening you with civil and criminal

  7   penalties if you don't comply.  That's -- that's a

  8   down-the-line extreme kind of FDA response.

  9                So I interpret that, in addition to

 10   the fact that these -- there weren't voluntary

 11   actions taken by the firm, to indicate to me

 12   regulation noncompliance, yes.

 13        Q.   Okay.  Your conclusion is that those FDA

 14   actions mean that a regulatory violation occurred?

 15        A.   Yes.

 16        Q.   Did --

 17        A.   Well, in combination with the lack of the

 18   action by the firm, lack of voluntary action by the

 19   firm, yes.

 20        Q.   Did FDA initiate a recall for Essure at

 21   any time?

 22        A.   Now, recalls almost always are voluntary.

 23   I think the question would be did Essure -- did

 24   Bayer or Conceptus initiate a recall.  And to my

 25   knowledge, there weren't recalls.  That was one of
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  1   looked for.

  2        Q.   Okay.  And with respect to complaints

  3   coming in, would you have expected the complaint

  4   language in the label, if it had been changed in

  5   2006, as you think it should have been, to look

  6   like the complaint references in the 2016 IFU?

  7        A.   I think generally.

  8        Q.   Okay.  So --

  9        A.   In 2016, after -- after FDA recommended

 10   that.

 11        Q.   Okay.

 12        A.   That what you're asking?

 13        Q.   Yes.

 14        A.   Yeah, I think a lot of that could have

 15   been anticipated.

 16        Q.   Okay.  So the language on patient

 17   complaints that FDA approved in the 2016 label you

 18   think should have been in the 2006 label?

 19        A.   Quite a bit of it voluntarily, yes.

 20        Q.   Do you know whether the company had

 21   received complaints that resembled, in frequency or

 22   severity, the complaints that FDA reviewed prior to

 23   the 2016 label change?

 24        A.   No.  I can't speak -- I'm not speaking to

 25   that exactly.  But if they had monitored their
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  1   complaints more comprehensively, I think that would

  2   have helped to inform the labeling that -- changes

  3   that maybe should have been made, is what I'm

  4   saying.

  5        Q.   So you think they might have seen

  6   complaints similar, prior to 2006, to what FDA saw

  7   in patient reported med watches in 2013 to 2015; is

  8   that fair?

  9        A.   Yes.  And I think a number of those

 10   reported by -- by patients were patients that had

 11   previously tried to contact the firm one way or

 12   another and perhaps, you know, hadn't been

 13   captured.  I don't know.  So it's difficult.  If

 14   you look at the example e-mails that come along,

 15   you'll see patient -- you know, something will come

 16   and say well, this lady called in and she said

 17   she's having all these symptoms, blah, blah, blah.

 18                And then if the decision is, well, we

 19   don't -- we don't record that kind of thing or we

 20   don't report that kind of thing or we don't --

 21   that's not a complaint because we don't take input

 22   that way, then, you know, just based on the e-mails

 23   that I've read suggest that quite a few of those

 24   things would have been identified.  Yeah.

 25        Q.   How do you know that med watches reported
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  1        Q.   Can somebody have an event in a previous

  2   year and not record it in a med watch until several

  3   years later?

  4        A.   Yes.

  5        Q.   Does that say anywhere that FDA concluded

  6   that women had attempted to report the same events

  7   to the company prior to 2013 and the company had

  8   not accepted those events?

  9        A.   I don't recall if there was any comment

 10   about the company's handling of them, no.  Many of

 11   the MDRs received, especially after late 2013,

 12   contained multiple symptoms.  And then they sent a

 13   copy of -- the FDA sent a copy of voluntary reports

 14   it receives to the device manufacturer.  No.  So I

 15   would have to say not right here, that wasn't

 16   exactly what I was thinking of.  But -- so what was

 17   your question again?  I'm sorry.

 18        Q.   I'm trying to understand the basis for

 19   your testimony.  And I see you've read from

 20   advisory committee comments about when the events

 21   actually occurred that were reported in 2013

 22   through 2015.

 23                And my question for you is whether

 24   you've seen anything from the FDA to support your

 25   testimony that women that reported med watch events
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  1   in 2013 through 2015 had previously reported the

  2   same events to the company in the complaints.

  3        A.   No, I'm not certain that FDA would know

  4   that.

  5        Q.   Do you have any basis for that opinion?

  6        A.   Let me just -- let me stop and think for

  7   a minute.  So Conceptus received -- nothing I could

  8   point my fingers on right now.

  9        Q.   And other than the 30 or so complaints

 10   that we have discussed that you reviewed prior to

 11   writing your report, you haven't reviewed a

 12   substantial number of complaints from prior to 2006

 13   when you think the label should have changed?

 14        A.   That's correct.

 15        Q.   So you don't know whether, if we looked

 16   at a set of complaints from prior to 2006, compared

 17   to a set of med watches submitted by patients

 18   between 2013 and 2015, they would have provided the

 19   same information on adverse events?

 20        A.   I do know that information in some of the

 21   correspondence within Conceptus that I reviewed

 22   described, or quoted, specific complaint

 23   information that was significant that was not

 24   reported.  So I do know that.

 25        Q.   Do you know whether, in terms of the type
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  1   or frequency of adverse events seen in the patient

  2   reported med watches between 2013 and 2015, and how

  3   that would compare to complaints received by the

  4   company in 2006 and earlier?

  5        A.   All right, now I'm confused.  Can you

  6   repeat your question one more time?

  7        Q.   Well, I asked you about a set --

  8        A.   Yeah, I know.

  9        Q.   You gave the opinion, as I understood it,

 10   that the labeling should have changed --

 11        A.   Yes.

 12        Q.   -- to essentially look like the 2016

 13   labeling in 2006; right?

 14        A.   Yes.

 15        Q.   And I am asking you, and if I understand

 16   you correctly, is that opinion based on your

 17   opinion that the complaints received by the company

 18   prior to 2006 would have been sufficient to trigger

 19   a label change similar to what triggered a label

 20   change in 2016?

 21        A.   Okay.  First of all, I believe the label

 22   should have been voluntarily changed.  It shouldn't

 23   have required a trigger similar to what occurred in

 24   2015.  So that's one point.  Secondly, then, I

 25   think that the examples that I reviewed as I was
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  1   it's time to start reassessing.  That's -- that's

  2   what I think.

  3        Q.   Time to start reassessing --

  4        A.   Yes.

  5        Q.   -- the labeling?

  6        A.   What should be in the labeling, yes.  And

  7   while we're at it, any other actions to take to

  8   make sure that you're capturing information from

  9   patients directly and minimizing any risk to future

 10   patients.  And that's -- I don't see that here.

 11        Q.   Do you think that FDA's decision to --

 12   well, let me back up.  Do you think that the label

 13   change in 2016 is solely a result of the MDRs that

 14   FDA had received between late 2013 and 2015?

 15        A.   I think it was a significant trigger.

 16        Q.   How -- what else was a trigger for FDA's

 17   actions in 2016?

 18        A.   Well, I think it was the trigger.  As --

 19   after the trigger, then I think they went back and

 20   looked at other information and talked -- then they

 21   had eventually ended up talking to some consumers

 22   and doing other things.  But I think that the

 23   trigger was MDR numbers, yeah.

 24        Q.   So the FDA received a significant

 25   increase in MDRs that came directly from patients
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  1   between 2013 and 2015; right?

  2        A.   Yes.

  3        Q.   And by the middle to end of 2015, FDA had

  4   received in the neighborhood of 9900, 10,000 MDRs;

  5   does that sound about right?

  6             MR. WALLACE:  Objection to form.

  7             THE WITNESS:  I'm not certain about that.

  8   Say that again.

  9   BY MS. CURTIN:

 10        Q.   Well, you know what, that's okay.  It

 11   can -- I can do that specifically with a document.

 12   Okay.  So you believe that the increased --

 13   significant increase in med watches received

 14   between late 2013 and 2015 was the reason for the

 15   label change in 2016?

 16        A.   No, it was the trigger.

 17        Q.   Okay.  So describe what you mean by

 18   trigger.

 19        A.   A trigger or a signal is something that

 20   there is a flag that there needs to be further

 21   consideration, further investigation within FDA and

 22   within the firm.  So when the MDRs increase like

 23   that, then -- then the center says oop, we've got

 24   this here, we need to look at what's going on, we

 25   need to consider if any, you know, actions
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  1   having -- if there had been a huge increase in

  2   sales or something else that explained some of

  3   that, then they would take that into account.  But

  4   before they made the decision then on what actions,

  5   they also looked at publications and talked to

  6   other people and so forth.  But it's the MD -- the

  7   purpose of the MDRs is that trigger.

  8        Q.   Did the MDRs trigger the -- the increase

  9   in MDRs between 2013 and 2015 trigger the advisory

 10   committee meeting in September of 2015?

 11        A.   The agency says that was a factor, yes.

 12        Q.   Was that the only factor?

 13        A.   Well, I'm not -- I wasn't in those

 14   discussions, so I couldn't say for sure, but it was

 15   a significant factor.  I think that another factor

 16   might be that they wanted additional input and

 17   information about possible controls, you know,

 18   possible actions to take to -- you know, that's the

 19   purpose of the advisory panel, is to get additional

 20   input from different stakeholders.

 21        Q.   Where does the agency say that the MDRs

 22   received between 2013 and 2015 were a significant

 23   trigger for or a significant factor in their

 24   decision to hold an ad com?

 25        A.   That I believe that they did say in
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  1   their -- their write-up, or in the press releases.

  2   I'll have to go back and look.  You want -- I think

  3   I cite it in my report.  You want --

  4        Q.   No, that's okay.  The press releases

  5   related to their decision to hold an ad com?

  6        A.   Yeah.  Somewhere within the agency

  7   discussion they talk about the fact that it

  8   was -- they didn't -- you know, they did a look in

  9   2013, and then they ultimately decided to do the

 10   advisory panel meeting.  And it ties that into the

 11   MDRs, I believe.

 12        Q.   And MDRs can come from a variety of

 13   sources; right?

 14        A.   Yes.

 15        Q.   They can come from a manufacturer?

 16        A.   Yes.

 17        Q.   They can come directly from patients?

 18        A.   Uh-huh.

 19        Q.   From physicians?

 20        A.   (Witness nods.)

 21        Q.   And patients can report their adverse

 22   events directly to FDA in a medical situation?

 23        A.   Yes.

 24        Q.   Are you aware of -- well, are there any

 25   other triggers for the advisory committee meeting
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  1   advisory committee meeting much earlier than 2015?

  2        A.   I believe FDA might have acted without an

  3   advisory panel meeting.  I don't know that, if they

  4   had had that information at that time, they would

  5   have considered the advisory panel necessary.  They

  6   might have.  But it was not -- not an option in

  7   quite the same way earlier on to have postmarket

  8   advisory panel meetings.  And I think -- again, we

  9   don't know exactly what the results of that --

 10   those complaints would have been.

 11        Q.   So we don't know whether FDA would have

 12   had an advisory committee meeting in 2006 or

 13   thereabouts?

 14        A.   No.  I mean, the alternative would have

 15   been to simply proceed to action.

 16        Q.   All right.  And do you think FDA would

 17   have ordered a label change in 2006 that resembled

 18   the ultimate label change in 2016 --

 19        A.   I feel --

 20             MR. WALLACE:  Object to the form.

 21   BY MS. CURTIN:

 22        Q.   Let me finish my question.

 23             MR. WALLACE:  Asked and answered.

 24   BY MS. CURTIN:

 25        Q.   -- based on the complaints received by
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  1   committee meeting?

  2        A.   Yes.  Whether it was adequate is another

  3   question.

  4        Q.   But FDA concluded that women were not

  5   receiving or understanding information on Essure's

  6   risks and benefits after the advisory committee

  7   meeting?

  8             MR. WALLACE:  Objection to form.

  9             THE WITNESS:  Well, wait.  Now let's --

 10   let's -- let me hear that question again.  I'm

 11   sorry, I --

 12   BY MS. CURTIN:

 13        Q.   No, no, no --

 14        A.   There's a lot of nuances in these things.

 15        Q.   Despite the fact that there was an

 16   instructions for use and a patient information

 17   booklet in effect prior to the advisory committee

 18   meeting in 2015, FDA heard testimony at the 2015 ad

 19   com that led FDA to believe that women were not

 20   receiving or understanding the risks and benefits

 21   of Essure; right?

 22             MR. WALLACE:  Objection to form.

 23             THE WITNESS:  Yes.  But I think that

 24   earlier, if the complaints had come in, the firm

 25   should have reached that conclusion voluntarily and
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  1   permanent implant being put in healthy young women

  2   is not clearly communicated to the women what to

  3   expect, then that's an issue.  I think companies

  4   should get right on that.  I think you should --

  5   you know, four years is generous.  You know, they

  6   had sales start-up; it took a little time.  So, you

  7   know, I understand that, but that's -- I consider

  8   that ongoing business.

  9   BY MS. CURTIN:

 10        Q.   And to be --

 11        A.   Right, okay.

 12        Q.   -- clear, that is not based on a number

 13   of complaints that are captured or extrapolated in

 14   this table on page 72, but rather on your review of

 15   company documents?

 16        A.   Yes, primarily.

 17        Q.   And I think -- I think we're talking

 18   about the same thing here.  But if you could just

 19   turn to -- back again to page 72 of your complaint.

 20   I'm sorry, of your report.

 21        A.   Okay.

 22        Q.   Okay.  You with me?

 23        A.   Yes.

 24        Q.   Okay.  At the bottom of page 72 you say,

 25   "It is reasonable to expect that if these
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  1   additional significant events had been reported to

  2   FDA, the agency would have taken action at that

  3   time, likely including patient and physician

  4   labeling changes."  Is this what we've been talking

  5   about here?

  6        A.   Well, I think we've been talking about

  7   the firm's responsibility to take action.  But I

  8   think that the agency also, had they seen those --

  9   that information, would have stepped in.

 10        Q.   Okay.  And again, this is based on the --

 11   your review of company documents and not on the

 12   number of -- number of complaints that you reflect

 13   in this table on 72?

 14        A.   Well, I think it also includes

 15   information from that -- my conclusion, as I said,

 16   stands, but I think that this information and

 17   information that -- yeah, I'm sorry, I'm wandering

 18   a bit.  I'll stop there and you can ask for further

 19   clarification.

 20        Q.   We talked about the change that you think

 21   would have happened with the physicians labeling.

 22   And just to be clear, the instructions for use is

 23   written for physicians, right, it's not intended

 24   for patients?

 25        A.   I think for this type of product, that's
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  1   correct.

  2        Q.   Have the instructions for use for Bayer

  3   always included a recommendation that doctors

  4   discuss risks of Essure with their patients?

  5        A.   I don't know if it's always said that

  6   specifically, but there's patient information

  7   provided.

  8        Q.   Okay.  I also wanted to look at, just

  9   back to -- sorry, I should have told you to leave

 10   it open.  So if you could stick with me on 73.

 11        A.   Okay.

 12        Q.   I wanted to understand your -- this is

 13   the language, after what we just read, this is

 14   supported by the prompt action taken following the

 15   first PMA annual report, when the FDA sent two

 16   letters in follow-up to just four reports of

 17   perforations without catastrophic outcomes.  Tell

 18   me about why that supports your opinion that the

 19   agency would have taken prompt action.

 20        A.   I think that the fact that FDA was

 21   already asking for information, and in fact they

 22   were highlighting the need to report through the

 23   MDR process in those letters, indicates that they

 24   were concerned about even a small number of events.

 25        Q.   This is an example of FDA reading and
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  1   taking action based on a PMA annual report; right?

  2        A.   Right.  But that is not the same as MDR

  3   reporting.  And in fact, that was pointed out in

  4   two letters, that this was not -- that these should

  5   have been reported to -- you know, through the MDR

  6   process.  Right.  So yes, in this case they

  7   followed up, yes, but then let's look at what the

  8   firm did, all right?  When the firm got those

  9   letters, they sent back a note saying we disagree

 10   with you, and they did not proceed to follow the

 11   guidance FDA had provided.

 12                So you have a situation where, yes,

 13   there was quick action.  So your questions

 14   previously if the agency had known all this in

 15   2006, would they have taken action, you know, yes,

 16   they might have.  But the company was not doing

 17   what they were asked to do to help make that

 18   happen.  See?

 19        Q.   This is an example of FDA prioritizing

 20   review of a PMA annual report; right?

 21        A.   Yes.  To say -- exactly.  And I -- and

 22   I -- you know, I agree that it is.  This was a new

 23   product, it was an important product.  They did not

 24   see MDR reporting happening, and they flagged it.

 25        Q.   Did FDA prioritize review of the PMA
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  1   probability on that when you say reasonable to

  2   expect?

  3        A.   Well, the threshold for labeling changes

  4   is based on either the number of incidents or new

  5   types of events.  And I think if the number of

  6   incidents had gone up significantly, FDA would have

  7   required labeling changes.  And I don't mean

  8   significantly as in, you know, very large changes.

  9   You know, I think they would have required some

 10   kind of update if it had been statistically

 11   significant.  And, you know, then what action they

 12   took would depend on what they saw.

 13        Q.   If there was a statistically significant

 14   increase in the number of reportable events, FDA

 15   would have taken action?

 16        A.   I think that that was often a threshold

 17   for labeling changes, yes.

 18        Q.   Okay.  Well, let's talk about it in the

 19   context of Essure.

 20        A.   Okay.

 21        Q.   Is it your opinion that FDA would have

 22   taken action based on a statistically significant

 23   increase in the number of reported events?

 24        A.   Possibly in the context of sale, sale

 25   numbers.
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  1   the rate of adverse events could predict a label

  2   change; is that fair?

  3        A.   I think that might generally be true,

  4   yes.

  5        Q.   Okay.  And I'm going to go back to your

  6   summary of opinions on page 4, if you could, of

  7   your report.  I'm looking now at paragraph five.

  8   This is tied again to your opinion about a label

  9   change in 2006.  And I just want to make sure I

 10   understand.  Is it your opinion that FDA would have

 11   made a label change in 2006, or that the company

 12   should have made a label change in 2006?

 13        A.   Well, I think the company should have.

 14   And barring that, I think it's very -- it would be

 15   expected that FDA would have taken some action to

 16   address that.

 17        Q.   And when you say stronger warning labels

 18   for patients and physicians, we've talked about how

 19   the instructions for use would have looked like the

 20   2016 instructions for use.  Tell me how the patient

 21   labeling would have changed as early as 2006 with

 22   different information provided to FDA.

 23        A.   I think it would depend on what was in

 24   the complaints that the company didn't track and

 25   manage.  So it might have been more information,
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  1   and it might have been differently worded or

  2   explained information.  Might have included more

  3   information about the range of reports received as

  4   far as maybe length of pain or those sorts of

  5   things.

  6        Q.   And you just don't know without looking

  7   at specific complaints?

  8        A.   No.  I mean, based on what I've read, I

  9   have a few thoughts.  But it would depend on -- you

 10   know, that's the company's responsibility to do

 11   that.

 12        Q.   What are your thoughts on what it should

 13   have looked like?  And I'm speaking of the patient

 14   labeling now.

 15        A.   All right.

 16             MR. WALLACE:  You mean other than what

 17   she's testified to already?

 18             MS. CURTIN:  She hasn't testified what

 19   the patient labeling should have looked like in

 20   2006.

 21             MR. WALLACE:  All right.  I disagree.

 22   Objection, asked and answered.

 23             THE WITNESS:  Okay.  I think it perhaps

 24   would have benefited from additional information

 25   about the process, the reported side effects, the
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  1   nickel allergy issues, what women could do to

  2   report if they had an issue.  All those things

  3   probably enhanced in the patient information

  4   booklet would have been useful.

  5                  I would have liked to have seen the

  6   firm create an 800 number for patients after

  7   receiving the product so that they could bring

  8   their questions to the company and their reports

  9   that way.  Something like that.

 10   BY MS. CURTIN:

 11        Q.   And when is your understanding of when

 12   the firm had a 1-800 number for patients to report

 13   complaints?

 14        A.   I don't think they did.  That's my point.

 15        Q.   Okay.

 16        A.   Okay.  I think that that would -- might

 17   have been something to fold into that kind of a

 18   patient information change.

 19        Q.   A responsible manufacturer would have

 20   included a 1-800 number for reporting complaints in

 21   a patient information booklet?

 22        A.   It seems reasonable to me, you know,

 23   and -- yeah.

 24             MS. CURTIN:  Let's take a break.

 25             THE WITNESS:  Okay.
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  1             MS. CURTIN:  Thanks.

  2             THE VIDEOGRAPHER:  We're off the record

  3   at 3:47.

  4                      (Break taken.)

  5             THE VIDEOGRAPHER:  We're back on the

  6   record at 4:09.

  7   BY MS. CURTIN:

  8        Q.   Did FDA determine, two years after the

  9   2016 label changes were implemented, that patients

 10   were still not being adequately informed of known

 11   risks of the Essure device?

 12        A.   That's what they indicated.

 13        Q.   In 2018, when they ordered a sales

 14   restriction; right?

 15        A.   Right.

 16        Q.   Is it your opinion that FDA would have

 17   ordered a sales restriction earlier than 2018 with

 18   different information from the company?

 19        A.   They might have.

 20        Q.   Would that have been at the same time as

 21   a label change, or would it have been several years

 22   later?

 23        A.   Well, looking at what actually happened,

 24   they did the labeling change as -- required the

 25   labeling changes, and then two years later felt
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  1   that things were still not going -- proceeding

  2   adequately, and they took additional action with

  3   the restriction.  So you could think that it would

  4   have happened in a similar way earlier.  I like to

  5   think, and hope, that along with other voluntary

  6   actions by the firm, we don't know if that would

  7   have happened.

  8        Q.   We don't know --

  9        A.   We just don't know.

 10        Q.   We don't know --

 11        A.   That's right.

 12        Q.   -- when a sales restriction would have

 13   come in?

 14        A.   That's right.

 15             MR. WALLACE:  Object to the form.

 16             THE WITNESS:  Sorry.

 17   BY MS. CURTIN:

 18        Q.   Did FDA have information about a

 19   greater -- greater frequency or severity of adverse

 20   events reported between 2016 and 2018?

 21        A.   Greater frequency or -- I would have to

 22   go back and look at exactly what the agency said.

 23        Q.   Are you offering an opinion that the 2018

 24   sales restriction was a result of MDR reporting?

 25        A.   Well, ultimately, yes, because the MDR
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  1   of my report, okay?

  2        Q.   Can you say whether there is a category

  3   of complaints within the 974 in your table on

  4   page 72 that FDA did not have knowledge of until

  5   the time period of 2013 to 2015?

  6        A.   Are you talking about the different types

  7   of --

  8        Q.   Yes.

  9        A.   -- incidents or injuries?

 10        Q.   Yes.  Is there a type of injury the FDA

 11   did not know about until 2013 to 2015 that was

 12   included in this 974 in your table on page 72?

 13        A.   I would have to double-check that.

 14        Q.   Okay.  So you don't know that today.

 15   Okay.  Are you planning to offer or are you

 16   offering an opinion that the companies had --

 17   either company had knowledge of a different

 18   frequency or severity of adverse events than was

 19   included in the Essure instructions for use?

 20             MR. WALLACE:  Objection to the form.

 21   Report speaks for itself.

 22             THE WITNESS:  Do you want to do that

 23   again?

 24             MR. WALLACE:  I said objection to form,

 25   and the report speaks for itself as to what she's
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  1   offering.

  2   BY MS. CURTIN:

  3        Q.   Do you have an opinion as to whether

  4   either company had knowledge of a higher frequency

  5   or severity of adverse events than is included in

  6   the Essure instructions for use?

  7             MR. WALLACE:  Objection.  Same objection,

  8   her report speaks for itself.

  9             THE WITNESS:  Let's start with the fact

 10   that I think they should have, all right?  Did they

 11   have the opportunity to have?  Yes.  What they

 12   actually pulled together and how they interpreted

 13   it, I'm not certain.

 14   BY MS. CURTIN:

 15        Q.   What types of events do you believe,

 16   types of injuries, do you believe the companies

 17   should have had knowledge of a different frequency

 18   or severity than was included in the instructions

 19   for use?

 20        A.   I think the incidents related to

 21   procedures, possibly.  Perforations and the risks

 22   of perforations.  I think the pain-related

 23   complaints.  And I think possibly surgical

 24   interventions and the risks of that are things that

 25   come to mind just looking at the way they handled



Kimber Richter, M.D.

Golkow Litigation Services Page 230

  1   their reviews.

  2        Q.   This is based on your review of the

  3   company e-mails and documents; right?

  4        A.   And the examples of complaints, yes.

  5        Q.   Okay.  Did the examples of complaints

  6   that you reviewed enable you to conclude that there

  7   was a different frequency of an adverse event type

  8   than was included in the instructions for use?

  9        A.   That, plus the various audits.  You know,

 10   the Reglera, the Acorn, that sort of thing, led me

 11   to conclude that they would likely have found that

 12   if they had looked.

 13        Q.   Okay.  So you don't know whether there

 14   was a higher frequency or severity of adverse

 15   events than the labels say?

 16        A.   That responsibility lies with the

 17   company.

 18        Q.   Okay.

 19        A.   That's my feeling.

 20        Q.   Okay.

 21        A.   All right.

 22        Q.   You think that if the company looked,

 23   they would have found a higher frequency or

 24   severity --

 25        A.   Yes.
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  1   reported to FDA because the procedures were out of

  2   compliance, in your opinion?

  3        A.   Not specifically.  But I don't think that

  4   compliance is determined by whether -- by that kind

  5   of number.  I think you comply with the regulation

  6   because that's a responsibility to comply with it.

  7        Q.   You offer an opinion that Conceptus and

  8   Bayer didn't properly investigate complaints; is

  9   that right?

 10        A.   Uh-huh.

 11        Q.   And do you have an opinion on the number

 12   of complaints that were not reported to FDA because

 13   of a failure to investigate complaints but should

 14   have been reported to FDA?

 15        A.   I would --

 16             MR. WALLACE:  Objection.  I'm sorry.

 17             THE WITNESS:  Sorry.

 18             MR. WALLACE:  Objection to form.

 19             THE WITNESS:  Yeah, I would refer you to

 20   the report that the complaint experts prepared.

 21   BY MS. CURTIN:

 22        Q.   Okay.  You'll defer to Holland, Arroyo

 23   and Ms. Brown on that point?

 24        A.   They've done some of those estimates.

 25        Q.   Okay.  And you're not offering your own
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  1   opinion on the number of complaints that were not

  2   reported to FDA because of a failure to

  3   investigate?

  4        A.   No.  No.

  5        Q.   Incorporating their opinions.

  6        A.   Yeah.

  7        Q.   Okay.  You offered an opinion that there

  8   were issues with how Conceptus maintained complaint

  9   files under Section 820.198 --

 10        A.   Yes.

 11        Q.   -- is that right?  Do you have an opinion

 12   on the number of complaints that were not reported

 13   to FDA because of concerns under 820.198 with how

 14   the complaint files were maintained?

 15        A.   Well, I would refer you to the complaint

 16   handling experts and their report.  And then I

 17   would also say that in addition, the lack of

 18   capturing them I think indicates that the number

 19   was higher than their estimate, probably.

 20        Q.   But the answer -- but --

 21        A.   Do I have a specific number?  No.

 22        Q.   -- do you have a specific number?  And

 23   your views on this are based on your review of

 24   e-mails and the 30 complaint files that we've

 25   talked about, and nothing more?
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  1        Q.   If he found noncompliance in the

  2   procedures that he reviewed at an inspection, would

  3   you expect him to issue a finding?

  4        A.   In many cases, yes.

  5        Q.   Do you have your own independent opinion

  6   on how many perforations should have been reported

  7   to FDA but were not reported to FDA?

  8             MR. WALLACE:  Objection to form.

  9             THE WITNESS:  I believe they all should

 10   have been reported to FDA.

 11   BY MS. CURTIN:

 12        Q.   Do you know how many perforations that

 13   is?

 14        A.   Do I have the number?  No, not laid out.

 15        Q.   Okay.  Do you have an opinion on the

 16   number of migrations that should have been reported

 17   to FDA?

 18        A.   I believe those should all have been

 19   reported as well, based on the information I've

 20   reviewed and in my experience.

 21        Q.   And in terms of the numbers, can we

 22   rely -- or did you rely on the numbers of

 23   perforations and migrations that Ms. Arroyo, Brown

 24   and Holland say should have been reported to FDA

 25   and were not?
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  1   someone saying sorry we didn't get back to you,

  2   we're in the progress, we hope to respond with an

  3   answer in the near future.

  4        Q.   Who is -- who is Sharon Kapsch, based on

  5   this signature line on the first page in the e-mail

  6   that I'm talking about?

  7        A.   Sharon Kapsch is a branch chief who was

  8   involved in interpreting reportability policies for

  9   OSB.

 10        Q.   So when Sharon Kapsch, branch chief,

 11   says, "At this point, I do not believe a telephone

 12   conference will be necessary.  Basically, we agreed

 13   with your assessment of your MDR obligations for

 14   the events cited in Ms. Dwyer's letter to your

 15   firm, and your response back to Ms. Dwyer.  Our

 16   letter explains our reasons for making that

 17   determination."

 18                Is it your testimony that until that

 19   letter is received by the company, they cannot rely

 20   on Ms. Kapsch's stated agreement with the company's

 21   position?

 22        A.   Yes, that is my -- my clear opinion.  And

 23   any branch chief of mine who wrote a letter like

 24   that would have been disciplined.  Oh, excuse me.

 25        Q.   You would have disciplined Ms. Kapsch for
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  1   writing this e-mail?

  2        A.   It's caused a substantial amount of

  3   potential confusion.

  4        Q.   Okay.  All right.

  5        A.   To send a note saying that we haven't --

  6   we may have an answer, we may be getting back to

  7   you, I'm sorry, I --

  8        Q.   Troubles you?

  9        A.   Well, I'm sorry that I expressed my view

 10   about that, but yes.

 11        Q.   No, we're here to hear your views.

 12        A.   Well, but just troubles me.  Well, all

 13   right.

 14        Q.   So you would have disciplined Ms. Kapsch

 15   for this e-mail?

 16        A.   I said if someone on my staff wrote an

 17   e-mail like this, I would have disciplined them,

 18   yes.

 19        Q.   At this point in time Ms. Kapsch is in

 20   the office of surveillance and biometrics?  And you

 21   were never in --

 22        A.   No.

 23        Q.   Let me finish my question.

 24        A.   I'm sorry.

 25        Q.   You were never in the office of
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  1        Q.   So your opinions on exclusions are based

  2   on company e-mails that you reviewed before your

  3   report and not on written policies and procedures?

  4        A.   Well, she says in her e-mail that they

  5   are not to be written down because she thinks it's

  6   not appropriate, which actually is, in my opinion,

  7   a noncompliance with 820.  You know, you're

  8   supposed to put those into procedures.  Yeah.

  9        Q.   And I'm not asking about

 10   Ms. Acuna-Navarez's e-mail.

 11        A.   Yeah.

 12        Q.   I just want you to give me a yes or no

 13   answer, if you can --

 14        A.   Okay.  What was the question?

 15        Q.   -- to -- my question is, are your

 16   opinions on exclusions in your report from pages 36

 17   to 51 based on company e-mails and communications

 18   as opposed to written policies and procedures?

 19        A.   I believe there also was one written

 20   policy that -- document that she prepared.  I don't

 21   have it with me.  But I do think she had one

 22   summary of policies.

 23        Q.   Okay.  Apart from that one --

 24        A.   Okay.

 25        Q.   -- Acuna-Navarez summary of policies,
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  1   your exclusion opinions are not based on written

  2   policies and procedures?

  3        A.   Correct.

  4        Q.   Okay.  And your exclusions on pages 36 to

  5   51 are not based on your review of complaint files?

  6        A.   They're consistent with the complaints I

  7   did review.  The complaints I did review support

  8   them.  And I did identify in a few places under the

  9   six, even, where various exclusions were

 10   demonstrated.

 11        Q.   But you can't say with any degree of

 12   certainty how these exclusions apply to the broader

 13   group of 6,500 and something complaints that your

 14   table on 72 says should have been reported and were

 15   not?

 16        A.   I can tell you that this is noncompliant.

 17        Q.   Numerically you cannot tell us how many

 18   of those 6,500 or so complaints that you say should

 19   have been reported but were not, were failed to be

 20   reported because of the exclusions you've

 21   identified?

 22             MR. WALLACE:  Objection to form.  Report

 23   speaks for itself.

 24             THE WITNESS:  Yeah.  The process of the

 25   exclusions I believe was not compliant.
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  1   complaints --

  2        Q.   Yes.

  3        A.   -- in that report.

  4        Q.   And you don't know how many of the

  5   complaints not reported involved the types of

  6   events that FDA never added to its labeling?

  7        A.   That's correct.

  8        Q.   Okay.

  9        A.   But that raises a very interesting

 10   question, being possibly if there had been more

 11   that would have been, those things would have been

 12   added to the labeling.  We don't know.

 13        Q.   But as we sit here today, you cannot

 14   offer an opinion to any degree of certainty that

 15   MDRs that did not, by type, end up in the 2016

 16   labeling led to regulatory change?

 17        A.   MDRs -- say that again, please.

 18        Q.   MDRs that the company -- let me strike

 19   that.  You cannot offer an opinion to any degree of

 20   certainty that an MDR of the type cardiovascular,

 21   autoimmune, respiratory, or one of these other

 22   types that does not end up in the 2016 labeling,

 23   that that event led to any kind of regulatory

 24   change?

 25             MR. WALLACE:  Objection to form.
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  1        A.   Considered a significant.

  2        Q.   That's significant to you?

  3        A.   Yes.

  4        Q.   Are you giving the opinion that anything

  5   in the boxed warning is new information about risks

  6   that hadn't previously been included in labels?

  7        A.   And if we look at an earlier version,

  8   I'll be happy to confirm that for you.

  9        Q.   But is it your understanding, just for

 10   now, that what's new is the fact that it's in a

 11   box, not that the content is new?

 12             MR. WALLACE:  I would object to that.  I

 13   think she asked and answered.  She asked for the

 14   opportunity to compare it.

 15             THE WITNESS:  Yeah.

 16   BY MS. CURTIN:

 17        Q.   Okay.  Well -- let's read, if you

 18   could --

 19             MS. CURTIN:  Can we go off the record

 20   while she reads the label?

 21             MR. WALLACE:  Well, let's not go off the

 22   record.  How about this, I won't count the time

 23   that she's taking to read it right now as a

 24   courtesy.

 25             THE WITNESS:  Okay.  So --



Kimber Richter, M.D.

Golkow Litigation Services Page 315

  1        Q.   So we talked about formatting

  2   differences.

  3        A.   Okay.

  4        Q.   Can you tell me whether there is any new

  5   risk information in this boxed warning that was not

  6   in the 2002 label?

  7        A.   I think the way it's described is

  8   different than in the 2002 label.  I think the 2002

  9   label minimizes, in certain cases, the information

 10   that's here laid out in a little bit different way.

 11        Q.   So it's differently framed, but it's the

 12   same risk information; fair?

 13             MR. WALLACE:  I would object, asked and

 14   answered.

 15             THE WITNESS:  No.  I think that saying a

 16   very small risk, or putting something at the end of

 17   a long sentence, is -- in the context of a

 18   procedure, is different than this warning.

 19   BY MS. CURTIN:

 20        Q.   Is there a type of injury or risk in this

 21   boxed warning that, by type, doesn't appear in the

 22   2002 label?

 23        A.   I don't believe so, from my cursory

 24   review.

 25        Q.   Okay.
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  1                And my question for you is, having

  2   reviewed this document prior to your opinion, do

  3   you think FDA is in the best position to describe

  4   why they are taking regulatory action?

  5        A.   I think FDA can represent what their

  6   thinking is, yeah.

  7        Q.   Okay.  If you could turn to page 5.  Turn

  8   to page 5, please.

  9        A.   Uh-huh.

 10        Q.   I'm going to read starting at the bottom.

 11   "And based on the 2015 panel meeting, including

 12   comments made during the open public hearing

 13   portion of the meeting and comments made in the

 14   associated public docket, FDA believes that some

 15   women are not receiving or understanding

 16   information regarding the risks and benefits of

 17   permanent hysteroscopically placed tubal implants

 18   that are intended for sterilization."

 19                And FDA goes on to describe the

 20   labeling changes it's making related to the fact

 21   that women are not receiving or understanding

 22   information regarding the risks and benefits of

 23   Essure.  Does that look right?

 24        A.   Yes.

 25        Q.   Does FDA say in any -- at any point in
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  1   time that it made label changes in 2016, including

  2   the patient checklist, and the addition of a boxed

  3   warning to the physician labeling, because it found

  4   a higher frequency or severity of adverse events in

  5   Essure from the MDRs it reviewed from 2013 to 2015?

  6             MR. WALLACE:  Objection to form.

  7             THE WITNESS:  I think in the press

  8   release where Dr. Gottlieb talks about the

  9   restriction of sale and the need for action in

 10   order to consider the product safe and effective,

 11   that that is essentially saying that.

 12   BY MS. CURTIN:

 13        Q.   That's in 2018, though; right?

 14        A.   But you said at any time.

 15        Q.   Okay.  Well, let me ask about 2016 then.

 16        A.   Okay.

 17        Q.   In 2016, when FDA issues its final

 18   guidance, do they say anything about changing the

 19   Essure labeling for physicians because of a change

 20   in the frequency or severity of adverse events?

 21        A.   Their concern, as they describe it

 22   primarily, is the communication of issues,

 23   information.

 24        Q.   The communication of issues with women?

 25        A.   Yeah, information sharing.  And I thought
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  1   it was with physicians as well, but that may not be

  2   what they say.

  3        Q.   So the answer to my question is the FDA

  4   does not, in this guidance document, say that it is

  5   changing the label for physicians because of an

  6   increased frequency or severity of any adverse

  7   events?

  8             MR. WALLACE:  Objection to form.

  9             THE WITNESS:  Okay.

 10   BY MS. CURTIN:

 11        Q.   They don't?

 12        A.   They talk about patient information.

 13        Q.   So they don't say that they're changing

 14   the label because of a change in frequency or

 15   severity of adverse events?

 16             MR. WALLACE:  Objection, asked and

 17   answered.

 18             THE WITNESS:  In this document, that's

 19   how I read it.

 20   BY MS. CURTIN:

 21        Q.   They don't say it?

 22        A.   Correct.  As I read it, yeah.

 23             MS. CURTIN:  Okay.

 24             MR. WALLACE:  All right.

 25                     E X A M I N A T I O N
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    Expert Review and Report 

SECTION A: BACKGROUND 

I am the founder and principal of MedDLI LLC (Medical Device Labeling and Instructions), a 
consulting company that I started in January 2016.  MedDLI provides consulting services re-
lated to the regulatory requirements for (1) medical device labeling; (2) devices being de-
signed, developed, and moved into the non-clinical environment; and (3) medical device ad-
verse event reporting decisions using the quality systems regulation (QSR) under 21 CFR 820 
and medical device reporting (MDR) under 21 CFR 803.  MedDLI has been retained for this 
litigation through NSF International. 

I started my career as a registered nurse at the Mayo Clinic in Rochester, MN.  I worked on the 
thoracic/endocrine, ENT/plastic surgery, and hematology/oncology units at Methodist Hospital 
in Rochester.  I was accepted into the Peace Corps and moved to Ecuador in the remote Boli-
var province, where I worked primarily as a public health nurse.  With the Peace Corps, I also 
provided services in a clinic, including birthing babies, and treating tropical and rare diseases.    
I moved to Washington, DC and worked as an evening clinical supervisor for a long-term care 
facility and hospice in a private facility.  I then joined the public health branch of the DC gov-
ernment to provide care, education, and other services, including on the topic of HIV/AIDS, to 
DC residents in clinics, schools, and on the streets.  During this time, I also worked as a visit-
ing nurse for a private home care agency in northern Virginia.  I provided numerous types of 
treatments for many patients such as peritoneal dialysis and hemodialysis, care for newly diag-
nosed diabetics, wound care, ventilator therapy, and care for the dying.  I also volunteered as 
a registered nurse for the Medical Reserve Corps in northern Virginia to provide nursing ser-
vices during public health emergencies.  I volunteered as the band nurse during my daughter’s 
high school years in the marching band.  I gave out medications on the band trips and as-
sessed and treated students for illness while on marching band tours. 

In late 1989/early 1990, I began my tenure at the US Food and Drug Administration’s (FDA) 
Center for Devices and Radiological Health (CDRH).    
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I joined the FDA as part of an effort by CDRH’s Office of Compliance and Surveillance (OCS) 
to hire nurses and other medical professionals to review and interpret the adverse event re-
ports being sent to the FDA under the medical device reporting regulation.  I was responsible 
for reviewing reports regarding general hospital medical devices; many of the reports were for 
various types of infusion therapies (large volume, patient controlled analgesia, insulin, and im-
planted).  My responsibilities at the FDA included reviewing, evaluating, and analyzing individ-
ual MDRs to determine if known events were occurring with a greater frequency than ex-
pected, if there were unusual (non-labeled) events, or if there was a pattern noted across a de-
vice family or across manufacturers.   

At the FDA, I performed follow up on reports.  I followed up on approximately 10,000 reports 
per year for the general hospital devices, including manufacturer and voluntary reports.  Part of 
my review of MDRs included monitoring and trending the many reports I received.  When ap-
propriate, I would recommend that the FDA issue or consider issuing recalls, public health ad-
visories, and safety alerts if I determined that MDRs revealed a potential safety signal.  While 
at the FDA, I regularly communicated with medical device manufacturers through (1) letters re-
questing additional information on individual reports; (2) telephone conferences; (3) in-house 
meetings; and (4) trips with investigators on inspections of facilities.  Additionally, I wrote nu-
merous directed inspections and worked with investigators when they were inspecting manu-
facturer facilities.   

During my time at the FDA, I had responsibilities related to a number of implanted medical de-
vices.  For example, I was put on a special project to review thousands of patient events that 
came in regarding silicone breast implants.  I was on the team working with the Commissioner, 
Office of the Inspector General, and investigators to determine if the complaints could have 
been associated with the breast implants.  We held public meetings, listened to patients, and 
provided the Commissioner with data from the events submitted.  The Commissioner eventu-
ally ordered manufacturers of silicone breast implants to stop their manufacture and worked 
with industry to develop quality systems that would assure a safe and effective product when 
reintroduced through the PMA application process. 

In the early 1990s, I was a representative from the Office of Compliance and Surveillance 
(“OCS”) to the newly formed FDA MedWatch team that developed the MedWatch reporting 
form. 

In the early 1990s, OCS was divided up into two separate offices and I was promoted to 
Branch Chief for MDR in the new Office of Surveillance and Biometrics (OSB).  I supervised a 
team of medical personnel that reviewed MDRs in OB/Gyn (briefly), dental, ENT, general hos-
pital, surgical, physical medicine, anesthesia, orthopedics, and GI/GU.   

I became the Deputy Division Director for the Division of Surveillance Systems (DSS) in 2001. 
The DSS is responsible for communications with manufacturers regarding potential MDR re-
portability determinations.  The DSS was also responsible for drafting guidance and necessary 
regulations.  I helped write the user facility (UF) reporting regulations after Congress mandated 
user facilities to report adverse events.   
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While at the FDA, I was also asked to develop a policy on home health (non-clinical) use of 
medical devices because more and more devices were being used in the home environment. 
At this time, I was promoted to the GS-15 level, the highest level in the federal government 
outside of the Senior Executive Service. I developed a committee on home health device is-
sues, including labeling and premarket development. I started this work as a policy analyst for 
the Office Director in OSB in 2008, and eventually was requested by the new Center Director 
in 2010 to join the staff in the Center Director’s office to continue this policy development.  At 
this time, I was also the representative to the Global Harmonization Task Force (GHTF) on 
postmarket issues.  I represented the US FDA on this committee for 6 years, developing global 
documents for postmarket activities including a unique coding system for adverse events. I 
was the representative on international standards for symbols and home use.  I chaired the As-
sociation for the Advancement of Medical Instrumentation (AAMI) standards group on devices 
used in non-clinical environments. I retired in 2015 after 25 years with the FDA. 

Through my different experiences at CDRH, I developed expert knowledge in the areas of 
MDR reporting, non-clinical use of medical devices, collaboration in international environ-
ments, holding public meetings to engage patients and health care professionals, and regula-
tion and guidance development.  I developed strong knowledge in the MDR and quality system 
regulations, as well as in  other areas of compliance, labeling, and clinical research in the FDA 
labs. 

The opinions expressed in this report are based on my background, knowledge, and experi-
ence gained at the FDA, international committee work, and my work through MedDLI as a con-
sultant.  My opinions are also based on the documents, deposition transcripts, and other mate-
rials that I reviewed, including all documents and regulations referenced in this report.  I re-
serve the right to amend or supplement my opinions if new information is presented to me in 
this case, including the right to respond to any other experts within my area of expertise. 

My company is being paid for this work through NSF International.  NSF International is being 
paid $350/hour for me to provide regulatory consulting and testimony.  In addition to my back-
ground noted above, I have provided my CV as Exhibit A. I have not been an expert witness in 
any trial nor have I provided an expert report or testimony in any case previous to this.  At-
tached as Exhibit C is a copy of all materials I considered in forming my opinions in this report.  
Attached as Exhibit D is a list of my publications within the past 10 years.

SECTION B: OVERVIEW OF OPINIONS 

Below is an overview of my opinions regarding the Essure device.  Each of these opinions is 
based on a reasonable degree of certainty and is discussed in more detail throughout this re-
port. 

B.1.    The Essure Device and Approval (Section C of this document). Essure was ap-
proved through the FDA’s pre-market approval (PMA) process, which is the most stringent 
type of device marketing application required by the FDA for the evaluation of new medical 
devices or technologies.  The Essure PMA included all components required by the regula-
tions including study protocols, safety and effectiveness data, over seven years of clinical 
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trials and results, and reported adverse events.  Upon recommendation by an independent 
advisory panel, the FDA approved Essure as a safe and effective permanent birth control 
device in November 2002.  

B.2.    Instructions for Use (Section D of this document). The Essure device is a safe and 
effective device, as designed and labeled, when placed properly in appropriate patients.  Es-
sure is a prescription device, available only when ordered and used by a licensed and 
trained physician.  Essure was packaged with the FDA-approved Instructions for Use 
(“IFU”), which provided information to the physician on indications, warnings, precautions, 
contraindications, risks and benefits, and potential adverse events.  The IFU instructed the 
physician to counsel patients on the risks and benefits of Essure prior to having the proce-
dure.  Updates to the IFU related to the safety and effectiveness of Essure were submitted 
as PMA supplements to the FDA for approval.  The original IFU (and all subsequent ver-
sions) were approved by the FDA, indicating that they contained appropriate information for 
physicians to use the device in a safe and effective manner.  

B.3.   Post-Approval Monitoring of Essure (Section E of this document).  The FDA moni-
tors the safety and effectiveness of medical devices after they enter the market.  The FDA 
monitored Essure in a variety of ways, including by reviewing reports of post-approval and 
post-market studies, analyzing annual reports, reviewing device defect reports, and approv-
ing PMA supplements.  The FDA also monitored Essure by conducting inspections of both 
Conceptus and Bayer.  In my opinion, the FDA closely monitored the safety and effective-
ness of the Essure device following its approval, and the data and information from that 
monitoring continued to support the FDA’s decision to approve Essure as a safe and effec-
tive device. 

B.4.    Product Complaints and MDR Determination (Section F of this document).  A de-
vice manufacturer has the responsibility to develop procedures to receive, review, evaluate, 
and, if necessary, investigate complaints (21 CFR 820).  For certain complaints that meet 
the regulatory requirements, manufacturers are required to provide MDRs to the FDA (21 
CFR 803).  While MDRs provide valuable information, they have limitations.  As part of the 
quality systems in place at each company, Bayer and Conceptus had processes in place to 
receive, review, evaluate, and investigate complaints.  My review of standard operating pro-
cedures (SOP) and work instructions (WI) showed that both Bayer and Conceptus had ap-
propriate processes in place to allow them to follow the quality system regulation for com-
plaint handling and the MDR regulation for reporting adverse events.   

B.5.    What Happens to a Report When It Comes to the FDA? (Section G of this docu-
ment). The FDA takes the reports it receives seriously and reviews each one for significant 
information.  The FDA relies on science-based data to support its review.  The analysts are 
typically medical professionals and biomedical engineers who have experience handling and 
using medical devices in the healthcare arena or at a manufacturing facility.  The FDA re-
views MDRs in the context of the known risks and benefits of the device that are reflected in 
the device’s labeling. 

B.6.    The FDA’s Response to Increased Adverse Event Reports About the Essure De-
vice (Section H of this document). Following an increase in adverse event reports, social 
and news media interests, and Congressional inquiry, the FDA (1) conducted a 2013 review 
of scientific literature, clinical trials, and adverse event reports relevant to Essure, and (2) in 
2015, held a public Advisory Committee Meeting.  As a result of these inquiries, the FDA 
confirmed that the overall safety profile for Essure remained the same.  However, the FDA 
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recognized that some women felt that they had not received or understood the risk/benefit 
information from their physicians, and instituted changes to highlight the importance of doc-
tor-patient communication.  After this additional FDA scrutiny of Essure, the FDA continued 
to conclude that the benefits of Essure outweigh the risks, when used as labeled.  

B.7.     Analysis of the Complaints Identified by Plaintiffs (Section I of this document).  I 
have reviewed a summary of the complaints that plaintiffs allege should have been reported 
as MDRs but were not.  Based on my review of these complaints, the majority of them would 
not meet the regulatory requirements to be reported as MDRs as viewed.  Additionally, even 
if all these complaints had been submitted to the FDA as MDRs, I do not believe that the ad-
ditional MDRs would have caused the FDA to take any different or earlier action because 
these complaints do not change the risk/benefit profile of Essure.

SECTION C: THE ESSURE DEVICE AND APPROVAL 

C.1 THE ESSURE DEVICE 

Essure is a permanent birth control method.  On November 4, 2002, Essure was approved un-
der the FDA’s PMA process (PMA P020014) as a Class III medical device.1

The Essure device is considered a less-invasive method of permanent birth control than tubal 
ligation, which requires incisional surgery.  The Essure device is inserted into both fallopian 
tubes via an hysteroscopic non-incisional route. The device is expected to provide permanent 
birth control by occluding the fallopian tubes; follow-up in three months is needed to ensure 
that the fallopian tubes are occluded.  Different forms of birth control are needed during this 
three-month period to prevent pregnancy. 

C.2. FDA DEVICE REVIEW AND APPROVAL 

The FDA reviews and clears or approves medical devices through three different categories of 
stringency: Class I (least stringent), Class II, and Class III (most stringent) as required by the 
Food Drug & Cosmetic Act (the Act), Section 513 (21 U.S.C. § 360(c)) to assure they are safe 
and effective for use (21 CFR 860.7). 

Class I devices are typically considered to be very low risk or their risk is well known. Device 
manufacturers for these products must follow General Controls for adulteration, misbranding, 
registration, banned devices, notification, records and reports and general provisions of the 
Act.  If the General Controls are sufficient to provide reasonable assurance of the safety and 
effectiveness of the device and the device is not life-supporting or life-sustaining, the device 
can be placed into the Class I category. The manufacturer must still follow the law and regula-
tions, and the devices are still subject to recall, inspections, and safety notices; however, the 
device does not go through a clearance or approval process at the FDA. Examples of Class I 
devices include surgical gauze, exam gloves, and thermometers. 

1 FDA Letter dated Nov. 4, 2002 [BAY-JCCP-0009265]. 
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Class II devices are subject to Special Controls under Section 510(k) of the Act and are 
cleared by the FDA as being substantially equivalent to another device already on the market 
that has been shown to be safe and effective.  A device is in Class II if General Controls are 
insufficient to provide reasonable assurance of its safety and effectiveness and there is suffi-
cient information to establish Special Controls, including performance standards, post-market 
surveillance, patient registries, guidance documents, recommendations, and any other action 
needed to assure the device is safe and effective.  If one of these devices is life-supporting or 
life-sustaining, more Special Controls can be put into place for the premarket submission to 
provide assurance and describe how the device is safe and effective.  Examples of Class II de-
vices are dialysis machines, external infusion pumps, and glucose meters. 

Class III devices are devices that need premarket approval (PMA) in accordance with Section 
515 of the Act (21 CFR 814).  A device falls under the auspices of the PMA if there is insuffi-
cient information that exists to determine that General Controls are sufficient to provide rea-
sonable assurance of its safety and effectiveness or that application of Special Controls would 
provide assurance.  Many Class III devices are life-supporting or life-sustaining.  Many of these 
devices are implants, new technologies, or are demonstrating new intended uses.  This cate-
gory requires manufacturers to submit a PMA application to the FDA for review and approval. 
The Essure device is a Class III device.  Other Class III device examples include heart valves, 
breast implants, and electrotherapy stimulators.  

A PMA application includes scientific information in the form of clinical data to demonstrate that 
a device is safe and effective.2  PMA applications are given the FDA’s most intense scrutiny 
and evaluation.  The clinical data includes the study protocols, safety and effectiveness data, 
adverse reactions or effects, complications, device failure, device replacement, patient com-
plaints, statistical analyses, biocompatibility, toxicology, wear and tear, shelf life, and any other 
information the manufacturer may have, or the FDA requests, to meet the regulatory require-
ments for premarket approval.3  The studies must be performed under the FDA’s Investiga-
tional Device Exemption (IDE) under 21 CFR Part 812 of the regulation.  The FDA performs 
investigations during the IDE process to ensure the approved protocols are being followed.  
The studies and application process can take years until the device is approved. 

The original PMA application for Essure was based on seven years of testing including con-
cept, feasibility, verification, biocompatibility, animal studies, and shelf-life testing.  Four clinical 
trials were also part of the application process: peri-hysterectomy, pre-hysterectomy, a Phase 
II study, and a Pivotal Trial.  Each test and clinical trial provided information to the FDA that en-
abled the FDA to make a determination about the safety and effectiveness of the Essure de-
vice.4  The FDA considers clinical trial data to be highly reliable and dependable because the 
data is obtained in scientific studies conducted under controlled conditions pursuant to preap-
proved protocols.5

2 21 CFR 814.20. 
3 https://www.fda.gov/medical-devices/premarket-submissions/premarket-approval-pma. 
4 Summary of Safety and Effectiveness Data [BAY-JCCP-0861055]. 
5 See 21 CFR 860.7.   
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The FDA must approve the PMA application before a manufacturer may market a Class III de-
vice.  The FDA reviews the clinical data, the draft labeling, and manufacturing specifications.  
Investigators also inspect the manufacturing facility, and the manufacturer’s quality systems, 
and they did so with the Essure device, to assure the manufacturer is meeting the require-
ments under the Quality Systems regulation (21 CFR Part 820).  In July of 2002, an Independ-
ent Advisory Committee reviewed the data on Conceptus and voted, unanimously (with a sin-
gle abstention for religious reasons), to recommend approval for Essure.6

The preapproval data provided the clinical basis for the FDA’s understanding of Essure’s risks 
and benefits and the foundation for the FDA’s continuing evaluation post-approval, including its 
assessment and updating of the IFU.  The FDA evaluated Essure’s premarket clinical data and 
approved the device and labeling with those known benefits and risks.7

SECTION D: INSTRUCTIONS FOR USE

When the FDA reviews a device for approval under a PMA, it also reviews and must approve 
the labeling.8  Any subsequent changes to the labeling relating to the safety and effectiveness 
of a device must be approved by the FDA through a PMA supplement.9  The FDA has the au-
thority to inform a manufacturer of labeling changes it believes may be appropriate based on 
new information, including the results of ongoing studies and other scientific data.  The labeling 
can be made more restrictive or less restrictive depending on the information received.  An ex-
ample of a less-restrictive label change approved by the FDA is the 2011 removal of the nickel 
hypersensitivity contraindication from the Essure IFU.10

Because Essure is a prescription device, the IFU is specifically written for the physician.  It dis-
cusses in detail the indications for use, the contraindications, warnings, precautions, patient 
counseling, patient selection, and how to properly place the device.11  I have reviewed Es-
sure’s original IFU and subsequent changes to the IFU made up to the present.  In my opinion, 
the original Essure IFU and all subsequent versions approved by the FDA complied with the 
FDA regulations and adequately conveyed all known risks and benefits associated with the Es-
sure device.     

D.1. ORIGINAL INSTRUCTIONS FOR USE AFTER APPROVAL FOR PHYSICIANS (2002) 

The original IFU, to be used by the physician, provided information about the Essure device, 
detailed the results of prior clinical studies (along with adverse events observed during those 

6 July 22, 2002 FDA Advisory Committee Transcript at pg. 299 [BAY-ESSURE-0019966].  
7 See July 22, 2002 FDA Advisory Committee Transcript.   
8 https://www.fda.gov/medical-devices/premarket-approval-pma/pma-labeling (“Approval will be based on the con-
dition that the applicant incorporates the specified labeling changes exactly as directed and submits to FDA a 
copy of the final printed labeling before marketing.”).  
9 21 CFR 814.39.  
10 PMA Supplement No. 34 [BAY-ESSURE-0055994; BAY-ESSURE-0056509; BAY-ESSURE-0056531; BAY-
ESSURE-0056746; BAY-ESSURE-0056070]. 
11 https://www.fda.gov/regulatory-information/search-fda-guidance-documents/device-labeling-guidance-g91-1-
blue-book-memo 



NSF INTERNATIONAL CONFIDENTIAL 8 

studies and even potential adverse events not observed in the studies), and contained instruc-
tions for physicians regarding counseling potential patient candidates about the risks and ben-
efits before the procedure.  The IFU appropriately disclosed the known risks and benefits of 
Essure.  The FDA approved changes to the IFU as new data and information became availa-
ble.  Some of these changes are detailed in section D.2. 

Below is a summary of selected sections of the original IFU:12

Intended Use: Essure is intended for placement into the fallopian tube. 

Indication and Effectiveness: Essure is a prescription device indicated for women who desire 
permanent birth control by bilateral occlusion of the fallopian tubes.  Essure is highly effective 
when properly placed.  The original IFU advised physicians: “Although the effectiveness rate 
established in the clinical trials of Essure was 100%, no method of contraception is 100% ef-
fective, and pregnancies are expected to occur in the commercial setting.” 

Contraindications:13 The original IFU lists a number of contraindications, including for women 
who:  

 are unsure about whether they will want to have more children,  
 have undergone tubal ligation,  
 in whom only one device can be placed,  
 are pregnant or potentially pregnant,  
 have delivered a child or terminated a pregnancy within 6 weeks of desired Essure 

placement,  
 have active or recent pelvic infection,  
 have known allergies to contrast media, and  
 have known hypersensitivity to nickel confirmed by a skin test.  

Warnings:14 The original IFU lists several warnings, including:   
 The patient must use alternative contraception until an HSG is performed three months 

post-placement to assure occlusion of the tubes; there may be an increased risk of ec-
topic pregnancy during this time.     

 A small percentage of women reported recurrent or persistent pelvic pain.  

12 2002 IFU [BAY-ESSURE-0000036]. 
13 A contraindication is defined in 21 CFR 201.57(c)(5) as: “any situation in which the drug should not be used be-
cause the risk of use clearly outweighs any possible therapeutic benefit.  Those situations include use of the drug 
in patients who, because of their particular age, sex, concomitant therapy, disease state, or other condition, have 
a substantial risk of being harmed by the drug and for whom no potential benefit makes the risk acceptable.  
Known hazards and not theoretical possibilities must be listed.”  
14 A warning is defined in 21 CFR 201.57(c)(6) and in the 2001 CDRH guidance titled “Guidance on Medical De-
vice Patient Labeling: Final Guidance for Industry and FDA Reviewers.”  The guidance defines it as “a written, 
pictorial, and/or audible alert to a hazard.” Specifically, a warning “alerts the reader about a situation which, if not 
avoided, could result in death or serious injury.”  It may also describe potential serious adverse reactions and 
safety hazards.  The designation of a hazard alert as a “warning” is reserved for the most significant problems.  
The term “warning” is generally used as the signal word for this type of hazard alert. 
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 To reduce the risk of uterine perforation, the procedure should be terminated if exces-
sive force is required to achieve cervical dilation. 

 When introducing the Essure device into the fallopian tube, never attempt to advance 
the device against excessive resistance. 

 If tubal or uterine perforation occurs or is suspected, immediately discontinue the Es-
sure placement procedure. 

 Device removal will likely require surgery including an abdominal incision and general 
anesthesia and possibly a hysterectomy.  

 Patients with suspected nickel hypersensitivity should undergo a skin test to assess 
their hypersensitivity prior to placing the Essure device.  

Precautions:15 The original IFU provided precautions with the use of the device.  Precautions 
included:  

 regret by the patient;  
 how far to advance the device;  
 the physician should use a visualization process, such as hysteroscopy, to assure 

placement instead of blind placement;  
 assure that the fallopian tube is accessible and patent; and 
 terminate the procedure if the patient complains of extraordinary pain or discomfort.  

Patient Counseling: The Essure IFU contains information necessary for doctors to have risk-
benefit discussions with appropriate patients.  The Essure IFU also referenced the Patient In-
formation Booklet (PIB), which was intended to provide information to patients about the proce-
dure, placement, and use of the device. 

D.2. IFU CHANGES 

Any changes to an IFU related to the safety and effectiveness of the device must first be ap-
proved by the FDA.16  In my experience, IFU changes are common and expected with any 
PMA medical device because as the device is used in a commercial population, new infor-
mation may become available.  Labeling changes for Essure were minimal and continued to 
reflect a risk/benefit profile that was consistent with the original IFU.  Some of the labeling 
changes include: 

 June 2004 (PMA Supp. 5) – The FDA approved IFU and PIB updates to include three-
year effectiveness results.17

15 A Precaution is defined 21 CFR 201.57(c)(6) and in the CDRH Guidance on Patient Labeling as noted in the 
section on “warnings.”  A precaution, in the guidance, is “used for the statement of a hazard alert that warns the 
reader of a potentially hazardous situation which, if not avoided, may result in minor or moderate injury to the user 
or patient or damage to the equipment or other property.  It may also be used to alert against unsafe practices. 
This includes the special care necessary for the safe and effective use of the device and the care necessary to 
avoid damage to a device that may occur as a result of use or misuse.” 
16 21 CFR 814.39. 
17  BAY-ESSURE-0027817; BAY-ESSURE-0031613. 
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 July 2005 (PMA Supp. 9) – The FDA approved IFU and PIB updates to include four- 
and five-year effectiveness results.18

 October 2006 (PMA Supp. 10) – The FDA approved IFU and PIB updates to include re-
sults of Post-Approval Study for newly trained physicians.19

 June 2009 (PMA Supp. 27) – The FDA approved IFU updates to address hypervolemia 
and perforations.20

 July 2011 (PMA Supp. 34) –The FDA approved IFU updates to remove nickel sensitivity 
contraindication, and revise the nickel sensitivity warning.  In support of this supple-
ment, Conceptus provided the FDA with all 92 previously received complaints that de-
scribed events potentially related to nickel sensitivity.21

 March 2012 (PMA Supp. 35) – The FDA approved revision of IFU and PIB to add re-
sults of five-year Post-Approval Studies and information on pregnancies that occurred in 
the commercial setting (i.e., outside of clinical trials), and to make PIB understandable 
on an eighth grade reading level.22

 October 2013 (PMA Supp. 40) – The FDA approved revisions to the PIB, to address 
reports of chronic pelvic pain and device migration.  The FDA completed a review of Es-
sure’s safety data in the post-market setting, and did not identify new safety risks based 
upon that review.  The FDA did not request changes to the IFU based on their 2013 safety 
review.23

 June 2015 (PMA Supp. 41) – The FDA approved an IFU supplement to add an alternative 
confirmation test to the previously approved hysterosalpingogram confirmation test with 
the transvaginal ultrasound/hysterosalpingogram confirmation test algorithm.24

 November 2016 (PMA Supp. 46) – The FDA approved changes to the IFU and PIB, in-
cluding a boxed warning and patient decision checklist.25  In a 2016 guidance document, 
the FDA explained these changes would “ensure that a woman receives and understands 
information regarding the benefits and risks.”26  In the same guidance, the FDA provided 
the rationale for the boxed warning, “noting that these risks should be conveyed to the 
patient during the decision-making process.”27

D.3. THE ESSURE PIB 

The PIB is not written for medical professionals.  It is designed to provide information about a 
device for a patient. PIBs are not intended to be a substitute for talking with a medical profes-
sional; they are designed to provide information and answer basic questions about a device in 
a way that a patient can understand. 28  The PIB must be approved by the FDA before use.   

18  BAY-ESSURE-0032670; BAY-ESSURE-0034194. 
19 BAY-ESSURE-0034368-744; BAY-ESSURE-0040407. 
20 BAY-ESSURE-0049518; BAY-ESSURE-0049797. 
21 BAY-ESSURE-0055994; BAY-ESSURE-0056746. 
22 BAY-ESSURE-0056096; BAY-ESSURE-0059034. 
23 BAY-ESSURE-0062888-91; BAY-ESSURE-0063247. 
24 BAY-ESSURE-0064957;  BAY-ESSURE-0084264. 
25; BAY-ESSURE-0091652. 
26 FDA, Labeling for Permanent Hysteroscopically-Placed Tubal Implants for Sterilization, Oct. 31, 2016.   
27 Id. 
28 FDA, Guidance on Medical Device Patient Labeling, April 19, 2001.  
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The PIB for Essure provides general information about the device, as well as benefits and risks 
of this method of birth control.  The PIB asks “Is Essure right for you?” and discusses when a 
patient should not use Essure.   

SECTION E: POST APPROVAL MONITORING OF ESSURE 

After approval, the FDA continues to monitor and review the safety and effectiveness of medi-
cal devices in a variety of ways.  

The FDA’s purpose in post approval monitoring is to ensure the continued safety and effective-
ness of the device.  If the FDA determines, looking at post market data, that the device is no 
longer safe and effective, it can withdraw the PMA.  The FDA “relies upon only valid scientific 
evidence to determine whether there is reasonable assurance that the device is safe and ef-
fective.”  21 CFR 860.7(c)(1).  

A manufacturer must comply with all post market requirements or it can be found in violation of 
the FDA regulations.  The FDA could then initiate various enforcement actions against the 
manufacturer through the Office of Compliance and the regional FDA offices.  Depending on 
the potential violation, manufacturers could be subject to FDA enforcement actions, including 
warning letters, product recalls, injunctions, criminal prosecution, and monetary penalties.   

The FDA closely reviewed Essure post approval study data and regularly inspected both Con-
ceptus and Bayer.  The FDA never initiated any enforcement action against either Conceptus 
or Bayer regarding Essure.  Nor has the FDA ever issued a recall or otherwise removed Es-
sure from the market.  This history demonstrates that Conceptus and Bayer followed the post-
market requirements for Essure.  The FDA closely monitored the safety and effectiveness of 
the Essure device following its approval, and the data and information from that monitoring 
continued to support the FDA’s decision to approve Essure as a safe and effective device. 

E.1. POST APPROVAL STUDIES (21 CFR 814.82)

Studies Required By PMA Approval 

The FDA can require manufacturers to perform post-approval studies at the time of the PMA 
approval to help assure that the device remains safe and effective.  In the case of Essure, the 
FDA required several post-approval studies.   

Phase II and Pivotal Five-Year Follow-Up Studies: The FDA required Conceptus to con-
tinue to follow up on patients from the Phase II and Pivotal trials for five years.  More specifi-
cally, the FDA required Conceptus to continue to collect data on pregnancies; patient satisfac-
tion and tolerability; adverse events; and data from removal surgeries.  The data from these 
trials were reported annually by Conceptus to the FDA. The five-year period concluded in 
2008, and Essure’s IFU was updated to include the five-year effectiveness data.29

29 FDA Letter dated Nov. 4, 2002 [BAY-JCCP-0009265]. 
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Newly Trained Physician Study: The FDA also required that Conceptus conduct a trial 
to study the bilateral placement rate for newly trained physicians.30  The data from this study 
was to be used to evaluate the training procedures and to later update the labeling.  Concep-
tus conducted two studies for this request utilizing model ESS205 for one study and model 
ESS305 in the other study.31  Results were added into the IFU in 2010. 

Other Post-Approval Studies:

Conceptus and Bayer also performed additional studies following PMA approval.   

Novasure: Conceptus began a study (P020014 S017/PAS001) evaluating pregnancy 
rates in women aged 21-50 who have Essure micro inserts properly placed and who have also 
had the Novasure procedure to treat menorrhagia at up to 15 US sites.  Based on my review of 
the FDA website, the study is ongoing and progress is adequate to meet the FDA regulatory 
requirements. 

Transvaginal Ultrasound: Conceptus initiated a study to evaluate the use of transvaginal 
ultrasound (TVU) to confirm the effectiveness of Essure placement.  Ultimately, this study was 
used to support PMA Supplement 41, which allowed TVU as an alternative test to confirm 
proper placement of the Essure devices in the fallopian tubes. 

Other Studies:  Conceptus and Bayer conducted their own clinical trials, including a 
“Survey on Use and Characteristics of Definitive Contraception with Essure” (SUCCES II) from 
2008-2016.  A total of 2593 women were enrolled in the study; the five-year satisfaction rate 
was 94%.  Additionally, as discussed in more detail below, the FDA required Bayer to perform 
a 522 Study to compare the risks and benefits of Essure with tubal ligation.  This study is on-
going. 

E.2. ESTABLISHMENT INSPECTION REPORTS 

Another way the FDA monitors the performance of medical devices is by conducting inspec-
tions of a device manufacturer’s facilities. There are different types of inspections that can be 
conducted, including routine quality system inspections, clinical trial inspections, premarket ap-
proval inspections for PMAs, and directed inspections that are more specific to a potential 
problem or issues.  FDA investigators collect data and information through in-person inter-
views, tours of facilities, reviews of files, and according to the Quality System Inspection Tech-
nique (QSIT). The FDA investigators must review complaint handling at each visit and review 
the MDR reporting with a goal of understanding a company’s complaint handling procedures 
and identify any deficiencies.   

30 FDA Letter dated Nov. 4, 2002 [BAY-JCCP-0009265].  
31 In March 2006, Conceptus submitted PMA Supplement 12 requesting approval from the FDA for an Essure de-
sign change (from the ESS205 to the ESS305 model) to improve bilateral placement, ease of use, and reliabil-
ity.  The FDA approved PMA Supplement 12 regarding this model change on June 15, 2007. [BAY-ESSURE-
0034785; BAY-ESSURE-0043186]. 
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When an inspection is concluded, the FDA investigator details what occurred in an Establish-
ment Inspection Report (“EIR”).  The FDA investigators are thorough in their investigations and 
trained to identify deficiencies that may require further attention or potential correction.  If there 
are deficiencies or potential violations observed during the investigation, the investigator will 
document them on a FDA form 483.  A form 483 is used to communicate observations on a 
wide range of issues and may lead to further FDA action.  

The FDA conducted regular inspections of Bayer and Conceptus, including the following dates: 

June - July 2003: This was a post-market approval inspection.  The investigator was on-site 
for six days and reviewed Conceptus’s Action Request (AR) log, which included all Essure 
complaints received between July 2002 through June 2003.32  The investigator also reviewed 
14 sample ARs and several policies, procedures, and CAPAs, including SOP-1630 Rev D (ad-
dressing complaint handling) and QAF 2290 Rev A (MDR Decision Tree).33  While a form 483 
was issued regarding manufacturing, there was no form 483 issued that related to complaint 
handling. 

September 2005: An inspection at Conceptus took place over two days.  The inspection cov-
ered Conceptus’s CAPAs, MDRs, and Management Controls.  The inspector reviewed, among 
other things, Conceptus’s complaint files from 6/2003 through 9/2005.  The investigator re-
viewed Conceptus’s CAPA logs for 2003-2005, as well as several policies and procedures, in-
cluding specifically SOP-1630L and SOP-01045E (which relate to complaint processing and 
MDR) and CAPA 03-035 and SOP-01007F (which relate to risk management).  The investiga-
tor also reviewed the AR Log and reviewed more closely 23 sample ARs, six of which had 
been reported as MDRs.34  After this review, the investigator concluded that the “[r]eview of the 
complaint and MDR files from June 2003 to September 2005 noted no significant deficiencies 
or observations.”35  The investigator observed that the corrective actions from the previous in-
spections were verified through data, record, and procedural review.  This inspection was de-
termined to be No Action Indicated (NAI)36  which means “no objectionable condition or prac-
tices were found during the inspection (or the objectionable conditions found do not justify fur-
ther regulatory action).”37

July 2008 : This inspection was for quality systems review including CAPA and design con-
trols for the ESS305 device model.  Over three days at Conceptus, the investigator reviewed a 
list of all MDRs submitted by Conceptus and then requested and reviewed more closely  13 
ARs that were submitted as MDRs.38  The investigator then reviewed a list of all complaints re-
ceived by Conceptus between September 2005 through July 2008 and randomly selected 13 

32 September 18, 2003 Inspection Memorandum [BAY-JCCP-1154987-89]. 
33Id.  
34 FDA QSIT Inspection Summary Report dated Sept. 26, 2005 [BAY-JCCP-1161658-60]. 
35 2005 FDA Establishment Inspection Report. 
36 Id. 
37 https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/inspection-references/in-
spections-database-frequently-asked-questions 
38 FDA Establishment Inspection Report dated July 11, 2008 [BAY-ESSURE-0056241-43]. 



NSF INTERNATIONAL CONFIDENTIAL 14 

from the list for review.39  The inspector also reviewed the AR log and the CAPA log and re-
quested to review all CAPAs from September 2005 through July 2008.40  This review included 
CAPAs 05-004, 05-005, and 05-006, as well as SOP-1630 (which governed complaint han-
dling).41  Six Conceptus employees were interviewed, and the investigator stated “my review 
did not show any unreported reportable complaints.”42  This inspection was determined to be 
NAI. 

December 2010 - January 2011: This was a directed inspection by the Office of Bioresearch 
Monitoring at CDRH based on a finding from an FDA foreign inspection of a contract manufac-
turer where product lots failed specification testing.  A thorough inspection was done over 12 
days on site at Conceptus and “covered all major quality subsystems.”43  The investigator re-
viewed the AR log, a spreadsheet with more than 16,000 action requests, and 182 MDRs sub-
mitted by Conceptus between January 2008 and December 2010.44  The investigator also re-
viewed Conceptus’s policies on complaint handling, including SOP-1630 (complaint handling), 
WI-03303 (medical device vigilance reporting), and WI-03306 (MDR processing).45  The in-
spector also interviewed eight Conceptus employees. 

The investigator found eight complaints that he noted as observations on a Form 483.46  He 
stated that three complaints should have been filed as serious injuries and did not meet the re-
porting timeframe of 30 calendar days as required.47  He also noted that five complaints identi-
fied as malfunctions were not reported to the FDA within the 30 calendar days as required in 
the regulation.48  Conceptus disagreed with the observations and submitted its response to the 
FDA.  After the FDA reviewed the complaints that were on the 483, it determined that seven of 
the eight events were not reportable; the final event was reported by Conceptus as an MDR, 
within the 30-day timeframe.  In its letter in May 2011, the FDA stated that “the corrective ac-
tions which you propose, once they are fully implemented, should adequately address the ob-
servations.”49

May - June 2013: This was a quality systems inspection that covered complaint handling, CA-
PAs, and design controls.  The inspection noted that the Form 483 observations from the pre-
vious inspections were corrected.  During the on-site inspection over 14 days, the inspector 
again reviewed Conceptus’s procedures for complaint handling, including SOP-1630, WI-
03306, and CAPAs 0019 and 0020.50  The inspector requested and received an AR log listing 
all complaints (which was more than 16,000) received by Conceptus between January 2011 

39 Id.  
40  FDA QSIT Inspection Summary Report dated July 17, 2008 [BAY-JCCP-0009137-39].  
41 Id. 
42 FDA Establishment Inspection Report dated July 11, 2008 [BAY-ESSURE-0056241-43]. 
43 FDA Establishment Inspection Report dated May 18, 2011 [BAY-ESSURE-0056223-40]. 
44 Id. at 0056230-31; BAY-JCCP-0001109 (ARs); BAY-JCCP-0001110 (MDRs). 
45 BAY-ESSURE-0056231. 
46 BAY-ESSURE-0056233. 
47 Id. 
48 Id. 
49 FDA Letter to Conceptus [BAY-JCCP-0912070]. 
50 FDA Establishment Inspection Report dated June 10, 2014 [BAY-JCCP-000019-22]. 
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through May 2013, as well as a list of all MDRs.51  The inspector then requested and reviewed 
11 randomly selected complaint forms and 18 additional complaint forms that related to migra-
tion of Essure to the peritoneal cavity.52  The inspector also reviewed all CAPAs from January 
2011 through May 2013 and selected 11 random CAPAs for closer review, four of which were 
opened in response to the prior inspection.53  The EIR noted that “[t]he current inspection 
found no objectionable conditions with CAPA system.”54  This inspection was NAI. 

August - September 2015:  This was a quality systems inspection of the facility that related to 
Bayer’s communications with the FDA about an ongoing study in France.  The inspection was 
conducted on-site for 13 days and involved the review of multiple policies and procedures, as 
well as the interviews of 10 Bayer employees.  The investigator issued a Form 483 relating to 
the study, but no Form 483 was issued related to complaint handling.  

These inspections support my conclusion that Conceptus and Bayer had sufficient complaint 
handling procedures in place at all times.  Through these inspections, the FDA was in regular 
communication with Conceptus and Bayer and reviewed the complaints they received, as well 
their decisions for MDR reporting. 

E.3. ANNUAL REPORTS 

Annual reports build on the pre-approval data and are required for PMA approvals.  Annual re-
ports submitted for Essure included an updated review of the unpublished reports of data from 
any clinical investigations involving the Essure device and scientific literature involving the de-
vice and its safety and effectiveness.   

Starting in 2004, the FDA requested that Conceptus include in its annual reports data tables to 
reflect instances of tubal perforations.55  Complaints involving pregnancies were also included 
in annual reports beginning with the amendment to the 2003 annual report.56  Conceptus, with-
out being required by the FDA, also included within its annual reports a summary of all MDRs 
submitted the previous year; in 2010, the FDA told Conceptus they no longer needed to pro-
vide MDR information in annual reports. 

From 2003-2007, the Conceptus annual reports provided data on patients in the Phase II and 
Pivotal studies who had hysterectomies.  In its 2008 and 2009 annual reports, Conceptus pro-
vided data on detachment and deployment difficulties which was required as part of the Condi-
tions of Approval letter for PMA P020014/S12 (the ESS305).  The FDA notified Conceptus in 
2010 that it no longer needed to provide this data.57

51 Id. 
52 Id. 
53 Id. 
54 Id. 
55 February 10, 2004 Letter from FDA to Conceptus [BAY-ESSURE-0029786-87]. 
56 2003 Annual Report Amendment [BAY-ESSURE-0029789]. 
57 Nov. 10, 2010 Email from FDA [BAY-ESSURE-0054483]. 
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The annual reports also contained Reports of Changes Described in 21 CFR 814.39(a) such 
as labeling changes, change of manufacturing site, new indications for use, changes in proce-
dures, changes in performance or design, or an extension of the expiration date.   

Under 21 CFR 814.39(b), the FDA requires that annual reports contain information about any 
changes to a device after the PMA approval that do not affect the device’s safety and effective-
ness.  This information was included in all of the Essure annual reports.  For example, Con-
ceptus notified the FDA about changes to its labeling artwork in an annual report.  

E.4. PMA SUPPLEMENTS 

A PMA supplement, as noted by 21 CFR 814.3 is a supplemental application for an approved 
device seeking the FDA’s approval of a change or modification to the device.  

Any changes that affect the safety or effectiveness of a device after approval must be sent to 
the FDA as a PMA supplement for approval by the FDA.  PMA supplements are often submit-
ted to request the FDA approval for changes to the manufacturing facility, the labeling, design, 
or technology of a device.  

Conceptus complied with post-market requirements, including submitting over 50 PMA supple-
ments for the FDA’s review and approval.  I was given access to every Essure PMA supple-
ment, many of which requested approval for IFU and/or PIB changes as described in section 
D.2. above.  

E.5. DEVICE DEFECT REPORTS 

As a requirement of Essure’s approval, Conceptus provided the FDA with device defect reports 
(DDRs) whenever it received information concerning “[a] mix-up of the device or its labeling 
with another article; or any significant chemical, physical or other change or deterioration in the 
device, or any failure of the device to meet the specifications established in the approved PMA 
that could not cause or contribute to a death or serious injury but are not correctable by adjust-
ments or other maintenance procedures described in the approved labeling.”58  These reports 
specifically provided the FDA with information about potential Essure defects, including bent 
tips and deployment or detachment problems, as well as Conceptus’s resulting actions.  The 
FDA instructed Conceptus in 2010 that these reports were no longer needed, and Conceptus 
complied with that instruction. 

F. PRODUCT COMPLAINTS AND MDR DETERMINATION 

Another way that the FDA monitors a device’s safety and effectiveness after approval is 
through adverse event reporting.  Adverse events can be submitted to the FDA by (1) manu-
facturers and user facilities that must report certain events to the FDA as explained in the MDR 
regulation (21 CFR Part 803), and (2) from any other person or entity that wants to submit a 
device complaint directly to the FDA.  Complaints are submitted to the FDA using MedWatch 

58 May 31, 2006 Device Defect Report [BAY-JCCP-0459019]. 
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forms.  The FDA’s Manufacturer and User Device Experience (MAUDE) database houses the 
MedWatch reports that are submitted by manufacturers, importers, user facilities, health care 
professionals, and the public.   

While adverse event reports have inherent limitations, the FDA uses these reports to monitor 
performance, unusual events, trends of known risks or complications, use error, and potential 
safety concerns.   

For manufacturers, determining when an event should be reported to the FDA as an MDR can 
be a difficult task.  When the manufacturer receives a complaint that is potentially related to its 
device, it must review and evaluate that complaint to determine whether it is an MDR reporta-
ble event under the applicable regulations (21 CFR 803.17, 803.18(e) and 820.198).  Different 
manufacturers may reach different conclusions about whether particular types of events are 
reportable because regulations are general and applying them to individual complaints is not 
always straightforward.  Because of this, the regulations focus on requiring that manufacturers 
have and follow sufficient procedures to consider and, if necessary, investigate complaints that 
come to them, as well as to document how and why they determined an event to be reportable 
or not reportable.  Different manufacturers with compliant procedures could reach different 
conclusions about the reportability of similar complaints.   

In my opinion, Bayer and Conceptus created appropriate systems designed to comply with 
these regulatory requirements and these systems had the necessary procedures in place to 
determine whether events were reportable.   

F.1. THE MDR REGULATION 

Manufacturers are required to submit events to the FDA as MDRs that are related to the manu-
facturer’s device and that result in a death, serious injury, or for certain malfunctions (as de-
fined by the regulations, 21 CFR 803.3).  MDRs are submitted to the FDA through MedWatch 
on a 3500A form. 

A reportable death, serious injury, or malfunction (per 21 CFR 803.3) is based on information a 
manufacturer receives, or becomes aware of, from any source, which reasonably suggests59

that one of its marketed devices: 
• may have caused or contributed60 to a death or serious injury;  
• or, malfunctioned and the malfunction of the device or a similar device marketed by the 

manufacturer would be likely to cause or contribute to a death or serious injury if the 
malfunction were to recur.   

59 The term “reasonably suggests” includes any information, including professional, scientific, or medical facts, 
observations, or opinions that would cause the manufacturer to come to a reasonable conclusion that a device 
has caused or may have caused or contributed to an MDR reportable event. (21 CFR 803.20). 
60 The term “caused or contributed” means that a death or serious injury was or may have been attributed to a 
medical device, or that a medical device was or may have been a factor in a death or serious injury, including 
events occurring as a result of failure; malfunction; improper or inadequate design; manufacture; labeling; or user 
error. (21 CFR 803.3). 
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As noted above, determining whether a particular event is reportable and falls within this defini-
tion is not always straightforward.  

Submitting an MDR is not an admission that the manufacturer’s device caused or contributed 
to the reportable event (21 CFR 803.16); it means that the event met the reporting require-
ments of 21 CFR 803.  As the FDA’s website states, “Confirming whether a device actually 
caused a specific event can be difficult based solely on information provided in a given re-
port.”61

MDRs must be submitted to the FDA within the regulatory timeframe, which is typically thirty 
calendar days, depending upon the event (21 CFR 803.10).  The clock starts once the manu-
facturer has “become aware”62 that they may have a reportable event.  This could be the same 
day that the manufacturer receives the complaint or it could be after the initial reporting date 
when the manufacturer “becomes aware.”    

When submitting MDRs to the FDA, the manufacturer must include all information required by 
the MedWatch 3500A Reporting Form, if available.63  If it believes that the data received 
through the reporting process requires it, the FDA may issue, as appropriate, directed inspec-
tions, recalls, safety alerts, and public health notifications.   

F.2. COMPLAINT HANDLING 

Manufacturers are expected to establish processes to ensure complaints are appropriately an-
alyzed for reportability when they are received by the manufacturer.  The FDA does not want a 
manufacturer to simply submit all complaints; the FDA wants reports that meet the MDR re-
porting criteria.  If every complaint was passed onto the FDA, it could mask the information the 
FDA does need for further monitoring, safety issues, recalls, or other potential actions.  Moreo-
ver, the regulations provide enough generality for manufacturers to develop processes for their 
particular medical device(s).   

Conceptus, for example, had formal SOPs and WIs in effect, which described its processes for 
receiving, logging, evaluating, and investigating of complaints, as well as submitting MDRs to 
the FDA.64  Bayer, too, had formal procedures in place, including Argus User Letter 67 and its 
own SOPs and WIs.  Each company also updated those procedures as needed.  Even though 
the companies’ specific procedures differed, this is what the regulations allow—each manufac-
turer is permitted to develop its own procedures to comply with MDR reporting requirements.  
As part of the routine inspections described above, the FDA would have access to the compa-
nies’ SOPs, WIs, complaint data, and complete complaint files.  None of the inspection reports 
found any issues with the companies’ complaint handling systems and MDR determinations.65

61 https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfMAUDE/search.CFM 
62  The term “become aware” is defined at 21 CFR 803.3. 
63 21 CFR 803.52. 
64 For example SOP 1630 and SOP 3180; WI-03304, WI-03306, and WI-03429.  
65 While the 2011 inspection resulted in a Form 483 regarding eight specific complaints, the FDA agreed with 
Conceptus that one complaint was timely reported and the remaining complaints were not reportable.   
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It is my opinion that both Bayer and Conceptus had the appropriate and necessary processes 
in place and undertook appropriate efforts to follow them.   

F.2.a. COMPLAINT FOLLOW-UP 

One of the primary problems a manufacturer faces in determining whether a complaint is re-
portable is a lack of information.  An appropriate follow-up is therefore usually needed to deter-
mine if a report meets the criteria for reportability, but this is a multi-faceted and complex ap-
proach and depends on the complaint and the manufacturer.  Typically, if complaint follow-up 
is necessary, at least three follow-up attempts to the complaint reporter are suggested.  Due 
diligence, or good faith efforts (FDA Reporting Guidance 2016) are needed to show that the 
manufacturer has done what they can do to determine if an event is reportable to the FDA.  
However, the limited information given to a manufacturer, even after attempts at follow up, can 
make it extremely difficult to determine whether an event is reportable.   

Because processes for follow up will vary among manufacturers, they are regularly analyzed 
during FDA inspections.  An investigator for the FDA will assure that the individual procedures 
and processes meet the letter of the law while also providing the manufacturer the ability to in-
dividualize how they are going to develop their processes.  As I describe above, the FDA in-
spected the complaint handling systems of Bayer and Conceptus on multiple occasions (see 
Section E.2 of this document).  

The materials I have examined in this case demonstrate that both Bayer and Conceptus had 
appropriate processes in place to analyze complaints received and to make reportability deter-
minations.  Each company had the required processes in place and the materials I have seen 
demonstrate the companies followed those processes. 

F.2.b. TRACKING AND TRENDING  

Even if a particular complaint is not a reportable event under the regulation, manufacturers are 
expected to track and trend those complaints.  The manufacturer should also track and trend 
complaints that are reported as MDRs.  Tracking and trending allows the company to see if 
there is anything unusual happening in frequency or severity of adverse event reports or mal-
functions.  

It is my opinion that Bayer and Conceptus had procedures in place to continually trend com-
plaints and adverse event reports and that they followed these procedures.  Conceptus had 
quarterly internal trending reports titled “Post Market Surveillance Report” that provided de-
tailed information on overall complaint data, distribution information, device complaints, clinical 
complaints, MDRs, and pregnancies.  Typically, the report provided data related to the prior 12 
months.  Bayer generated reports titled “Device Risk Management Report”, which provided de-
tailed information on post market surveillance, product supply, sales and marketing, regulatory 
issues, complaint review, post market clinical follow up, and evaluation of post market surveil-
lance. Bayer created these reports on a semi-annual basis.  These reports would be available 
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to the FDA inspectors during quality systems inspections or upon FDA request outside of an 
inspection.  Based on my review of these reports, it appears that both Bayer and Conceptus 
were regularly tracking and trending the complaints they received regarding Essure.  Further, 
the Essure tracking and trending reports I reviewed did not reveal any new safety issues. 

F.2.c. COMMUNICATIONS WITH THE FDA 

The FDA, Conceptus, and later Bayer, openly communicated about what might be reportable 
under the MDR regulation.  This type of communication is what the FDA expects and is an im-
portant part of the continued monitoring of a medical device.  

As an example, the FDA and Conceptus had discussions about the reportability of perforations 
and pregnancies.  Initially, the FDA considered perforations to be reportable events; Concep-
tus reached out to the FDA to discuss this issue further. Conceptus, in a March 30, 2004 letter 
to the FDA  and in response to a MedWatch voluntary report (MW1031305) in May 2004, pro-
vided its reasoning for why  perforations and pregnancies would not qualify as reportable.  
Specifically, they stated that the complaints relating to tubal perforations resulting from place-
ment of the Essure device did not cause or contribute to any deaths, no serious injuries were 
described, and, as a result were not reportable.  Additionally, Conceptus cited an FDA Talk Pa-
per released in 2002 regarding two Essure clinical studies.  While there were tubal perforations 
reported in the studies, the FDA Talk Paper stated that “no serious adverse events were re-
ported from either clinical study.”  Conceptus also stated its position that intrauterine pregnan-
cies do not meet the reporting requirements for MDRs; however, pregnancies would continue 
to be trended and reported in the annual report. 

On September 24, 2004, Sharon Kapsch, branch chief for the FDA’s Reporting Systems Moni-
toring Branch, responded in an email to Conceptus that she agreed with their reporting deci-
sions and a formal response would follow.66  On October 7, 2008, Conceptus sent an email to 
the FDA following up on the FDA’s formal response.67   The formal response was received in 
2011, which supported the position that neither uterine pregnancy nor asymptomatic perfora-
tions were reportable as MDRs.  In the FDA response to Conceptus in 2011, the FDA deter-
mined that perforations are reportable, regardless of whether they are due to malfunction or 
user error, if they meet the serious injury definition or if intervention was needed.  The FDA 
also stated “[a] perforation would meet the definition of a reportable malfunction, per 21 CFR 
803.3, if the device malfunction would be likely to cause or contribute to a death or serious in-
jury if the malfunction were to recur.”68  Furthermore, perforations are reportable as a malfunc-
tion if the event were to recur and could cause or contribute to death or serious injury.  The 
FDA concluded that a (uterine) “pregnancy is a failure of the device or the failure of the patient 
to follow instructions for the 3 months check post-placement (of the device)” and is not reporta-
ble.  At no time did the FDA request a retrospective review of the perforations that were not re-
ported as MDR in this time period.   

66 Sept. 24, 2004 Email from Sharon Kapsch to Ed Sinclair [BAY-ESSURE-0032552]. 
67 Oct. 7, 2008 Email from D. Dwyer to FDA [BAY-JCCP-0366696].  
68 MDR Policy Branch Letter to Conceptus [BAY-ESSURE-0055379]. 
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Similarly, Conceptus and the FDA communicated regarding the reportability of complaints in-
volving pain, expulsions, and perforations.  On August 30, 2012, the FDA requested that Con-
ceptus provide additional information regarding MedWatch reports received by the FDA.69  On 
October 5, Conceptus responded and explained its position as to why each of the MedWatch 
reports at issue did not meet the requirements for MDR reportability.70  As part of its response, 
Conceptus provided the FDA with trending information regarding pain and expulsion: “Since 
January 2012, there have been 83 reported cases of pain and 92 reported cases of expulsions 
out of 178,984 devices sold; a total of 0.046% and 0.051% respectively.  The Essure IFU re-
ports pain in the Pivotal Trial as 12.9% and expulsion as 2.9%.”  Conceptus also gave the FDA 
trending information on perforations: “Since January 2012, there have been 52 reported cases 
of perforations out of 178,984 devices sold; a total of 0.029%.  The Essure IFU reports perfora-
tions in Pivotal Trial as 1.1%.”  Additionally, Conceptus provided the FDA with a list of all 
MDRs reported from January 2009 to September 2012 with failure modes of pain, perforation, 
and expulsion. 

The FDA and Conceptus communicated about the reportability of several potential device is-
sues which might be categorized as malfunctions.  For example, as discussed above, Concep-
tus was transparent with the FDA concerning its position on the reportability of perforations 
and the FDA accepted this position.71  Conceptus also addressed detachment and deployment 
issues in communications with the FDA on multiple occasions including device defect reports 
filed between 2003-2006, Medwatch additional information letters from 2011, and the 2008 and 
2009 annual reports.72  In these communications, Conceptus was clear that the risk of serious 
injury or death was remote and the FDA accepted Conceptus’s reporting position.  Conceptus 

69 Aug. 30, 2012 FDA letter to Conceptus [BAY-ESSURE-0059943].  
70 Oct. 5, 2012 Letter to FDA [BAY-JCCP-0187441].  
71 For example, FDA Letter to Conceptus dated Sept. 24, 2004 [BAY-ESSURE-0032552]; Correspondence be-
tween FDA and Conceptus dated Jan. 6, 2011 and Jan. 20, 2011 [BAY-JCCP-0730255; BAY-JCCP-0726936; 
and BAY-JCCP-0912070]; 2011 FDA Establishment Inspection Report [BAY-ESSURE-0056223-40]; 2013 FDA 
Establishment Inspection Report [BAY-JCCP-000019-22]; and 2004-2015 Annual Reports [BAY-ESSURE-
0033136; BAY-ESSURE-0039654; BAY-ESSURE-0044602; BAY-ESSURE-0045038; BAY-ESSURE-0055424; 
BAY-ESSURE-0058718; BAY-ESSURE-00559055; BAY-ESSURE-0065857; BAY-ESSURE-0082038; BAY-ES-
SURE-0095230]. 
72 For example, March 28, 2003 Device Defect Report [BAY-JCCP-0495231]; Aug. 1, 2003 Device Defect Report 
[BAY-JCCP-0495235]; Feb. 8, 2005 Device Defect Report [BAY-JCCP-0495250]; Nov. 2, 2005 Device Defect Re-
port [BAY-JCCP-0495265];  May 31, 2006 Device Defect Report [BAY-JCCP-0459019]; March 12, 2004 Device 
Defect Report [BAY-ESSURE-0029958];  Correspondence between FDA and  Conceptus regarding certain Med-
Watch Reports [BAY-ESSURE-0056074];  Correspondence between FDA and Conceptus regarding certain Med-
Watch Reports [BAY-ESSURE-0056262];  Conceptus’ response to FDA’s 2011 Form 483 Observations [BAY-
JCCP-0726936].  
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and the FDA had similar conversations about bent tips73, breakage74, and migration/expulsion 
issues.75

I believe that the companies were performing due diligence to make reporting decisions, many 
times in the absence of information from the complainant.  Based on my review of the commu-
nications between the FDA, Conceptus, and Bayer, it is my opinion that Bayer and Conceptus 
had compliant complaint handling systems.  

F.2.d. USE OF MEDICAL PERSONNEL 

A manufacturer is not required to submit an MDR when it has information that would enable a 
person who is qualified to make a medical judgment to reasonably conclude that their device 
did not cause or contribute to a death or serious injury, or that a malfunction would not be likely 
to cause or contribute to a death or serious injury if it were to recur.  Persons qualified to make 
a medical judgment include physicians, nurses, risk managers, and biomedical engineers.  
Medical personnel who were involved in the actual event can also be used to make determina-
tions for reporting or not reporting an event.  The information that the qualified person used to 
make the reporting decision must be kept in the MDR file and the determination not to report 
should be supported by sufficient documentation to justify the decision (21 CFR 820.198 and 
803.18). 

The FDA requires that people with medical knowledge of the device make determinations for 
reportability of a complaint.  Bayer and Conceptus appropriately utilized medical staff and oth-
ers knowledgeable about the Essure device to make these determinations.  When Conceptus 
did not receive a formal response from the FDA in 2004 regarding perforations and pregnan-
cies, they used experienced personnel internally to make medical determinations and they 
used opinions from outside medical personnel.  For example, Professor John Kerin, a principal 
investigator of the Phase II clinical study provided his clinical perspective on tubal perforations 
to the FDA in response to a 2004 additional information letter.76  In summary, he stated “the 
clinical experience of utero-tubal perforation using the Essure delivery system is not associ-
ated with serious adverse clinical sequelae and should therefore not be categorized in the 
same risk group as perforation of other organs which are associated with serious adverse clini-
cal sequelae.”  

F.3. INTERNAL AND EXTERNAL AUDITING

In addition to establishing the processes noted above, the FDA expects manufacturers to con-
tinually monitor their complaint handling processes to ensure they satisfy the manufacturer’s 

73 For example Conceptus’s responses to MedWatch reports and communications with FDA regarding bent tips 
[BAY-ESSURE-0056285, BAY-ESSURE-0062044].  
74 For example Bayer’s response to FDA’s request for additional information regarding certain MedWatch reports  
[BAY-JCCP-0546996]. 
75 For example Bayer’s response to FDA’s request for additional information regarding certain MedWatch reports 
[BAY-JCCP-0187441].  
76 Conceptus’s response to FDA’s request for additional information regarding a certain MedWatch report [BAY-
JCCP-0912098].  
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regulatory obligations.  I believe that Bayer and Conceptus were both diligent in their efforts to 
monitor their complaint handling procedures and that they acted appropriately in implementing 
necessary changes as part of those efforts.  These efforts included not only self-monitoring ef-
forts and audits, but it also included voluntary audits by third parties to evaluate each com-
pany’s processes and help identify areas of improvement. 

Conceptus, for example, hired a third party in 2008, Reglera, to perform an audit of its pro-
cesses.  Reglera issued a report on August 8, 2008, and it found some areas in which im-
provement was needed.  Again, it is expected and normal in my experience that an audit will 
identify areas of improvement.  One of the issues that was addressed through these corrective 
efforts was that Conceptus had a backlog of complaints that had not been closed.  The FDA 
does not want backlogs and a responsible manufacturer will address problems by doing any of 
the following: initializing a CAPA, increasing staffing, or developing a better triage system to 
determine the severity of the complaint and move it to the personnel who can evaluate and in-
vestigate it for reportability.  In response to Reglera’s report, Conceptus initiated two CAPAs: 
(1) CAPA 08-010 to make changes to SOP 1630 and QAF-2729 with subsequent work instruc-
tions, and (2) CAPA 08-012 to address the backlog.  This is how the process is supposed to 
work.  The FDA requires manufacturers to continually assess their quality systems with their 
SOPs, procedures, and work instructions.  These actions by Conceptus demonstrated that 
Conceptus was following the regulations to assess and revise their quality systems as appro-
priate under 21 CFR 820.100. 

To help ensure that complaints were analyzed and resolved in a timely manner, Conceptus 
hired Reglera as a contractor to handle complaints from 2008-2013 though Conceptus main-
tained responsibility for MDR reportability. I reviewed the policies, procedures, and work in-
structions for handling complaints and sending a complaint for further evaluation and investiga-
tion to determine reportability.  The SOPs, procedures, and WIs appear to be well documented 
and in compliance with FDA regulations for quality systems and MDRs.   

F.4. LIMITATIONS OF MDR AND VOLUNTARY REPORTING 

MDR data and voluntary reporting have inherent limitations.  For example, because the report-
ing system is a passive one—relying on information provided—it can be difficult for the FDA to 
immediately determine the veracity of each report it receives.  The reports also often have in-
complete information.  Voluntary reporters may state they have product problems or symptoms 
they believe are caused by a device with no supporting scientific data.  Even the most thor-
oughly investigated reports submitted by a manufacturer may still be inaccurate because the 
manufacturer does not have access to complete medical records and event information.   

Adverse event reports may often be duplicative, as well, as voluntary reports or user facility re-
ports may be referencing the same event that a manufacturer reports as an MDR.  Or one per-
son may send in many separate reports, each with one symptom or problem, to increase the 
number of reports noted in the MedWatch system.  It is extremely difficult to identify duplicate 
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reports in the MAUDE database.  As a result, looking at the total number of adverse event re-
ports alone will not reflect the actual number of incidents, devices, or patients involved in de-
vice events, nor will it accurately show the severity or frequency of a potential problem.  

The FDA makes clear that the MedWatch system is not a reliable source of information when 
used by itself. The reports received in MedWatch have a disclaimer to make clear that a report 
of an event, standing alone, is not an admission that the manufacturer, its employees, or the 
device caused or contributed to the reportable event.  As the FDA makes clear:  “Although 
MDRs are a valuable source of information, this passive surveillance system has limitations, 
including the potential submission of incomplete, inaccurate, untimely, unverified, or biased 
data. In addition, the incidence or prevalence of an event cannot be determined from this re-
porting system alone due to under-reporting of events, inaccuracies in reports, lack of verifica-
tion that the device caused the reported event, and lack of information about frequency of de-
vice use. Because of this, MDRs comprise only one of the FDA's several important postmarket 
surveillance data sources.”77

Dr. Jeff Shuren, Center Director for the FDA’s Center for Devices and Radiological Health, re-
cently made a public statement titled “Statement on Agency’s Efforts to Increase Transparency 
in Medical Device Reporting and included a comment about the MDR system: “…it’s important 
to note that medical device reports submitted to the FDA are only one source we use to moni-
tor marketed medical devices.  While such reports are a valuable source of information, this 
type of reporting has limitations, including the potential submission of incomplete, inaccurate, 
untimely, duplicative, unverified, or biased data.”78  The FDA has recognized these limitations 
generally and specifically with respect to Essure MDRs.  (FDA Activities: Essure, FDA web-
site). 

A study published in 2001 (Berniker) acknowledged that the MedWatch system is unreliable.  
In her study, titled “Why MedWatch is Problematic”, Berniker states in I.B.2. “MedWatch does 
not verify or validate reaction reports to determine whether or not they actually occurred or 
could plausibly have been caused by the drug or device.  This would require significant re-
source expenditure.”79  She goes on to discuss reporting biases in III. A.2: “Some suggest that 
spontaneous reporting systems like MedWatch are inherently biased toward collecting certain 
reactions.  For example, it makes sense that promotional claims, reports in the medical litera-
ture, and the media affect reporting.”  

The quality of an MDR and voluntary reports is another aspect that is very important to assur-
ing that the data can be used to determine causality with a medical device.  Berniker states in 
III.B. of her report:  “The quality assessment has two parts.  The first is whether the reaction 

77 https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfMAUDE/search.CFM 
 Statement from Jeff Shuren, M.D., J.D., director of the FDA’s Center for De3vices and Radiological Health, on 
agency’s efforts to increase transparency in medical device reporting (June 21, 2019), available at 
https://www.prnewswire.com/news-releases/statement-from-jeff-shuren-md-jd-director-of-the-fdas-center-for-de-
vices-and-radiological-health-on-agencys-efforts-to-increase-transparency-in-medical-device-reporting-
300872726.html
79  Jessamyn S. Berniker, Spontaneous Reporting Systems: Achieving Less Spontaneity and More Reporting
(2001),  available at https://dash.harvard.edu/bitstream/handle/1/8846816/Berniker.html?sequence=2&isAl-
lowed=y
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should have been reported at all; for example, the MedWatch system solicits serious and un-
expected events only.  The fraction of reports that meet the desired reporting qualifications de-
termines how ‘selective’ a system’s reports are.  The second part of the qualitative assessment 
is whether the report includes the essential information. . . . This can be described as ‘compre-
hensiveness.’”80

SECTION G:  WHAT HAPPENS TO AN MDR WHEN IT COMES TO 
THE FDA? 

I am very familiar with and knowledgeable about the complaint handling process under 21 CFR 
820.198 and MDR reporting under 21 CFR 803.  The FDA takes all reports seriously and re-
views every one that is submitted.  The FDA is a scientifically-based agency and relies on sci-
ence-based data to support their review and analysis of adverse events and product problems.  
MDR analysts are medical professionals and biomedical engineers who have experience han-
dling and using medical devices in the healthcare arena or may have previously worked at a 
device manufacturing facility.  They typically review and analyze reports from their area of ex-
pertise; for example, a registered nurse with a background in obstetrics and gynecology would 
be assigned the reports for Essure.  Analysts are aware that MAUDE data is a small piece of a 
larger story and cannot be used alone to make a determination for a safety issue.  They will 
use the MDR and voluntary reports to help them get a better understanding of a bigger picture. 

G.1. DEVICE EVENT PROCESSING 

Once a manufacturer sends an MDR to the FDA, those reports are routed to the CDRH data-
base and are assigned to an analyst for review.  The analyst receives reports typically within a 
day of the report coming to the FDA. 

G.2. REPORT REVIEW 

Once the analyst receives the report, he or she reviews the event description, looks for patient 
involvement and what happened to the patient, the type of event (and if it matches the event 
description), and reviews the patient codes, device codes, and the three evaluation codes.  An 
important part of this analysis is that the reported information is compared with the information 
provided in the approved labeling.  The analyst will review the current labeling for the product 
to see if the event reported falls within information already known about the device and de-
scribed in the labeling.   

Analysts also review any user facility, importer, or voluntary reports that are similar to the event 
in the reports or may be the same report.  These reports usually are forwarded to the manufac-
turer for their review and analysis.  

The analyst will trend the codes or keywords in the event across similar devices, similar codes, 
and/or across the same serial, lot, or model number.  They will trend over a period of time to 

80 Id.  
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assess frequency of reports of an event. As needed, the analyst may consult with the pre-
market reviewers, scientists in the CDRH lab, or the compliance officers to obtain additional 
information.  Analysts are also able to review past inspections or remedial actions. 

G.3. POTENTIAL ACTIONS 

Once the analyst has reviewed and analyzed the report, they have numerous options for fur-
ther action.  The analyst can close the report; however, the report always remains available for 
future trending. 

If the analyst believes more information is needed, he or she can contact the manufacturer ei-
ther by telephone or through an additional information (AI) letter.  The AI letter can request an-
ything that is on the MedWatch report; the analyst can also customize the letter to ask for 
trending or determinations from the manufacturer as to why an event may not have been re-
ported.  The manufacturer is required to respond within 45 days of receipt of this letter with a 
MedWatch supplement.  AI letters are typically the most common and frequently used action 
used by the analysts.   

Analysts can request or make recommendations to the Office of Compliance (OC) for a di-
rected inspection of the manufacturer.  Analysts provide the specific questions they need an-
swered in the inspection request.  If no directed inspection is needed, analysts can request 
that specific questions be added to the next routine inspection. 

If an analyst determines that a serious safety signal may exist or a recall may need to be initi-
ated, he or she will elevate that issue to the appropriate department within the CDRH for po-
tential action.  In taking a course of action, the FDA will consider the benefits and the risks of 
the device. 

SECTION H:  THE FDA’S RESPONSE TO INCREASED ADVERSE 
EVENT REPORTS ABOUT THE ESSURE DEVICE  

In response to increasing adverse event reports for Essure, as well as increased social media, 
traditional media, and political and social interest in Essure, the FDA has repeatedly scruti-
nized the data about Essure’s safety and efficacy—and has repeatedly affirmed that Essure’s 
benefits outweigh its risks.  As the FDA’s Essure website states, the “FDA continues to believe 
that, for the majority of women, the benefits of the device, when placed by an experienced 
health care provider, outweigh the risks.”81

H.1.  INCREASED REPORTS AND 2013 FDA SAFETY REVIEW  

81 https://www.fda.gov/medical-devices/essure-permanent-birth-control/fda-activities-essure (last visited Sept. 19, 
2019).  
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Beginning in 2013, there was an increase in reports to the FDA related to Essure, with the ma-
jority of the increased reports in the form of voluntary reports.  Based on my review of the evi-
dence, this increase appears to have been due to a number of factors, including social media 
activity, media activity, congressional involvement, and Bayer’s acquisition of Conceptus (in-
cluding due to differences in the companies’ reporting practices). 

I reviewed the work of Dr. Maral DerSarkissian, who analyzed Essure adverse event reports 
from the MAUDE database.  For most devices, the vast majority of the reports in the MAUDE 
database are submitted by the manufacturer.  However, between 2004 and 2015, nearly 69% 
of all Essure MADUE reports were voluntary.82 Dr. DerSarkissian also noted a spike in volun-
tary reports submitted for Essure. Between 2004 and 2012, there were a total of 212 voluntary 
reports submitted regarding Essure. In 2013 alone, there were a total of 725 voluntary reports, 
which is a threefold increase in one year compared to the prior 8 years combined.  In 2014, the 
number of voluntary reports increased to 1,681.  That voluntary adverse event reporting re-
lated to Essure is so far out of line with typical patterns of reporting supports my opinion that 
increased reporting was likely due to external factors such as press and political attention.    

As a result of the increased reporting and media attention, in 2013, the FDA decided to con-
duct an analysis of information they had on the Essure device.  This action from the FDA was 
caused by increased complaint reporting and media attention surrounding the Essure device.  I 
have seen nothing that shows the 2013 analysis was prompted by the reporting of complaints 
containing unknown risks or known risks that occurred with increased frequency.  

The FDA reviewed the scientific literature, clinical trials, and adverse event reports.  The FDA 
concluded that the labeling adequately addressed the known risks associated with the device 
and that “although there is evidence of complications, as there are with all medical devices, 
overall results from this study did not demonstrate any new safety problems or an increased 
incidence of problems already known.”83  As to other events not previously shown to be linked 
to Essure, but reported as adverse events related to Essure, the FDA concluded that “none of 
the above information the FDA reviewed has established a causal connection between Essure 
and certain reported problems, such as extreme fatigue, depression, and weight gain.”84  Fol-
lowing the FDA’s safety review the FDA approved PMA Supplement 40, which added refer-
ences to rare reports of chronic pelvic pain and device migration to the PIB.   

H.2. 2015 FDA ADVISORY COMMITTEE MEETING

Also in response to increased reporting, in 2015 the FDA convened an Advisory Committee 
meeting on Essure with a subsequent report of safety and efficacy of the device.  Again this 
meeting appears to have been caused by increased reporting, but not by reporting that con-
tained unknown risks of risks occurring at a greater-than-expected frequency.  The FDA typi-
cally initiates an Advisory Committee meeting to obtain insight and perspective from independ-
ent experts.  The Advisory Committee meeting for Essure was held on September 24, 2015, 

82 DerSarkissian Report at ¶ 43.
83 FDA Essure Activities (Nov. 4, 2013).  
84Id.  
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“to review and discuss current information related to the effectiveness of the Essure System, 
adverse events associated with, or suggested to be associated with, the Essure device, and 
the overall benefit-risk profile of the device.”85  The meeting included presentations by the 
FDA, Bayer, and members of the public. 

In preparation for the meeting, the FDA again evaluated both the adverse event reports related 
to Essure from the MAUDE database and over a decade of scientific literature about Essure, 
including the ongoing postmarket studies by the company.86  As it had in 2013, the FDA did not 
find evidence to conclude that there were “new or more widespread complications definitely 
associated with Essure.”87  The FDA explained during the hearing that many of the adverse 
events reported “are known complications” of the device “and are already included in Essure 
labeling.”88  After its comprehensive review, the FDA determined that Essure remained safe 
and effective for the majority of women when used according to the labeling. 

Before the meeting, the FDA invited members of the public to submit comments and received 
thousands of comments in response.  Members of the public were invited to present to the 
committee, and many women spoke about their experiences with Essure, including that some 
had not been fully informed about the disclosed risks of Essure before having the devices 
placed.       

H.2.a. BOXED WARNING AND PATIENT DECISION CHECKLIST 

Despite finding no new risks of using Essure, after the Advisory Committee meeting, the FDA 
directed Bayer to add a boxed warning and a decision checklist for the patient to sign after dis-
cussing the procedure with their physician to the labeling.   

In October 2016, final CDRH guidance was issued for “Labeling for Permanent Hysteroscopi-
cally Placed Tubal Implants Intended for Sterilization.”  The guidance is based on feedback 
from advisory panel members and the public who felt that medical device labeling for Essure is 
not clear and many patients do not receive enough information before making a decision.  As 
the guidance states, the purpose of the changes to Essure’s labeling was to “help to ensure 
that a woman receives and understands information regarding the benefits and risks of [the 
Essure] device.”89  This boxed warning was not based on new or unknown information; all of 
the risks described in the boxed warning were disclosed in Essure’s original 2002 IFU.  Nor 
was it based on adverse event reporting (including MDRs). These labeling changes for Essure 
were made to draw attention to the need for physicians and patients to communicate about 
risks and benefits prior to having the procedure performed.  

H.3. THE FDA’S RESPONSE TO CITIZEN PETITION

85 FDA Review Document at 3. 
86 FDA Executive Summary (Sept. 24, 2015).  
87 FDA Essure Activities Webpage (July 1, 2017).  
88 Advisory Committee Tr. at 67 [BAY-ESSURE-0019966].   
89 Labeling for Permanent Hysteroscopically-Placed Tubal Implants Intended for Sterilization (Oct. 31, 2016). 
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In February 2015, a Citizen Petition seeking to have Essure’s PMA revoked was submitted to 
the FDA.  The petition included allegations that records from Essure’s clinical trials had been 
changed to be more favorable to the device.  The petition was later converted to a trade com-
plaint (i.e., a claim that a device manufacturer may be marketing a product in a way that vio-
lates the law) and investigated by the Office of Compliance within the CDRH.  In 2016, the Of-
fice of Compliance issued findings from its investigation, in which it reevaluated case report 
forms from the original clinical trials for the Essure device to assess patient allegations of study 
misconduct.  The study by the Office of Compliance was extremely detailed and found that, 
“although occasional modifications to CRF data items pertaining to key outcome measures 
were identified, this analysis did not find evidence of systematic or intentional modification of 
study subject responses in an effort to falsify (provide a more favorable device profile) the data 
relied upon by the FDA to make the original PMA approval decision in 2002.”  Overall, 96-98% 
of women in the pivotal study related their comfort wearing the device as excellent or very 
good, and 94-96% rated their satisfaction as “very satisfied.”  A small minority of women re-
ported pain, sometimes moderate or severe in intensity.  The presence or absence of pain did 
not appear to be the sole determinant of a woman’s report of comfort or satisfaction with the 
device.  

H.4. 522 STUDY

In February 2016, the FDA directed Bayer to conduct a postmarket surveillance study to obtain 
more data about Essure’s benefits and risks.  21 CFR Part 822.1 provides the regulatory por-
tion of Section 522 of the Act, which gives the FDA authority to order  post-market surveillance 
of Class II and Class III products.  This section of the law was added to allow for extra scrutiny 
by the FDA for devices where the failure of the device would reasonably be likely to have seri-
ous adverse health consequences; or, the device is intended to be implanted for more than 
one year; or, the device is intended to be used outside a user facility to support or sustain life.  
If a manufacturer fails to comply with requests for post-market surveillance studies, it can be 
considered to have a misbranded device, which could lead to enforcement actions by the FDA.   

Currently, Bayer is working with the FDA on a post-market study involving Essure 
(PS160001/PSS001).  The study is an open-label, non-randomized, prospective observational 
cohort study of subjects who chose to undergo either Essure placement or laparoscopic tubal 
ligation. As of March 2019 (most recent data), the post-market surveillance study schedule 
was on time and considered to be adequate—meaning, the manufacturer is following the regu-
latory requirements for this study.   

H.5 ADDITIONAL ACTIONS 

Sales Restriction:  Despite the addition of the boxed warning and the checklist to Essure’s la-
beling, the FDA in April 2018 restricted the sale and distribution of Essure, limiting it to doctors 
and hospitals that review the FDA-approved “Patient-Doctor Discussion Checklist - Ac-
ceptance of Risk and Informed Decision Acknowledgement” with patients and obtain their sig-
nature’s on the checklist before placing the device. The FDA also approves Bayer’s new label-
ing (PMA Supplement S051) that includes the following statement: “the sale and distribution of 
this device are restricted to users and/or user facilities that provide information to patients 
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about the risks and benefits of this device in the form and manner specified in the approved la-
beling provided by Bayer.”  Also, the FDA approves Bayer’s Patient-Doctor Discussion Check-
list - Acceptance of Risk and Informed Decision Acknowledgement, which is part of the PIB, 
and has key information about the device, its use, and safety and effectiveness outcomes, 
which the patient should be aware of as they consider permanent birth control options.   

Voluntary Discontinuation of Sales:  In July 2018, Bayer announced that, for business rea-
sons, it would no longer sell Essure in the United States and in December 2018, Bayer 
stopped selling the device in the United States.  Health care providers have up to one year to 
implant the device.  This was not a recall, and the discontinuation of sales was not the result of 
any enforcement action by the FDA.  Bayer must continue with the 5-year postmarket study 
(discussed above at H.4.).  Study enrollment will continue as long as Essure remains available 
in the United States, i.e., through December 2019.

SECTION I: REVIEW OF COMPLAINTS 

I am aware that plaintiffs in this case have identified 946 complaints (Exhibit A) received by ei-
ther Conceptus or Bayer that plaintiffs contend should have been reported as MDRs but were 
not.  I have reviewed these complaints as part of my analysis for this report. 

I have reviewed key information for all 946 complaints, including AR log incident descriptions 
and/or Argus narratives.  Most of these complaints describe injuries that appear not to meet 
the requirement for reportability.  Further, most contain reports of adverse events that have 
been disclosed in the Essure IFU. 

Based on the analysis done by Dr. Maral DerSarkissian, it appears that approximately 52% of 
them were submitted to the FDA in some way (for example, as MDRs, in annual reports, dur-
ing FDA audits, in PMA supplements, in device defect reports, in correspondence with the 
FDA, and in MedWatch forms).90

I have also reviewed the Level 1 and Level 2 Classifications provided by plaintiffs with their Ex-
hibit A complaints.  In general, these Level Classifications describe potential adverse events 
listed in the Essure IFU for many years.  For example, 252 of the 946 Exhibit A complaints are 
categorized as perforations by Plaintiffs, and 37 are categorized as pregnancies. As discussed 
above, the FDA agreed that asymptomatic perforations and uterine pregnancies were not re-
portable.  Additionally, many of Plaintiffs’ classifications relate to device issues (e.g., breakage,  
dislocation/migration/expulsion), which the FDA agreed were likely not reportable as MDR.91

Based on my review of the information contained in the AR log descriptions and Argus narra-
tives, I did not identify any serious injuries (as defined by the MDR regulations) relating to new 
events not included in the Essure IFU. 

90 DerSarkissian Report at ¶ 58. 
91 Section F.2.c. above. 
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In my opinion, even if each Exhibit A complaint was submitted to the FDA as an MDR, I do not 
believe this would have caused the FDA to take any enforcement action related to Essure.  Ad-
ditionally, because there were not any serious injuries (as defined by the regulations) included 
in the Exhibit A complaints that were not already listed in the Essure IFU, I do not believe the 
FDA would have changed the IFU based on these complaints.  Likewise, if all the complaints 
contained in Exhibit A were reportable as MDR, it would not have caused the FDA to hold an 
Advisory Committee meeting prior to 2015 or change the IFU regarding doctor-patient commu-
nication earlier than it did.     

I have also been informed about complaints listed in Exhibit B that Plaintiffs believe were not 
fully investigated.  There are 2,918 complaints in Exhibit B; I have only had time to review a 
sample of these complaints and the analysis by Dr. DerSarkissian.  Based on Dr. Der-
Sarkissian’s review, 18% of these complaints were provided to the FDA in some way.92

Based on my review of Dr. DerSarkissian’s work, most of the complaints involve device-related 
complaints (e.g., migration, expulsion, breakage).  While some appear to have clinical issues 
(e.g., pain, perforation, bleeding), there do not appear to be any specific adverse events that 
meet the regulatory definition of serious injury, which were not already in the Essure IFU.     

In my opinion, even if every Exhibit B complaint should have been submitted as an MDR, I do 
not believe it would have caused the FDA to make any changes to the IFU for Essure or take 
any other action.   

I have also reviewed Plaintiffs’ list of 236 MDRs that that they believe were not submitted to 
the FDA on time.  Based on Dr. DerSarkissian’s analysis of these MDRs and the aware date 
and report date information provided by Plaintiffs, it appears that 127 (54%) of these MDRs 
were submitted timely.93  I have not had a chance to review the complaint files in Exhibit D, but 
it would not be uncommon for the “aware date” under the regulations to be significantly later 
than the date that the company first received the complaint due to new information coming in.  
A full analysis of these complaint files would confirm if this is in fact the case with the MDRs 
that appear to have been submitted late based on Plaintiffs’ chart.   

With regards to Exhibit D, it is important that all 236 reports were submitted to the FDA as 
MDRs.  Even if the other 109 MDRs were submitted late over this 15-year period, the FDA 
would not have addressed this as a significant compliance issue.  And because the FDA had 
each of these MDR reports, we know that they did not take any enforcement action with Con-
ceptus or Bayer regarding the timeliness or substance of the MDRs. 

SECTION J: CONCLUSIONS  

From 2002 to the present, Essure has remained, in the eyes of the FDA, a safe and effective 
option for permanent contraception.  The FDA considered carefully the risks and benefits of 
Essure as part of the PMA process in 2002, and it ensured that the appropriate risks were 

92 DerSarkissian Report ¶ 64. 
93 DerSarkissian Report ¶ 72. 
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communicated to physicians in Essure’s approved label.  The FDA has continued to monitor 
the device’s safety and effectiveness through a variety of methods, including through the anal-
ysis of data from clinical trials and annual reports, regular inspections of Conceptus’s and 
Bayer’s complaint handling procedures, and review of adverse event reports.  Through this 
monitoring, the FDA has never changed its position on Essure’s PMA approval and Bayer’s 
ability to market the device.  

I do not believe that the reporting of complaints identified by Plaintiffs as MDRs would have 
prompted the FDA to take any additional or earlier action against Essure.  The FDA is aware 
that some adverse events likely will occur with the use of a device, particularly a Class III de-
vice such as Essure.  The critical determination to the FDA is whether the observed events are 
either unexpected or are more frequent with the use of a device than anticipated.  I have seen 
nothing to indicate that was the case with Essure.  In fact, even after increased reporting be-
gan in 2013 and an Advisory Committee Meeting in 2015 to review additional data from the 
public and from independent experts, the FDA affirmed Essure’s safety profile and that it is a 
safe and effective device when it is used according to the labeling.       







 
 

 

 

 

 

 

RESUME 

 

Mary Weick-Brady, MSN, RN 

 

 

EXPERIENCE 

 

Current  

 

Principal Consultant 

NSF Health Sciences 

 

Previous Positions 

 

2015-Present Independent Consultant 

 

Contracted through Alaska Universal Services to the Office of the Center Director (OCD) in the 

Center for Devices and Radiological Health (CDRH) at the Food and Drug Administration 

(FDA).  Helped coordinate the agenda and speakers for the Patient Labeling Workshop held in 

September 2015.  Facilitated a session and presented at this workshop that was designed to 

solicit the public’s input on a standardized content, proper definitions, and plain language for 

laypersons using medical equipment.  

 

Started the background and reference materials for updated patient labeling guidance. 

 

Worked with current CDRH labeling coordinator to develop and initiate Phase III of the labeling 

research for medical device instructions for use (IFUs).  This study is for health care practitioner 

IFUs only.  The third phase is to test a standardized Table of Contents (ToC) developed by FDA 

against an existing ToC for manufacturer labeling.  Ten devices are being tested and vary in their 

complexity from a simple use device to a device system.  Worked with health care practitioners 

to develop appropriate scenarios and internally tested the scenarios with other practitioners to 

time how quickly they could find the information in either the manufacturer ToC or the FDA 

standardized outline.  The study is ongoing in March and April.  Results are expected before the 

end of the calendar year. 

 

Project Leader for the Association for the Advancement of Medical Instrumentation (AAMI) to 

look at the process from hospital to home for infusion therapy, focusing on the medical device 

and how it impacts the user and the environment in which it will be used. 
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2010-2015 Senior Policy Advisor 

Food and Drug Administration, Center for Devices and Radiological Health, 

Office of the Center Director 

   

Reported to the Deputy Center Director for Regulatory Affairs 

 

Requested by the Center Director to move to the Office of the Center Director to develop Center-

wide policy on labeling and on the home use of medical devices. Developed a strategic plan with 

Deputy Center Director to determine the proper course of action for health care professional 

(hcp) labeling and eventually for patient labeling.  

 

Labeling Initiatives: 

Announced and presented the plan to develop a standardized content of labeling December 2010.  

Gathered representatives from each office to review current standards, global initiatives, and 

internal work on labeling.  Mapped each of the processes to the other to find what was common 

in all products and what was missing.  Processes that were mapped included:  labeling contents 

from international standards, the Global Harmonization Task Force (GHTF) document on 

labeling, labeling regulations from the Center for Drug Evaluation (CDER), labeling regulations 

from the CDRH In Vitro Diagnostics (IVD) office, and policy for the premarket submissions for 

Class III products in CDRH.   

 

As a contract office representative (CORII), I received funding for a phased research study to 

determine what health care professionals look for in labeling, how they search for what they 

need, where they find the labeling, and what they really want out of labeling.  The first phase of 

this study was with focus groups in three major cities on the east coast.  The specialties and 

medical background varied in each group.  Responses were consistent – they want labeling in an 

easy-to-read format, accessible electronically, or in a “quick guide” if it is physical labeling.  The 

second phase of the research centered around development of a “quick guide” for an infusion 

pump.  We tested 600 health care professionals to assess the format, the content, and the 

definitions.  Having a standard way of finding information was key.  This led to Phase III which 

is ongoing. 

Presented findings of the research at a Labeling Public Workshop in 2013.  Coordinated all 

panelists, presentations, and post-workshop public comments. 

 

Received a small amount of money to conduct a survey of caregivers regarding labeling and 

instructions for use.  This was coordinated through the National Family Caregivers Association 

(NFCA).  Over 100 respondents stated similar issues and concerns with current labeling as that 

of the health care professionals.  They want a standard content to find information easily and 

they want a “quick guide” for most devices. 

 

Co-wrote the Symbols rule and subsequent guidance.  The proposed rule published for comment 

and I responded to the comments that were sent in response to the proposal.  The final rule will 

publish with the draft guidance. 
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Home Use Initiatives: 

Worked with the Center Director to develop a strategy for the Home Use Initiative.  This was 

announced in April 2011 as a Center policy initiative.  Developed a website for the initiative.  

The initiative covered:  guidance for premarket review, postmarket reporting, education, and 

work with accrediting bodies.  

 

Held a public workshop on what is needed in a guidance for devices going into the home 

environment. Wrote and published the draft guidance on Design Considerations for Devices 

Intended for Home Use.  Reviewed and responded to over 600 comments.  Final guidance was 

published in 2012.   

 

Developed a Cooperative Research and Development Agreement (CRADA) with Kwikpoint, a 

visual language developer.  The intent was to find out if visual images, when properly tested, 

could substitute for language in IFUs.  After testing two devices, we found it was possible.  

Published a Quick Guide on patient lifts using visual language and also started a sharps initiative 

based on the results of the study.  This was placed on the FDA educational site.  

 

Wrote a proposed rule on Electronic Submissions for Devices Labeled for Home Use. Wrote the 

draft guidance for the electronic submissions rule. 

 

Along with participating manufacturers, I tested a method to submit labeling electronically 

through the current FDA system.  After internal discussion, we then tested a new method in the 

CDRH registration and listing system.   

 

Co-chaired the AAMI committee on devices used outside of  a clinical environment.  We 

developed a Technical Information Report (TIR 49) on how to develop proper training and 

instructional materials for devices going into a non-clinical environment.   

 

Wrote a proposed rule on standard definitions that currently do not exist. 

 

Worked with AAMI on their first Summit for devices used outside of a clinical environment.  I 

was on the board and was a co-director of the summit. We developed the priorities and the panel 

sessions.  Due to the government shutdown, I was unable to participate.  It occurred October 

2013. 

 

Selected to be on the National Research Council’s committee for Human Factors in the Home 

Environment.  Served on the committee for 2 years. 

{NOTE:  If an individual holds multiple positions within one company, list each position 

separately as described above.  If the responsibilities for each separate position within one 

company are not clearly defined in the Original CV, then follow the format below, listing both 

titles separately within one entry for the company, and include details associated with the 

individual’s tenure at the company, not delineated by position.} 

 

2008-2012 Senior Policy Analyst 

Food and Drug Administration, Center for Devices and Radiological Health, 

Office of Surveillance and Biometrics 
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Worked for the Office Director to develop postmarket policy focusing on the migration of 

devices going into the home and problems that occur. 

 

Determined the status of policy, guidance, and practice in CDRH and FDA as it related to 

medical devices going into the home to be used by laypersons.  Proposed a Total Product Life 

Cycle concept to promote the approval of products for use in the home.  The objectives were to :  

develop and implement effective methods for communication with users and stakeholders; 

develop and implement a focused regulatory plan; adapt human factors policies; adapt 

postmarket surveillance systems; and encourage stakeholder involvement.   

 

Named as the FDA representative to the Global Harmonization Task Force (GHTF) Study Group 

2 to develop consensus documents for postmarket surveillance activities with medical devices.  

Developed 5 consensus documents during this tenure.  

 

Project officer for an AHRQ contract to review all labeling regulations within FDA to do a 

comparison of what labeling states in CDER, CBER, OCP, and CDRH for home use. 

 

2001-2008 Deputy Division Director 

Food and Drug Administration, Center for Devices and Radiological Health, 

Division of Surveillance Systems, Office of Surveillance and Biometrics 

   

Supervised staff that provided regulatory guidance and interpretation of the postmarket reporting, 

including the Safe Medical Device Act.  Supervised the Freedom of Information staff in 

postmarket, and the contractors who handled the data entry of the adverse events. 

 

Managed the budge for contractors, the branches, the IT staff, and the division. 

 

Developed the quarterly and division reports.  Wrote responses to Congressional inquiries.  

 

Chaired the Center Home Health Care Committee; initiated an action plan for the committee.  

Spoke at conferences and interviewed with the press on homecare issues.  Worked with 

professional health care organizations and caregiver associations to bring the issue of home care 

to the forefront at FDA. 

 

1993-2001 Branch Chief/Supervisory Nurse Consultant 

Food and Drug Administration, Center for Devices and Radiological Health, 

Office of Surveillance and Biometrics, Division of Postmarket Surveillance, 

Product Evaluation Branch II 

   

Provided regulatory guidance for the Safe Medical Device Act to industry, health care 

professionals, consumers, and agency professionals by leading training sessions, writing articles, 

advising on panels, and speaking at conferences.  Developed a new reporting form for FDA as it 

pertained to SMDA.   
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Led the transition from an old office (Office of Compliance and Surveillance) to a newly formed 

office (Office of Surveillance and Biometrics) as part of the managerial team selected from the 

old office. 

 

Supervised 8 professionals to monitor adverse events with medical devices.   

 

Center representative to the reuse of single devices team and reengineering or postmarket 

activities.   

 

1990-1993 Nurse Consultant 

Food and Drug Administration, Center for Devices and Radiological Health, 

Office of Compliance and Surveillance, Division of Postmarket Surveillance, 

Product Evaluation Branch II 

 

Reviewed mandatory and voluntary medical device adverse events in general hospital and 

general surgery.  Identified and conducted analyses of devices to detect short-term problems, 

trends, and recurring problems.   

 

Part of the special task force working on the silicone breast implant issue.  Presented findings to 

the FDA Commissioner.   

 

1986-1990 Public Health Nurse 

  District of Columbia Commission of Public Health 

  Washington, DC 

 

Screened, referred, and performed preventive health services to 2600 elementary students.  

Collaborated with DC private organizations in outreach to provide medical care to poor families, 

and the homeless.  Worked in various DC clinics including maternal/child, STD, TB, pediatric, 

methadone, and adult.  Washington DC AIDS charter member to provide services to the people 

affected by the AIDS virus.   

 

1988-1994 Visiting Nurse/Home Care 

  Visiting Nurse Association of Northern Virginia 

  Alexandria, VA 

 

Provided clinical care in patients’ homes throughout northern Virginia.  Substituted as the 

evening clinical supervisor and night coordinator. 

 

1985-1986 Evening Clinical Supervisor 

  The Washington Home and Hospice 

  Washington, DC 

 

Managed 150 residents and 30 clinical staff during the evening shift.  Scheduled, hired, 

disciplined staff.  Taught professional development classes.  Performed clinical tasks as needed. 

 

  



NSF HEALTH SCIENCES CONFIDENTIAL 6 

1982-1984 Public Health Nurse 

  US Government/Peace Corps Ecuador 

 

Varied positions including health inspector, labor and delivery, vaccination campaigns, 

sanitation, and educational activities for first responders.  Wrote a grant proposal to the Pan 

American Health Organization to study neurological problems in my community.  This was 

funded. 

 

1981-1982 Registered Nurse 

  The Mayo Clinic 

  Rochester, MN 

 

Performed clinical duties on thoracic/endocrine unit, ENT/plastic surgery unit, and 

hematology/oncology unit.  Supervised the night shift on the heme/onc unit.   

 

 

ADDITIONAL SKILLS 

 

 Spanish, FSI 3++/5 (fluent in speaking, writing, and reading) 

 French, basic comprehension, speaking, and reading 

 

 

EDUCATION 

 

 1989 MS, Nursing/Administration, George Mason University, Fairfax, VA 

 

 1989 Post-Graduate Certificate, International Nursing, George Mason 

University, Fairfax, VA 

 

 1981  BA, Nursing, Augustana College, Sioux Falls, SD 

 

 

PROFESSIONAL AFFILIATIONS 

 

ISO/IEC 60601-1-11, Representative on the committee 

 

AAMI 60601-1-11, Representative on the committee to determine the changes needed for the US 

version 

 

AAMI Committee on Devices Used in the Non-Clinical Environment, Co-chair until May 2015 

 

ISO Committee on Symbols, Alternate Representative until June 2014 and then Main 

Representative 

 

Global Harmonization Task Force Study Group 2, FDA Representative, 2005-2012 
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ISO TC 210 Work group on medical device problem codes, Representative, 2006-2012 

National Research Council (NRC) task force on Independent Living for the Aging and Disabled, 

Member 

 

 

PUBLICATIONS / PRESENTATIONS 

 

Presentations on Labeling 

 

 CDRH Labeling Initiative – to senior staff in CDRH – December 2010 

 CDRH Labeling Initiative – Office of Device Evaluation – May 2012 

 CDRH Labeling Initiative – Office of In Vitro Diagnostics – June 2012 

 CDRH Labeling Initiative – Office of Science and Engineering Laboratories – July 2012 

 CDRH Labeling Initiative – Office of Surveillance and Biometrics – November 2012 

 Health Care Professionals and Labeling – Office of Special Health Initiatives – January 2013 

 Health Care Professionals and Labeling – Innovative Publishing webinar – February 2013 

 Labeling at CDRH – Food and Drug Law Institute (FDLI) – February 2013 

 Use of Symbols on Medical Device Labeling – FDA Public Workshop – April 2013 

 Accessible Medical Device Labeling in a Standard Content – FDA Public Workshop – April 

2013 

 Recent Labeling Efforts at CDRH – Center for Tobacco Public Workshop – December 2014 

 OCD’s Work on Labeling – Center Science Council Forum in CDRH – December 2014 

Presentations on Home Use 

 

 Medical Devices in the Home:  What FDA is Doing – Office of Special Health Initiatives – 

January 2013 

 Home Use:  Draft Guidance – Coalition of Wound Care Manufacturers – February 2013 

 Medical Device Labeling and the Home Use Environment – FDLI – March 2013 

 Batteries in the Home Use Environment – Battery Public Meeting – July 2013 

 Kwikpoint CRADA update – CRADA Review Board – July 2013 

 Draft Guidance on Design for Home Use Devices – SOQA – September 2013 
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 Update on Home Use and Labeling – Wound Care Stakeholders Association – February 2014 

 Update on Home Use to Laypersons and Consumers – OSHI webinar – February 2014 

 Using the Home Use Guidance – Human Factors and Ergonomic Society – April 2015 

Presented “Wearables and User Impact” at the Regulatory Affairs Professional Society (RAPS) 

October 2015 in Baltimore, Maryland. 

 

AAMI Technical Information Report (TIR 49) – Developed with the Committee on Devices 

Used in the Non-Clinical Environment, 2012. 

 

IEEE-USA Geriatric Technology Symposium on Home Care Initiatives for Public Policy, 

Regulatory and Legislative Issues, June 2004 

 

 

 
Updated March 2017 





 

 

PRIOR TESTIMONY Mary Brady, M.D.   List of Prior Testimony 
 

• This witness has not provided testimony in the last 4 years. 
 





CONFIDENTIAL  1  Appendix C: List of Materials Considered  

I relied on the materials cited in my report in forming my opinions. I also considered the 
following materials: 

Pleadings 

Master Long Form Complaint for Damages and Jury Trial, In re: Essure Products Cases, No. 
JCCP 4887 (Cal. Super. Ct. – Alameda) 
 
Discovery  
 
Further Responses of Specifically Identified Plaintiffs In Response to Defendants’ First Set of 
Contention Interrogatories Nos. 1, 13, 35, 36, 37, 41 and 42, In re: Essure Products Cases, No. 
JCCP 4887 (Cal. Super. Ct. – Alameda July 22, 2019)   
 
Exhibit C to Plaintiff’s First Response to Defendants’ Contention Interrogatories, In re: Essure 
Products Cases, No. JCCP 4887 (Cal. Super. Ct. – Alameda July 22, 2019)   
 
Further Responses of Specifically Identified Plaintiffs In Response to Defendants’ First Set of 
Contention Interrogatories Nos. 2, 5, 6, 7, 8, 9, 10, 11, 12, 14, 45, 52, 53, 54, 55, 56, and 57, In 
re: Essure Products Cases, No. JCCP 4887 (Cal. Super. Ct. – Alameda July 26, 2019) 
 
Keith Abrams, Deposition Transcript and Exhibits (May 25, 2017) 

Rachelle Acuna-Narvaez, Deposition Transcript and Exhibits (March 29, 2019; July 26, 2019) 

Laura Casas, Deposition Transcript and Exhibits (May 10, 2019) 

Christina Dickson, Deposition Transcript and Exhibits (February 13, 2018; March 20, 2018, 
October 10, 2018) 

Andrea Machlitt, Deposition Transcript and Exhibits (July 25, 2019) 

Lisa Mancer, Deposition Transcript and Exhibits (February 13, 2019) 

Rob McCarthy, Deposition Transcript and Exhibits (March 19, 2019) 

Michael Reddick, Deposition Transcript and Exhibits (January 11, 2018; February 7, 2018; April 
18, 2018; October 18, 2018, March 13, 2019; March 14, 2019; April 9, 2019; April 10, 2019) 

Cibele Rudge, Deposition Transcript and Exhibits (July 1, 2019; July 2, 2019; July 3, 2019) 

Ayesha Siddiq, Deposition Transcript and Exhibits (May 22, 2019; May 23, 2019; June 19, 
2019) 

Ed Sinclair, Deposition Transcript and Exhibits (April 9, 2019; April 10, 2019; April 16, 2019) 

Illona Weltrowski, Deposition Transcript (June 27, 2019) 

Ed Yu Deposition Transcript (September 17, 2019; September 18, 2019) 



CONFIDENTIAL  2  Production Documents 

BAY-ESSURE-0000052 – BAY-ESSURE-0093270 JCCP Production 05: 
Essure Regulatory File  

BAY-JCCP-0868005 2002 Form FDA-483 
BAY-JCCP-0009278 – BAY-JCCP-0009288 2003 Response to Form FDA-483 
BAY-JCCP-0338036 – BAY-JCCP-0338044 2003 Internal Memo re Phone call from Mark Chan 

– FDA Inspector for 2003 Inspection 
BAY-JCCP-1154987 – BAY-JCCP-1154989 2003 Internal Memo re Documents Reviewed and / 

or Retained by FDA Investigator 
BAY-JCCP-1161658 – BAY-JCCP-1161660 2005 Memo to File re FDA QSIT Inspection 

Summary Report 
BAY-JCCP-1163179 – BAY-JCCP-1163181 2005 Memo to File re FDA QSIT Inspection 

Summary Report 
BAY-JCCP-0009137 – BAY-JCCP-0009139 2008 Memo to File re FDA QSIT Inspection 

Summary Report 
BAY-JCCP-1155227 – BAY-JCCP-1155248 2008 and 2011 Establishment Inspection Reports 
BAY-JCCP-0730255 – BAY-JCCP-0730257 2011 Form FDA-483 
BAY-JCCP-0726936 – BAY-JCCP-0727004 2011 Response to Form FDA-483 
BAY-JCCP-0912070 – BAY-JCCP-0912072 2011 FDA Response to Conceptus Response to 

Form FDA-483 
BAY-JCCP-0000019 – BAY-JCCP-0000022 2013 Establishment Inspection Report 
BAY-JCCP-0050302 – BAY-JCCP-0050322 2015 Establishment Inspection Report 
BAY-JCCP-0866858  2015 Form FDA-483 
BAY-JCCP-0220343 – BAY-JCCP-0220350 2008 Reglera Audit 
BAY-JCCP-0000110 – BAY-JCCP-0000145 
BAY-JCCP-0000601 – BAY-JCCP-0000628 
BAY-JCCP-0000629 – BAY-JCCP-0000656 
BAY-JCCP-0000657 – BAY-JCCP-0000711 
BAY-JCCP-0000712 – BAY-JCCP-0000766 
BAY-JCCP-0000436 – BAY-JCCP-0000490 
BAY-JCCP-0000491 – BAY-JCCP-0000545 
BAY-JCCP-0000546 – BAY-JCCP-0000600 
BAY-JCCP-0000161 – BAY-JCCP-0000215 
BAY-JCCP-0000216 – BAY-JCCP-0000270 
BAY-JCCP-0000271 – BAY-JCCP-0000325 
BAY-JCCP-0050368 – BAY-JCCP-0050422 
BAY-JCCP-0050423 – BAY-JCCP-0050477 
BAY-JCCP-0000326 – BAY-JCCP-0000380 
BAY-JCCP-0000381 – BAY-JCCP-0000435 
BAY-JCCP-0000146 – BAY-JCCP-0000160 
BAY-JCCP-0000943 – BAY-JCCP-0000962 
BAY-JCCP-0000963 – BAY-JCCP-0000982 
BAY-JCCP-0000983 – BAY-JCCP-0001002 
BAY-JCCP-0001003 – BAY-JCCP-0001022 
BAY-JCCP-0001023 – BAY-JCCP-0001042 

November 19, 2002 IFU 
September 15, 2004 IFU 
November 11, 2005 IFU 
November 15, 2006 IFU 
June 20, 2007 IFU 
July 29, 2008 IFU 
September 9, 2009 IFU 
October 21, 2010 IFU 
September 20, 2011 IFU 
November 16, 2011 IFU 
March 8, 2012 IFU 
March 19, 2012 IFU 
February 27, 2013 IFU 
July 16, 2013 IFU 
November 7, 2013 IFU 
November 22, 2016 IFU 
May 23, 2003 PIB 
July 25, 2003 PIB 
February 26, 2004 PIB 
July 26, 2004 PIB 
July 26, 2004 PIB 



CONFIDENTIAL  3  BAY-JCCP-0001043 – BAY-JCCP-0001052 
BAY-JCCP-0001053 – BAY-JCCP-0001068 
BAY-JCCP-0001069 – BAY-JCCP-0001108 
BAY-JCCP-0000829 – BAY-JCCP-0000848 
BAY-JCCP-0000849 – BAY-JCCP-0000859 
BAY-JCCP-0000860 – BAY-JCCP-0000881 
BAY-JCCP-0000882 – BAY-JCCP-0000903 
BAY-JCCP-0000904 – BAY-JCCP-0000925 
BAY-JCCP-0000926 – BAY-JCCP-0000942 

October 31, 2006 PIB 
June 13, 2011 PIB 
March 19, 2012 PIB 
August 13, 2012 PIB 
September 16, 2013 PIB 
January 23, 2014 PIB 
February 27, 2014 PIB 
September 2015 PIB 
January 2017 PIB 

 
BAY-JCCP-0086452 – BAY-JCCP-0086470 
BAY-JCCP-0086471 – BAY-JCCP-0086488 
BAY-JCCP-0086489 – BAY-JCCP-0086506 
BAY-JCCP-0086507 – BAY-JCCP-0086524 
BAY-JCCP-0086525 – BAY-JCCP-0086542 
BAY-JCCP-0086543 – BAY-JCCP-0086550 
BAY-JCCP-0086551 – BAY-JCCP-0086560 
BAY-JCCP-0086561 – BAY-JCCP-0086570 
BAY-JCCP-0086571 – BAY-JCCP-0086580 
BAY-JCCP-0086581 – BAY-JCCP-0086591 
BAY-JCCP-0086592 – BAY-JCCP-0086597 
BAY-JCCP-0424151 – BAY-JCCP-0424162 
BAY-JCCP-0246464 – BAY-JCCP-0246466 
BAY-JCCP-0416827 – BAY-JCCP-0416844 
BAY-JCCP-0259639 – BAY-JCCP-0259656 
BAY-JCCP-0417434 – BAY-JCCP-0417433 
BAY-JCCP-0417475 – BAY-JCCP-0417485 
BAY-JCCP-0417591 – BAY-JCCP-0417597 
BAY-JCCP-0416848 – BAY-JCCP-0416851 
BAY-JCCP-0417625 – BAY-JCCP-0417628 
BAY-JCCP-0417648 – BAY-JCCP-0417651 
BAY-JCCP-0259705 – BAY-JCCP-0259706 
BAY-JCCP-0417772 – BAY-JCCP-0417775 
BAY-JCCP-0423703 – BAY-JCCP-0423703 
BAY-JCCP-0417796 – BAY-JCCP-0417800 
BAY-JCCP-0531629 – BAY-JCCP-0531633 
BAY-JCCP-0417853 – BAY-JCCP-0417857 
BAY-JCCP-0417890 – BAY-JCCP-0417893 
BAY-JCCP-0417925 – BAY-JCCP-0417927 
BAY-JCCP-0417950 – BAY-JCCP-0417954 
BAY-JCCP-0416866 – BAY-JCCP-0416870 
BAY-JCCP-0417980 – BAY-JCCP-0417893 
BAY-JCCP-0416903 – BAY-JCCP-0416917 
BAY-JCCP-0416932 – BAY-JCCP-0416949 
BAY-JCCP-0531758 – BAY-JCCP-0531769 
BAY-JCCP-0416731 – BAY-JCCP-0416747 

Trending Reports- 
Conceptus QA Monthly Project Updates 
 
 
 
 
 
 
 
 
 
 
Conceptus Operations Monthly Reports 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



CONFIDENTIAL  4  BAY-JCCP-0418132 – BAY-JCCP-0418144 
BAY-JCCP-0416751 – BAY-JCCP-0416765 
BAY-JCCP-0416768 – BAY-JCCP-0416782 
BAY-JCCP-0425269 – BAY-JCCP-0425282 
BAY-JCCP-0531335 – BAY-JCCP-0531348 
BAY-JCCP-0418307 – BAY-JCCP-0418320 
BAY-JCCP-0418329 – BAY-JCCP-0418340 
BAY-JCCP-0085368 – BAY-JCCP-0085385 
BAY-JCCP-0085340 – BAY-JCCP-0085353 
BAY-JCCP-0415135 – BAY-JCCP-0415149 
BAY-JCCP-0415325 – BAY-JCCP-0415337 
BAY-JCCP-0085386 – BAY-JCCP-0085401 
BAY-JCCP-0085354 – BAY-JCCP-0085367 
BAY-JCCP-0085464 – BAY-JCCP-0085474 
BAY-JCCP-0085445 – BAY-JCCP-0085454 
BAY-JCCP-0085455 – BAY-JCCP-0085463 
BAY-JCCP-0085475 – BAY-JCCP-0085482 
BAY-JCCP-0085483 – BAY-JCCP-0085492 
BAY-JCCP-0085493 – BAY-JCCP-0085500 
BAY-JCCP-0085501 – BAY-JCCP-0085508 
BAY-JCCP-0085509 – BAY-JCCP-0085517 
BAY-JCCP-0085518 – BAY-JCCP-0085528 
BAY-JCCP-0085402 – BAY-JCCP-0085411 
BAY-JCCP-0085412 – BAY-JCCP-0085423 
BAY-JCCP-0085424 – BAY-JCCP-0085433 
BAY-JCCP-0085540 – BAY-JCCP-0085551 
BAY-JCCP-0085529 – BAY-JCCP-0085539 
BAY-JCCP-0085552 – BAY-JCCP-0085561 
BAY-JCCP-0085562 – BAY-JCCP-0085571 
BAY-JCCP-0085572 – BAY-JCCP-0085582 
BAY-JCCP-0085583 – BAY-JCCP-0085592 
BAY-JCCP-0085617 – BAY-JCCP-0085626 
BAY-JCCP-0085627 – BAY-JCCP-0085636 
BAY-JCCP-0085637 – BAY-JCCP-0085651 
BAY-JCCP-0085652 – BAY-JCCP-0085666 
BAY-JCCP-0085672 – BAY-JCCP-0085685 
BAY-JCCP-0085686 – BAY-JCCP-0085699 
BAY-JCCP-0085700 – BAY-JCCP-0085714 
BAY-JCCP-0085715 – BAY-JCCP-0085728 
BAY-JCCP-0085729 – BAY-JCCP-0085743 
BAY-JCCP-0085744 – BAY-JCCP-0085759 
BAY-JCCP-0085760 – BAY-JCCP-0085774 
BAY-JCCP-0085667 – BAY-JCCP-0085671 
BAY-JCCP-0085775 – BAY-JCCP-0085779 
BAY-JCCP-0085780 – BAY-JCCP-0085779 
BAY-JCCP-0085786 – BAY-JCCP-0085795 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Conceptus Monthly PMS Stat Monitoring of Compl 
Metrics 
 
 
 
 
 
 
 
 
Essure Monthly PMS PTC Stat Monit of Compl. 
Metrics 
 
 



CONFIDENTIAL  5  BAY-JCCP-0085796 – BAY-JCCP-0085800 
BAY-JCCP-0085801 – BAY-JCCP-0085805 
BAY-JCCP-0085806 – BAY-JCCP-0085810 
BAY-JCCP-0085811 – BAY-JCCP-0085815 
BAY-JCCP-0085816 – BAY-JCCP-0085820 
BAY-JCCP-0085821 – BAY-JCCP-0085825 
BAY-JCCP-0085826 – BAY-JCCP-0085835 
BAY-JCCP-0085836 – BAY-JCCP-0085845 
BAY-JCCP-0085846 – BAY-JCCP-0085851 
BAY-JCCP-0085852 – BAY-JCCP-0085857 
BAY-JCCP-0085858 -  BAY-JCCP-0085867 
BAY-JCCP-0085868 – BAY-JCCP-0085877 
BAY-JCCP-0085878 – BAY-JCCP-0085888 
BAY-JCCP-0085889 – BAY-JCCP-0085898 
BAY-JCCP-0085899 – BAY-JCCP-0085908 
BAY-JCCP-0085909 – BAY-JCCP-0085918 
BAY-JCCP-0085919 – BAY-JCCP-0085928 
BAY-JCCP-0085929 – BAY-JCCP-0085938 
BAY-JCCP-0085939 – BAY-JCCP-0085948 
BAY-JCCP-0085949 – BAY-JCCP-0085958 
BAY-JCCP-0085959 – BAY-JCCP-0085968 
BAY-JCCP-0085969 – BAY-JCCP-0085979 
BAY-JCCP-0085980 – BAY-JCCP-0085989 
BAY-JCCP-0085990 – BAY-JCCP-0085999 
BAY-JCCP-0086000 – BAY-JCCP-0086009 
BAY-JCCP-0086010 – BAY-JCCP-0086019 
BAY-JCCP-0086020 – BAY-JCCP-0086029 
BAY-JCCP-0086030 – BAY-JCCP-0086039 
BAY-JCCP-0086040 
BAY-JCCP-0086041 
BAY-JCCP-0086042 – BAY-JCCP-0086051 
BAY-JCCP-0086052 – BAY-JCCP-0086061 
BAY-JCCP-0086062 – BAY-JCCP-0086071 
BAY-JCCP-0086167 – BAY-JCCP-0086173 
BAY-JCCP-0086174 – BAY-JCCP-0086179 
BAY-JCCP-0086604 – BAY-JCCP-0086628 
BAY-JCCP-0086629 – BAY-JCCP-0086663 
BAY-JCCP-0086664 – BAY-JCCP-0086695 
BAY-JCCP-0086696 – BAY-JCCP-0086737 
BAY-JCCP-0086738 – BAY-JCCP-0086766 
BAY-JCCP-0086767 – BAY-JCCP-0086798 
BAY-JCCP-0086799 – BAY-JCCP-0086836 
BAY-JCCP-0086837 – BAY-JCCP-0086872 
BAY-JCCP-0086873 – BAY-JCCP-0086901 
BAY-JCCP-0086902 – BAY-JCCP-0086934 
BAY-JCCP-0086935 – BAY-JCCP-0086961 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Essure Quarterly PMS for PTCs 
 
Bayer Quality Global PV Periodic Trend Analysis 
Reports 



CONFIDENTIAL  6  BAY-JCCP-0086992 – BAY-JCCP-0087026 
BAY-JCCP-5523082 
BAY-JCCP-5444550 
BAY-JCCP-6670784 

PowerPoint presentation titled “Current status of 
Essure Postmarketing Safety Information” 
Email to Rudge re: Essure triage of legacy cases 
Guidance for Case Processing and Evaluation 

BAY-JCCP-0495227 –BAY-JCCP-0495230 
BAY-JCCP-0495231 – BAY-JCCP-0495234 
BAY-JCCP-0495235 – BAY-JCCP-0495239 
BAY-JCCP-0495250 – BAY-JCCP-0495264 
BAY-JCCP-0495265 – BAY-JCCP-0495288 
BAY-JCCP-0459019 – BAY-JCCP-0459053 

February 7, 2003 Device Defect Report 
March 28, 2003 Device Defect Report 
August 1, 2003 Device Defect Report 
February 8, 2005 Device Defect Report 
November 2, 2005 Device Defect Report 
May 31, 2006 Device Defect Report 

BAY-JCCP-0547162 – BAY-JCCP-0547163 
 
BAY-JCCP-0187441 – BAY-JCCP-0187452 
 
BAY-JCCP-0546996 – BAY-JCCP-0547001 

January 10, 2014 letter to FDA in response to 
MedWatch inquiry 
October 5, 2012 letter to FDA in response to 
MedWatch inquiry  
September 11, 2013 letter to FDA in response to 
MedWatch inquiry 

BAY-JCCP-0085156 – BAY-JCCP-0085160 
BAY-JCCP-0085097 – BAY-JCCP-0085101 
BAY-JCCP-0085102 – BAY-JCCP-0085103 
BAY-JCCP-0085104 – BAY-JCCP-0085105 
BAY-JCCP-0065473 – BAY-JCCP-0065475 
BAY-JCCP-0067457 – BAY-JCCP-0067458 
BAY-JCCP-0062875 – BAY-JCCP-0062887 
BAY-ESSURE-0009017 – BAY-ESSURE-0010756 
BAY-JCCP-0085106 – BAY-JCCP-0085116 
BAY-JCCP-0062888 – BAY-JCCP-0062898 
BAY-JCCP-0062899 – BAY-JCCP-0062908 
BAY-JCCP-0062909 – BAY-JCCP-0062920 
BAY-JCCP-0062921 – BAY-JCCP-0062932 
BAY-JCCP-0062933 – BAY-JCCP-0062945 
BAY-JCCP-0062946 – BAY-JCCP-0062958 
BAY-JCCP-0062959 – BAY-JCCP-0062970 
BAY-JCCP-0062971 – BAY-JCCP-0062985 
BAY-JCCP-0062986 – BAY-JCCP-0062999 
BAY-JCCP-0063000 – BAY-JCCP-0063014 
BAY-JCCP-0063015 – BAY-JCCP-0063029 
BAY-JCCP-0063030 – BAY-JCCP-0063044 
BAY-JCCP-0063045 – BAY-JCCP-0063059 
BAY-JCCP-0063060 – BAY-JCCP-0063078 
BAY-JCCP-0063079 – BAY-JCCP-0063099 
BAY-JCCP-0063100 – BAY-JCCP-0063120 
BAY-JCCP-0063121 – BAY-JCCP-0063141 
BAY-JCCP-0063216 – BAY-JCCP-0063221 
BAY-JCCP-0063222 – BAY-JCCP-0063235 
BAY-JCCP-0063236 – BAY-JCCP-0063240 

QAF-2729 Rev A 
QAF-2729 Rev B 
QAF-2729 Rev C 
QAF-2729 Rev D 
QAF-2729 Rev E 
QAF-2729 Rev OBS 
SOP-1630 Rev A 
SOP-1630 Rev C 
SOP-1630 Rev E 
SOP-1630 Rev F 
SOP-1630 Rev G 
SOP-1630 Rev H 
SOP-1630 Rev J 
SOP-1630 Rev K 
SOP-1630 Rev L 
SOP-1630 Rev M  
SOP-1630 Rev N 
SOP-1630 Rev P 
SOP-1630 Rev R 
SOP-1630 Rev S 
SOP-1630 Rev T 
SOP-1630 Rev U 
SOP-1630 Rev V 
SOP-1630 Rev W 
SOP-1630 Rev Y 
SOP-1630 Rev Z  
SOP-1630 Rev AA 
SOP-1630 Rev AB 
SOP-1630 Rev AC 



CONFIDENTIAL  7  BAY-JCCP-0063241 – BAY-JCCP-0063245 
BAY-JCCP-0063246 – BAY-JCCP-0063250 
BAY-JCCP-0063251 – BAY-JCCP-0063255 
BAY-JCCP-0063292 – BAY-JCCP-0063293 
BAY-JCCP-0063294 – BAY-JCCP-0063295 
BAY-JCCP-0063296 – BAY-JCCP-0063297 
BAY-JCCP-0063298 – BAY-JCCP-0063299 
BAY-JCCP-0063300 – BAY-JCCP-0063301 
BAY-JCCP-0062832 – BAY-JCCP-0062841 
BAY-JCCP-0067643 – BAY-JCCP-0067659 
BAY-JCCP-0067660 – BAY-JCCP-0067676 
BAY-JCCP-0067677 – BAY-JCCP-0067693 
BAY-JCCP-0067694 – BAY-JCCP-0067709 
BAY-JCCP-0062718 – BAY-JCCP-0062728 
BAY-JCCP-0062859 – BAY-JCCP-0062866 
BAY-JCCP-0062729 – BAY-JCCP-0062736 
BAY-JCCP-0062737 – BAY-JCCP-0062744 
BAY-JCCP-0062867 – BAY-JCCP-0062874 
BAY-JCCP-0062745 – BAY-JCCP-0062753 
BAY-JCCP-0062754 – BAY-JCCP-0062762 
BAY-JCCP-0062763 – BAY-JCCP-0062770 
BAY-JCCP-0062771 – BAY-JCCP-0062778 
BAY-JCCP-0085303 – BAY-JCCP-0085307 
BAY-JCCP-0085308 – BAY-JCCP-0085312 

SOP-1630 Rev AD 
SOP-1630 Rev AE 
SOP-1630 Rev OBS 
SOP-3180 Rev A 
SOP-3180 Rev B 
SOP-3180 Rev C 
SOP-3180 Rev D 
SOP-3180 Rev OBS 
WI-03304 Rev A 
WI-03304 Rev C 
WI-03304 Rev D 
WI-03304 Rev E 
WI-03304 Rev F 
WI-03304 Rev OBS 
WI-03306 Rev A 
WI-03306 Rev B 
WI-03306 Rev C 
WI-03306 Rev D 
WI-03306 Rev E 
WI-03306 Rev F 
WI-03306 Rev G 
WI-03306 Rev OBS 
WI-03429 Rev A 
WI-03429 Rev B 

BAY-JCCP-0722678 – BAY-JCCP-0722681 
BAY-JCCP-0722671 – BAY-JCCP-0722681 
BAY-JCCP-0314790 – BAY-JCCP-0314791 
BAY-JCCP-0909916 – BAY-JCCP-0909921 
BAY-JCCP-0912073 –BAY-JCCP-0912112 
BAY-JCCP-5457858 – BAY-JCCP-5457860 
BAY-ESSURE-0020005 – BAY-ESSURE-0020048 
BAY-JCCP-0009134 – BAY-JCCP-0009136 
BAY-JCCP-0009259 – BAY-JCCP-0009260 
BAY-JCCP-0701056 – BAY-JCCP-0701066 
BAY-JCCP-0050350 – BAY-JCCP-0050354 
BAY-JCCP-0052393 – BAY-JCCP-0052397 
BAY-JCCP-0085340 – BAY-JCCP-0085353 
BAY-JCCP-0531264 – BAY-JCCP-0531277 
BAY-JCCP-5512728 – BAY-JCCP-5512729 
BAY-JCCP-0062820 – BAY-JCCP-0062825 
BAY-JCCP-0066721 – BAY-JCCP-0066725 
BAY-JCCP-0067016 – BAY-JCCP-0067037 
BAY-JCCP-0067054 – BAY-JCCP-0067062 
BAY-JCCP-0067090 – BAY-JCCP-0067110 
BAY-JCCP-0068076 – BAY-JCCP-0068111 
BAY-JCCP-0068396 – BAY-JCCP-0068422 

All documents cited in Plaintiffs’ responses to 
contention interrogatories (Exhibits E, F, G, H) 



CONFIDENTIAL  8  BAY-JCCP-0083564 – BAY-JCCP-0083566 
BAY-JCCP-0083523 – BAY-JCCP-0083524 
BAY-JCCP-0083535 – BAY-JCCP-0083536 
BAY-JCCP-0083556 – BAY-JCCP-0083557 
BAY-JCCP-0083572 – BAY-JCCP-0083574 
BAY-JCCP-0083581 – BAY-JCCP-0083583 
BAY-JCCP-0139720 – BAY-JCCP-0139733 
BAY-JCCP-0434994 – BAY-JCCP-0434996 
BAY-JCCP-1161281 – BAY-JCCP-1161328 
BAY-JCCP-5441171 – BAY-JCCP-5441209 
BAY-JCCP-6670784 – BAY-JCCP-6670838 
BAY-JCCP-5594548 – BAY-JCCP-5594553 
BAY-JCCP-6316660 – BAY-JCCP-6316700 
BAY-JCCP-5528841 – BAY-JCCP-5528842 
BAY-JCCP-6312269 – BAY-JCCP-6312271 
BAY-JCCP-6371986 – BAY-JCCP-6371986 
BAY-JCCP-5430314 – BAY-JCCP-5430314 
BAY-JCCP-5545443 – BAY-JCCP-5545443 
BAY-JCCP-5454018 – BAY-JCCP-5454056 
BAY-JCCP-5520519 – BAY-JCCP-5520519 
BAY-JCCP-5575092 – BAY-JCCP-5575092 
BAY-JCCP-5535402 – BAY-JCCP-5535405 
BAY-JCCP-5406193 – BAY-JCCP-5406193 
BAY-JCCP-5410030 – BAY-JCCP-5410030 
BAY-JCCP-0384347 – BAY-JCCP-0384347 
BAY-JCCP-0065619 – BAY-JCCP-0065677 
BAY-JCCP-0086471 – BAY-JCCP-0086488 
BAY-JCCP-0086489 – BAY-JCCP-0086506 
BAY-JCCP-0086507 – BAY-JCCP-0086524 
BAY-JCCP-0086525 – BAY-JCCP-0086542 
BAY-JCCP-0086543 – BAY-JCCP-0086550 
BAY-JCCP-0086551 – BAY-JCCP-0086560 
BAY-JCCP-0086561 – BAY-JCCP-0086570 
BAY-JCCP-0086581 – BAY-JCCP-0086591 
BAY-JCCP-0051922 – BAY-JCCP-0051927 
DLSS0000156  
DLSS0000265  
BAY-JCCP-0052251_R  
BAY-JCCP-0051899 – BAY-JCCP-0051912 
BAY-JCCP-0051964 – BAY-JCCP-0051965 
BAY-JCCP-0375067 – BAY-JCCP-0375067 
BAY-JCCP-0375081 – BAY-JCCP-0375081 
BAY-JCCP-0011212 – BAY-JCCP-0011485 
BAY-JCCP-0027221_R  
BAY-JCCP-0034543 – BAY-JCCP-0034821 
BAY-JCCP-0005034 – BAY-JCCP-0005047 



CONFIDENTIAL  9  BAY-JCCP-0041917_R   
BAY-JCCP-0038361_R  
BAY-JCCP-0038360_R  
BAY-JCCP-0038364_R  
BAY-JCCP-0038367_R  
BAY-JCCP-0038556_R  
BAY-JCCP-0042114_R  
BAY-JCCP-0038735_R  
BAY-JCCP-0042341_R  
BAY-JCCP-0042881_R  
BAY-JCCP-0043071_R  
BAY-JCCP-0043635_R  
BAY-JCCP-0040181_R  
BAY-JCCP-0043821_R  
BAY-JCCP-0044593_R  
BAY-JCCP-0016545 – BAY-JCCP-0016545 
BAY-JCCP-0065577 – BAY-JCCP-0065578 
BAY-JCCP-0045247_R  
BAY-JCCP-0065581 –BAY-JCCP-0065583 
BAY-JCCP-0045427_R  
BAY-JCCP-0034695 –BAY-JCCP-0034821 
BAY-JCCP-0042972_R  
BAY-JCCP-0049081 – BAY-JCCP-0049258 
BAY-JCCP-0049091 – BAY-JCCP-0049258 
BAY-JCCP-0052641 – BAY-JCCP-0052777 
BAY-JCCP-0050302 – BAY-JCCP-0050322 
BAY-JCCP-0117912 – BAY-JCCP-0117919 
BAY-JCCP-0117816 – BAY-JCCP-0117819 
BAY-JCCP-0097917 – BAY-JCCP-0097919 
BAY-JCCP-0050350 – BAY-JCCP-0050354 
BAY-JCCP-0135707 – BAY-JCCP-0135719 
BAY-JCCP-0135856 – BAY-JCCP-0135862 
BAY-JCCP-0135822 – BAY-JCCP-0135855 
BAY-JCCP-0135901 – BAY-JCCP-0136682 
BAY-JCCP-0136690 – BAY-JCCP-0136734 
BAY-JCCP-0137322 – BAY-JCCP-0137338 
BAY-JCCP-0137250 – BAY-JCCP-0137319 
BAY-JCCP-0137347 – BAY-JCCP-0137440 
BAY-JCCP-0154726 – BAY-JCCP-0154727 
BAY-ESSURE-0019637 – BAY-JCCP-0019653 
BAY-ESSURE-0084652 – BAY-JCCP-0084707 
BAY-JCCP-0050347 – BAY-JCCP-0050349 
BAY-JCCP-0117784 – BAY-JCCP-0117789 
BAY-JCCP-0189241 – BAY-JCCP-0189241 
BAY-JCCP-0280049 – BAY-JCCP-0280052 
BAY-JCCP-0438119 – BAY-JCCP-0438120 



CONFIDENTIAL  10  BAY-JCCP-0175999 – BAY-JCCP-0176001 
BAY-JCCP-0269093 – BAY-JCCP-0269093 
BAY-JCCP-0148572 – BAY-JCCP-0148573 
BAY-JCCP-0148593 – BAY-JCCP-0148594 
BAY-JCCP-0179178 – BAY-JCCP-0179179 
BAY-JCCP-0250290 – BAY-JCCP-0250290 
BAY-JCCP-0154726 – BAY-JCCP-0154727 
BAY-JCCP-0050198 – BAY-JCCP-0050202 
BAY-JCCP-0053129_R  
BAY-JCCP-0093839 – BAY-JCCP-0093882 
BAY-JCCP-0117784 – BAY-JCCP-0117789 
BAY-JCCP-0137441 – BAY-JCCP-0137445 
BAY-JCCP-0140128 – BAY-JCCP-0140135 
BAY-JCCP-0148572 – BAY-JCCP-0148573 
BAY-JCCP-0148593 – BAY-JCCP-0148594 
BAY-JCCP-0148619 – BAY-JCCP-0148619 
BAY-JCCP-0153781 – BAY-JCCP-0153781 
BAY-JCCP-0153855 – BAY-JCCP-0153857 
BAY-JCCP-0175999 – BAY-JCCP-0176001 
BAY-JCCP-0176166 – BAY-JCCP-0176167 
BAY-JCCP-0179028 – BAY-JCCP-0179029 
BAY-JCCP-0179178 – BAY-JCCP-0179179 
BAY-JCCP-0180618 – BAY-JCCP-0180618 
BAY-JCCP-0180760 – BAY-JCCP-0180761 
BAY-JCCP-0181806 – BAY-JCCP-0181807 
BAY-JCCP-0182883 – BAY-JCCP-0182884 
BAY-JCCP-0184452 – BAY-JCCP-0184453 
BAY-JCCP-0187235 – BAY-JCCP-0187235 
BAY-JCCP-0189241 – BAY-JCCP-0189241 
BAY-JCCP-0232984 – BAY-JCCP-0232985 
BAY-JCCP-0233497 – BAY-JCCP-0233499 
BAY-JCCP-0250290 – BAY-JCCP-0250290 
BAY-JCCP-0269093 – BAY-JCCP-0269093 
BAY-JCCP-0278281 – BAY-JCCP-0278282 
BAY-JCCP-0279674 – BAY-JCCP-0279674 
BAY-JCCP-0280076 – BAY-JCCP-0280077 
BAY-JCCP-0294807 – BAY-JCCP-0294816 
BAY-JCCP-0435718 – BAY-JCCP-0435720 
BAY-JCCP-0435813 – BAY-JCCP-0435814 
BAY-JCCP-0435843 – BAY-JCCP-0435844 
BAY-JCCP-0436285 – BAY-JCCP-0436287 
BAY-JCCP-0557506 – BAY-JCCP-0557506 
BAY-JCCP-0688173 –BAY-JCCP-0688173 
BAY-JCCP-0087029R_0001 AR Log 
BAY-JCCP-7274737 Argus Export 
BAY-JCCP-0903905 – BAY-JCCP-0904091 ESS305 Risk Management File RR-03318 



CONFIDENTIAL  11  BAY-JCCP-0092054 – BAY-JCCP-0092106 
BAY-JCCP-0092107 – BAY-JCCP-0092172 
BAY-JCCP-0092173 – BAY-JCCP-0092211 
BAY-JCCP-0092212 – BAY-JCCP-0092255 
BAY-JCCP-0092337 – BAY-JCCP-0092405 
BAY-JCCP-0092406 – BAY-JCCP-0092475 

Physician Training Manual 
Physician Training Manual 
Physician Training Manual 
Physician Training Manual 
Physician Training Manual 
Physician Training Manual 

BAY-JCCP-0001109 
BAY-JCCP-0001110 
BAY-JCCP-0001111 
BAY-JCCP-0001112 
BAY-JCCP-0008300 
BAY-JCCP-0008301 

2010/2011 Spreadsheet of Complaints for Auditor 
2010/2011 Spreadsheet of Complaints for Auditor 
2010/2011 Spreadsheet of Complaints for Auditor 
2010/2011 Spreadsheet of Complaints for Auditor 
2013 Spreadsheet of Complaints for Auditor 
2013 Spreadsheet of Complaints for Auditor 

BAY-JCCP-0084862 – BAY-JCCP-0084878 
BAY-JCCP-0086091 – BAY-JCCP-0086166 
BAY-JCCP-0086180 – BAY-JCCP-0086282 
BAY-JCCP-0086283 – BAY-JCCP-0086357 
BAY-JCCP-0086358 – BAY-JCCP-0086451 
BAY-JCCP-0086598 – BAY-JCCP-0086603 
BAY-JCCP-0130437 – BAY-JCCP-0130476 
BAY-JCCP-6901071 – BAY-JCCP-6901099 
BAY-JCCP-6901102 – BAY-JCCP-6901129 
BAY-JCCP-6901130 – BAY-JCCP-6901168 
BAY-JCCP-6901203 – BAY-JCCP-6901239 
BAY-JCCP-6901251 – BAY-JCCP-6901279 
BAY-JCCP-6901280 – BAY-JCCP-6901319 
BAY-JCCP-6901320 – BAY-JCCP-6901354 
BAY-JCCP-0086962 – BAY-JCCP-0086991 
BAY-JCCP-0696583 – BAY-JCCP-0696611 
BAY-JCCP-1323720 – BAY-JCCP-1323751 
BAY-JCCP-1323752 – BAY-JCCP-1323784 
BAY-JCCP-1323785 – BAY-JCCP-1323819 
BAY-JCCP-1437860 – BAY-JCCP-1437889 
BAY-JCCP-5476751 – BAY-JCCP-5476785 
BAY-JCCP-5551248 – BAY-JCCP-5551274 
BAY-JCCP-5563152 – BAY-JCCP-5563176 
BAY-JCCP-6038952 – BAY-JCCP-6038993 
BAY-JCCP-6194316 – BAY-JCCP-6194347 
BAY-JCCP-6194390 – BAY-JCCP-6194418 
BAY-JCCP-0084124 – BAY-JCCP-0084143 
BAY-JCCP-0084144 – BAY-JCCP-0084160 
BAY-JCCP-0084161 – BAY-JCCP-0084169 
BAY-JCCP-0084170 – BAY-JCCP-0084186 
BAY-JCCP-0084187 – BAY-JCCP-0084211 
BAY-JCCP-0084212 – BAY-JCCP-0084229 
BAY-JCCP-0084230 – BAY-JCCP-0084245 
BAY-JCCP-0084246 – BAY-JCCP-0084263 

Bayer PMS Report  
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PMS Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Bayer PV Report 
Conceptus PMS Review Reports  
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 



CONFIDENTIAL  12  BAY-JCCP-0084264 – BAY-JCCP-0084281 
BAY-JCCP-0084282 – BAY-JCCP-0084300 
BAY-JCCP-0084301 – BAY-JCCP-0084319 
BAY-JCCP-0084320 – BAY-JCCP-0084341 
BAY-JCCP-0084342 – BAY-JCCP-0084363 
BAY-JCCP-0084364 – BAY-JCCP-0084387 
BAY-JCCP-0084388 – BAY-JCCP-0084406 
BAY-JCCP-0084407 – BAY-JCCP-0084428 
BAY-JCCP-0084429 – BAY-JCCP-0084452 
BAY-JCCP-0084453 – BAY-JCCP-0084477 
BAY-JCCP-0084478 – BAY-JCCP-0084506 
BAY-JCCP-0084507 – BAY-JCCP-0084526 
BAY-JCCP-0084527 – BAY-JCCP-0084545 
BAY-JCCP-0084546 – BAY-JCCP-0084557 
BAY-JCCP-0084558 – BAY-JCCP-0084573 
BAY-JCCP-0084574 – BAY-JCCP-0084586 
BAY-JCCP-0084587 – BAY-JCCP-0084598 
BAY-JCCP-0084599 – BAY-JCCP-0084609 
BAY-JCCP-0084610 – BAY-JCCP-0084623 
BAY-JCCP-0084624 – BAY-JCCP-0084642 
BAY-JCCP-0084643 – BAY-JCCP-0084660 
BAY-JCCP-0084661 – BAY-JCCP-0084678 
BAY-JCCP-0084679 – BAY-JCCP-0084697 
BAY-JCCP-0084698 – BAY-JCCP-0084714 
BAY-JCCP-0084715 – BAY-JCCP-0084730 
BAY-JCCP-0084731 – BAY-JCCP-0084746 
BAY-JCCP-0084747 – BAY-JCCP-0084762 
BAY-JCCP-0084763 – BAY-JCCP-0084777 
BAY-JCCP-0084778 – BAY-JCCP-0084793 
BAY-JCCP-0084794 – BAY-JCCP-0084809 
BAY-JCCP-0084810 – BAY-JCCP-0084825 
BAY-JCCP-0084826 – BAY-JCCP-0084843 
BAY-JCCP-0084844 – BAY-JCCP-0084861 
BAY-JCCP-0086072 – BAY-JCCP-0086090 

Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 
Conceptus PMS Review Reports 

BAY-JCCP-0662352 – BAY-JCCP-0662431 
BAY-JCCP-0361090 – BAY-JCCP-0361092 
BAY-JCCP-0662284 – BAY-JCCP-0662327 
BAY-JCCP-0361093 – BAY-JCCP-0361096 
BAY-JCCP-0662328 – BAY-JCCP-0662283 
BAY-JCCP-0360931 – BAY-JCCP-0361089 
BAY-JCCP-0361097 – BAY-JCCP-0361105 
BAY-JCCP-0662349 – BAY-JCCP-0062351 
BAY-JCCP-0361106 – BAY-JCCP-0361113 
BAY-JCCP-0662477 – BAY-JCCP-0662507 
BAY-JCCP-0361114 – BAY-JCCP-0361120 
BAY-JCCP-0662433 – BAY-JCCP-0662454 

October 3, 2000 CER 
November 18, 2008 CER 
August 27, 2009 CER 
August 27, 2009 CER 
August 27, 2010 CER 
October 26, 2010 CER 
November 12, 2010 CER 
January 17, 2011 CER 
July 27, 2011 CER 
January 16, 2013 CER 
January 16, 2013 CER 
August 6, 2014 CER 



CONFIDENTIAL  13  BAY-JCCP-0672939 – BAY-JCCP-0672999 
BAY-JCCP-0363036 – BAY-JCCP-0363163 
BAY-JCCP-1121670 – BAY-JCCP-1121792 
BAY-JCCP-1121624 – BAY-JCCP-1121669 
BAY-JCCP-0361121 – BAY-JCCP-0363035 
BAY-JCCP-0661231 – BAY-JCCP-0662283 
BAY-JCCP-1120549 – BAY-JCCP-1121623 

August 6, 2014 CER 
August 10, 2015 CER 
March 31, 2016 CER 
March 31, 2016 CER 
November 11, 2016 CER 
September 13, 2017 CER 
September 28, 2018 CER 

BAY-JCCP-0662508 – BAY-JCCP-0662510 
BAY-JCCP-0662511 – BAY-JCCP-0662512 
 
BAY-JCCP-0662513 – BAY-JCCP-0662514 
 
BAY-JCCP-0662515 – BAY-JCCP-0662518 
 
BAY-JCCP-0662519 – BAY-JCCP-0662539 
 
BAY-JCCP-0662540 – BAY-JCCP-0662584 
 
 
BAY-JCCP-0662585 – BAY-JCCP-0662598 
 
 
BAY-JCCP-0662599 – BAY-JCCP-0662615 
 
BAY-JCCP-0662616 – BAY-JCCP-0662642 
 
BAY-JCCP-0662643 – BAY-JCCP-0662674 
 

Assessment of Essure Breakage Cases 
Assessment of Essure Cases Associated with Human 
Factor (Q4 2015, PMS report) 
Assessment of Essure Cases Associated with 
Procedural Complications (Q4 2015, PMS report) 
Assessment of Essure Cases Originated from Spain 
(Q4 2015, PMS report) 
Essure and (simultaneous) endometrial ablation – 
impact on safety and efficacy 
Global Benefit Risk Management 
Pharmacovigilance Evaluation of Essure Removals 
(November 7, 2017) 
Histological assessment of fallopian tubes from 
Essure users: Evidence regarding potential allergic-
hypersensitivity reactions 
Signal Evaluation – Essure and late onset chronic 
pelvic pain 
Product Quality Complaint Analysis Report (June 
13, 2016) 
Essure and (simultaneous) endometrial ablation – 
impact on safety and efficacy (February 29, 2016) 

BAY-JCCP-0055984 – BAY-JCCP-0055985 
 
BAY-JCCP-0050582  
 
BAY-JCCP-0057184 

Consent Form for Essure Procedure (CC-1670 
December 27, 2007) 
Consent Form for Essure Procedure (CC-1670 April 
1, 2008) 
Consent Form for Essure Procedure (CC-1670 
August 11, 2011) 

BAY-JCCP-0813448 
BAY-JCCP-0623438 – BAY-JCCP-0623440 
BAY-JCCP-0763783 – BAY-JCCP-0763784 
BAY-JCCP-0304959  
BAY-JCCP-0342514 – BAY-JCCP-0342515 
BAY-JCCP-0341594 – BAY-JCCP-0341595 
BAY-JCCP-0343529  
BAY-JCCP-0342907  
BAY-JCCP-1369327 
BAY-JCCP-1438313 

Certificate to Foreign Government 
Certificate to Foreign Government 
Certificate to Foreign Government 
Certificate to Foreign Government 
Certificate to Foreign Government 
Certificate to Foreign Government 
Certificate to Foreign Government 
Certificate to Foreign Government 
Certificate to Foreign Government 
Certificate to Foreign Government 

BAY-JCCP-0861055 – BAY-JCCP-0861708 Summary of Safety and Effectiveness Data 
BAY-JCCP-0082841 - BAY-JCCP-0083181 JCCP Production 28: 
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applicable to complaint handling and complaint 
handling CAPAs as it relates to U.S. FDA medical 
device reporting for Essure from 2002 through 
present, A sample set of Essure medical device 
reports (MDRs) submitted to FDA identified by 
Plaintiffs’ counsel in their November 27, 2017 email 
to Bayer.  

BAY-JCCP-0087030 – BAY-JCCP-0089356 JCCP Production 44: 
Enclosed Production 44 contains a report of 
complaints from Master Control from 2011-2013. 

BAY-JCCP-0089357 – BAY-JCCP-0091899 JCCP Production 45: 
Enclosed Production 45 contains the remainder of 
the 822 complaint files for the following failure 
modes: Allery, Bleeding, Cramping, Expulsion (all 
types), Infection, Pain (all types), Perforation 
(Micro-insert), Perforation (general), Physician 
Technique, Pregnancy (Ectopic), and Vaso Vagal 
Response. 

BAY-JCCP-00094030 – BAY-JCCP-00096477 JCCP Production 53: 
Production 53 contains complaint file information 
responsive to Plaintiffs’ Request or Production of 
Documents Set 8.  

BAY-JCCP-0140982 – BAY-JCCP-0144549 JCCP Production 70: 
Production 70 contains complaint file information 
maintained in paper form responsive to Plaintiffs’ 
Requests for Production of Documents Sets 8, 10 
and 11. 

BAY-JCCP-0360931 – BAY-JCCP-0363351 JCCP Production 77: 
Production 77 contains Conceptus-era complaint 
files for complaints from social media in response to 
Plaintiffs’ Request for Production of Documents Set 
9. 

BAY-JCCP-1138728 – BAY-JCCP-1139238 JCCP Production 96: 
Production 96 contains complaint files for the AR 
numbers listed in Appendix A. 

BAY-JCCP-1268172 – BAY-JCCP-1319889 JCCP Production 105: 
Production 105 contains complaint files for the AR 
numbers listed in Appendix A. 

BAY-JCCP-1617030 – BAY-JCCP-1617886 JCCP Production 110: 
Production 110 contains complaint files for the AR 
numbers listed in Appendix A. 

BAY-JCCP-1618388 – BAY-JCCP-1636664 JCCP Production 112: 
Production 112 contains complaint files for the AR 
numbers listed in Appendix A. 

BAY-JCCP-1759332 – BAY-JCCP-1767258 JCCP Production 116: 
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numbers listed in Appendix A. 

BAY-JCCP-1767259 – BAY-JCCP-1767436 JCCP Production 117: 
Production 117 contains complaint files for the AR 
numbers listed in Appendix A. 

BAY-JCCP-2436001 – BAY-JCCP-2456775 JCCP Production 129: 
Production 129 contains complaint files for the 
ARGUS case numbers listed in Appendix A. 

BAY-JCCP-3930095 – BAY-JCCP-4146848 JCCP Production 153: 
Production 153 contains complaint files for the 
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http://www.regulations.gov . Submit written comments to the Division of Dockets Management, 
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Food and Drug Administration, 5630 Fishers Lane, Room 1061, (HFA-305), Rockville, MD 
20852. Identify all comments with the docket number FDA-2015-D-4803. Comments may not be 
acted upon by the Agency until the document is next revised or updated. 

Additional Copies 
Additional copies are available from the Internet.  You may also send an e-mail request to 
CDRH-Guidance@fda.hhs.gov to receive a copy of the guidance.  Please use the document 
number 1500051 to identify the guidance you are requesting. 
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Labeling for Permanent  
Hysteroscopically-Placed Tubal 

Implants Intended for Sterilization  

Guidance for Industry and 
Food and Drug Administration Staff 

This guidance represents the current thinking of the Food and Drug Administration (FDA 

   4 

or Agency) on this topic.  It does not establish any rights for any person and is not binding 
on FDA or the public.  You can use an alternative approach if it satisfies the requirements 
of the applicable statutes and regulations.  To discuss an alternative approach, contact the 
FDA staff or Office responsible for this guidance as listed on the title page. 

I. Introduction 
This guidance identifies the content and format for certain labeling components for 
permanent, hysteroscopically-placed tubal implant devices intended for female sterilization.  
FDA believes this guidance will help to ensure that a woman receives and understands 
information regarding the benefits and risks of this type of device prior to undergoing 
implantation.   

FDA's guidance documents, including this guidance, do not establish legally enforceable 
responsibilities.  Instead, guidances describe FDA's current thinking on a topic and should be 
viewed only as recommendations, unless specific regulatory or statutory requirements are cited.  
The use of the word should in Agency guidances means that something is suggested or 
recommended, but not required. 

II. Background 

Female sterilization is an elective procedure that permanently prevents a woman from becoming 
pregnant by disrupting the fallopian tubes and preventing fertilization of an egg following 
ovulation.  As sterilization is intended to be an irreversible procedure, it is appropriate only for 
women who are certain that they wish to permanently end their ability to conceive naturally. 
Female sterilization is one of the most common procedures in the United States, with more than 
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500,000 performed per year.
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1  The procedure may be performed immediately following delivery 
of an infant (post-partum sterilization) or at a time not associated with a recent pregnancy 
(interval sterilization).  For decades, female sterilization has been performed by surgical 
bilateral tubal ligation (BTL) through a laparotomy, a mini-laparotomy, a transvaginal approach 
or at the time of a cesarean delivery, and, more recently, via laparoscopy.  During surgical BTL, 
the fallopian tubes are cut, or various procedures or medical instruments, such as electrosurgical 
coagulation, implantable clips or rings, are used to physically block or close the fallopian tubes.  
Surgical BTL is effective immediately, is generally safe, requires little to no patient compliance, 
and is a highly effective method of permanent sterilization.  However, there are certain risks of 
surgical BTL, including, but not limited to, adverse events related to general anesthesia, 
possible physical injury to local organs (e.g., bowel), and bleeding.  Some of these adverse 
events, although uncommon, may result in hospitalization and/or re-operation.2   

In addition to surgical BTL, medical devices have been developed to provide alternative, less-
invasive methods of female sterilization through the insertion of permanent implants into a 
woman’s fallopian tubes via a hysteroscopic, non-incisional route.  The inserted permanent 
implants are intended to provide sterilization via physical occlusion and/or the elicitation of a 
local inflammatory/fibrotic response.  This type of device may require a “waiting period” in 
order to accomplish full occlusion.  As the number of hysteroscopic sterilizations with such 
devices has increased, additional information, including reports of adverse events, has 
accumulated.  This information has included reports of suspected hypersensitivity reactions to 
the implant materials, persistent pain, irregular vaginal bleeding, fallopian tube or uterine 
perforation, the identification of inserts in the pelvic cavity, and unintended pregnancy.  Some 
instances of adverse events have resulted in surgical intervention, including device removal.  

On September 24, 2015, FDA convened its Obstetrics and Gynecology Devices Panel of the 
Medical Devices Advisory Committee to discuss available data regarding benefits, the 
aforementioned risks, and potential mitigation strategies to prevent or reduce the 
frequency/severity of the adverse outcomes reported in association with one such device, the 
Essure System for Permanent Birth Control.3   

Based on the 2015 Panel meeting, including comments made during the Open Public Hearing 
portion of the meeting and comments submitted in the associated public docket,4 FDA believes 
that some women are not receiving or understanding information regarding the risks and benefits 
of permanent, hysteroscopically-placed tubal implants that are intended for sterilization.  

This guidance addresses these concerns by identifying labeling components, namely a boxed 
warning and patient decision checklist, which FDA intends to require as part of the labeling for 
these devices. FDA believes this will help to ensure a woman receives and understands the benefits 
                                                 
1 Chan LM, Westhoff CL. Tubal sterilization trends in the United States. Fertility and Sterility, 2010; 94(1): 1-6.   
2 Jamieson DJ, Hillis SD, Duerr A et al. (2000) Complications of interval laparoscopic tubal sterilization: Findings 
from the United States Collaborative Review of Sterilization.  Obstet & Gynecol 96(6): 997-1002. 
3 For more information and meeting materials, see 
http://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/MedicalDevices/MedicalDevicesAdvisory
Committee/ObstetricsandGynecologyDevices/ucm463457.htm. 
4  See id. 

http://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/MedicalDevices/MedicalDevicesAdvisoryCommittee/ObstetricsandGynecologyDevices/ucm463457.htm
http://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/MedicalDevices/MedicalDevicesAdvisoryCommittee/ObstetricsandGynecologyDevices/ucm463457.htm
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and risks associated with her contraceptive options so that she can make an informed decision as to 
whether a permanent hysteroscopically-placed tubal implant intended for sterilization is the right 
choice for her.  
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III. Scope 

This guidance identifies the content and format of certain labeling components for permanent, 
hysteroscopically-placed tubal implants that are intended for sterilization.  The guidance applies 
to all devices of this type, regardless of the insert material composition, location of intended 
implantation, or exact method of delivery.  Medical devices used during surgical BTL 
procedures (e.g., cautery devices, rings, clips) are outside the scope of this guidance. 

The guidance is not intended to include a complete listing of all labeling components for 
permanent, hysteroscopically-placed tubal implants intended for sterilization.  Rather, this 
guidance specifically focuses on inclusion of a boxed warning and patient decision checklist in 
the product labeling.  Accurate product labeling and effective messaging of that labeling is 
important to make device users and patients aware of the risks associated with permanent, 
hysteroscopically-placed tubal implants intended for sterilization.  FDA believes that a boxed 
warning and a patient decision checklist as described in this guidance should be included in 
labeling under sections 502(a), 201(n), and 502(f)(2) of the Federal Food, Drug, and Cosmetic 
Act (FD&C Act).  FDA intends to require such labeling as part of a premarket approval 
application (PMA) for permanent hysteroscopically-placed tubal implants intended for 
sterilization (or a PMA supplement for already marketed devices). This guidance should be used 
as a complement to FDA’s, “Guidance on Medical Device Patient Labeling” (which describes 
FDA’s current thinking on making medical device patient labeling understandable to and usable 
by patients), existing regulations, and other relevant guidance documents containing additional 
labeling recommendations.5   

IV. Labeling Components 

This section contains the content and format FDA believes should be included in a boxed 
warning and patient decision checklist in the product labeling of permanent, hysteroscopically-
placed tubal implants intended for sterilization.  The specific examples referenced in the 
appendices are written to address the currently marketed device of this type. 

A. Boxed Warning 

                                                 
5 We note that a device is misbranded if its labeling is false or misleading in any particular (section 502(a) of the 
FD&C Act) or, if applicable, its labeling does not provide adequate warnings (section 502(f)(2) of the FD&C Act). 
Under section 301(a) of the FD&C Act, it is a prohibited act to introduce or deliver for introduction into interstate 
commerce any device that is misbranded. 

http://www.fda.gov/RegulatoryInformation/Guidances/ucm070782.htm
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FDA believes that a boxed warning should be part of labeling for a permanent, 
hysteroscopically-placed tubal implant for sterilization and should: 

· Note the types of significant and/or common adverse events that may be associated with 
the device and its insertion, use, and/or removal procedure, including those noted in 
clinical trials, as well as those reported in other device use experience. 

· Include a statement noting that these risks should be conveyed to the patient during the 
decision-making process. 

An example of a boxed warning that follows this guidance is provided in Appendix A. 

B. Patient Decision Checklist 

In addition to the boxed warning, FDA also believes that a patient decision checklist 
highlighting key risk and benefit information should be included at the end of the document.  
The checklist is intended to be reviewed and signed by the patient and physician, and should 
be printed in a fashion where it can be easily separated and marked.  

The introduction for the checklist should include a description of the purpose and importance 
of the checklist, as well as instructions to the patient on how to review and complete the 
document prior to deciding whether to undergo the permanent implant procedure. 

The body of the checklist should include key items related to the device, its use, and its safety 
and effectiveness.  Items that should be addressed include the following: 

· Notification of the permanent (and if applicable, irreversible) nature of sterilization in 
general, and the implant more specifically;  

· recognition of available alternative contraceptive modalities and their safety and 
effectiveness; 

· situations in which the device should not be used or implanted (e.g., contraindications); 
· steps, if any, that need to be followed before the implant can be relied upon for 

contraception, and the importance of compliance with those steps; 
· information on effectiveness and chances for unintended pregnancy and ectopic 

pregnancy, including a statement that no contraceptive device is 100% effective; 
· significant and/or common adverse events, including patient-reported outcomes, which 

may occur during or immediately following device placement; 
· clinically significant longer-term adverse events or outcomes that have been reported in 

clinical trials or via other device use experience – including significant events that may 
persist from the time of implantation and those that may appear for the first time later 
after implantation; 

· a brief discussion of the types of signs, symptoms or events that may represent device-
related complications for which the patient should seek prompt evaluation; 

· a disclosure of the device materials and any risks that may be associated with them, 
including allergy/hypersensitivity and Magnetic Resonance Imaging (MRI) safety 
information, if applicable; and 
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· information related to device removal and/or reversal (e.g., reasons for removal, 

techniques, outcomes). 

Where applicable, and if known (e.g., based on clinical trial results), probabilities or rates of 
events should be included within the individual checklist items.  The source of the 
probabilities or rates of events should be identified. 

Each topic grouping in the body of the checklist (e.g., items related to birth control options, 
items related to long-term risks of the device) should be accompanied by a line for the patient 
to initial her acknowledgment and understanding of that information.  

At the end, the checklist should include a section that confirms that the patient has read and 
understood the material and has had the opportunity to satisfactorily discuss and ask questions 
of her physician.  This should be followed by a signature line for the patient.  At the end of the 
checklist there should also be a section that confirms that the physician discussed the benefits 
and risks of the device, as set forth in the patient decision checklist, with the patient.  This 
should be followed by a signature line for the physician.   

The FDA recommends that a copy of the patient decision checklist be provided to the patient.  
The FDA also encourages device manufacturers to develop a plan to audit (and if appropriate, 
institute steps to improve) the distribution and signing of the checklists as a component of the 
patient decision-making process, and to periodically update the checklist as additional data is 
collected with post-market experience. 

Appendix B provides an example of a Patient Decision Checklist that follows this guidance.  
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Appendix A: Boxed Warning Example 
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WARNING: Some patients implanted with the Essure System for 
Permanent Birth Control have experienced and/or reported adverse events, 
including perforation of the uterus and/or fallopian tubes, identification of 
inserts in the abdominal or pelvic cavity, persistent pain, and suspected 
allergic or hypersensitivity reactions. If the device needs to be removed to 
address such an adverse event, a surgical procedure will be required. This 
information should be shared with patients considering sterilization with the 
Essure System for Permanent Birth Control during discussion of the 
benefits and risks of the device.   
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Appendix B: Patient Decision Checklist Example 

To the patient considering the Essure System for Permanent Birth Control (“Essure”):   

   10 

The review and completion of this document is a critical step in helping you decide whether or 
not to have Essure implanted.  You should carefully consider the benefits and risks associated 
with the device before you make that decision.  After reviewing the information in this brochure, 
please read and discuss the items in this checklist with your doctor.  You should not initial or 
sign the document, and should not undergo the procedure, if you do not understand each of the 
elements listed below.    
_______________________________________________________________________    

Birth Control Options 

I understand that Essure is a permanent form of birth control (referred to as “sterilization”). I 
understand that sterilization must be considered permanent and not reversible.          

I was told about other permanent sterilization procedures, such as surgical bilateral tubal ligation 
(“getting tubes tied”), and their benefits and risks.   

I am aware that there are highly effective methods of birth control which are not permanent and 
which may allow me to become pregnant when stopped.     
         Patient Initials ______  

Requirements for Essure Placement and Reliance 
I understand that I am not a candidate for Essure if: 
• I am uncertain about ending my fertility. 
• I have had a tubal ligation procedure (“tubes tied”). 
• I cannot have two inserts placed due to my anatomy. 
• I am pregnant or suspect that I may be pregnant. 
• I have delivered or terminated a pregnancy within the last 6 weeks. 
• I have had a pelvic infection within six weeks prior to the date of the  

scheduled implantation. 
• I have a known allergy to contrast dye used during x-ray procedures. 

 
Essure works as intended only when the devices are successfully placed in both fallopian tubes. I 
understand that if this is not possible in my case, I may need to undergo a repeat attempt at 
Essure placement or consider a different form of birth control.   

I understand that the placement procedure is only the first step in relying on Essure for birth 
control.  After placement I must:  
• Use an alternative form of birth control until my doctor tells me I can stop (typically for 3 

months). 
• Schedule and undergo a confirmation test after three months to determine whether I may 

rely on Essure.  I understand that payment for this test may or may not be covered by my 
insurance company.  



Contains Nonbinding Recommendations 
 

 
I understand that a satisfactory confirmation test is needed before I can rely on Essure alone. I 
also understand that after the confirmation test my doctor may inform me that I may not be able 
to rely on Essure.  If this occurs, I will have to use an alternative form of contraception.   

I understand that based on clinical studies, approximately 8% of women who undergo attempts at 
Essure placement are not able to rely on the device for contraception. 

         Patient Initials ______ 
Pregnancy Risks 
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I understand that no form of birth control is 100% effective. Even if my doctor tells me I am able 
to rely on Essure, there is still a small chance that I may become pregnant.  Based on clinical 
studies, the chance of unintended pregnancy for women who have been told they can rely on 
Essure is less than 1% at 5 years.        

I understand that the risks of Essure on a developing fetus have not been established.  If I 
become pregnant with Essure, there may be an increased risk for the pregnancy to occur outside 
of the uterus (“ectopic pregnancy”). This may result in serious and even life-threatening 
complications.  I understand that after Essure placement, I should contact my doctor immediately 
if I think I may be pregnant. 
         Patient Initials ______ 

What to Expect During the Procedure and the Days Afterwards 

I understand that in clinical studies supporting device approval, the following events were 
reported to occur during the Essure placement procedure and/or in the hours or days following 
placement: 
• Cramping (Reported in up to 30% of procedures) 
• Mild to moderate pain (Up to 9-10%) or moderate pain (Up to 13%) 
• Nausea/Vomiting (Up to 11%) 
• Dizziness/Lightheadedness (Up to 9%) 
• Vaginal bleeding (Up to 7%) 

If I experience worsening of any of the events listed above or I continue to have the symptoms 1 
week after placement, I understand that I should contact my doctor. 
         Patient Initials ______ 

Long-Term Risks 

I understand that some women may experience continued pain or develop new pain after Essure 
placement. I understand that I should contact my doctor if abdominal, pelvic or back pain 
continues for more than 1 week after placement or if I develop the onset of new pain more than 1 
week after placement.  

I understand that the Essure implants contain metals including nickel, titanium, iron, chromium,  
and tin, as well as a material called polyethylene terephthalate (PET). I understand  
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that some women may develop allergic reactions to the device following implantation and have 
signs or symptoms such as rash and itching. This may occur even if there is no prior history of 
sensitivity to those materials.  I also understand that there is no reliable test to predict ahead of 
time who may develop a reaction to the device. 

I understand that persistent or new pain, and/or allergic reaction may be a sign of an Essure-
related problem which might require further evaluation and treatment, including possibly the 
need to have the devices removed by surgery.  

I recognize that other symptoms have been reported to FDA by women implanted with Essure, 
although they were not seen in the clinical trials supporting Essure approval. The more common 
symptoms reported include headache, fatigue, weight changes, hair loss and mood changes such 
as depression. It is unknown if these symptoms are related to Essure or not. 

I understand that because Essure contains metals, I should tell all my doctors that I have the 
device before getting an MRI. 

I understand that there is a small possibility that the device could poke through the wall of the 
uterus or fallopian tubes (“perforation”), and/or move to other locations in the abdomen or pelvis 
(“migration”).  The rate of perforation in studies has ranged from 1% to 4%.  The rate for device 
migration into the abdomen or pelvis has not been determined but its occurrence is uncommon. 

I understand that should one of these events occur, the device may become ineffective in 
preventing pregnancy and may lead to serious adverse events such as bleeding or bowel damage, 
which may require surgery to address.  

I understand that should my doctor and I decide that Essure should be removed after placement, 
a surgical procedure will be required.  In complicated cases, my doctor may recommend a 
hysterectomy (removal of the entire uterus).  I also understand that device removal may not be 
covered by my insurance company.   
         Patient Initials ______ 
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   CONFIRMATION OF DISCUSSION OF RISKS 

Patient:  I acknowledge that I have received and read the Essure Patient Information Brochure, 
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and that I have had time to discuss the items in it and in this document with my doctor.  I have 
had the opportunity to ask questions and understand the benefits and risks of the device and 
procedure, and understand that alternative methods of birth control are available. 

 
______________________________            
Patient Signature and Date   

 
Physician: I acknowledge that I have discussed with the patient the benefits and risks of Essure 
as described in the Essure System Patient Information Brochure as well as this document.  I have 
also explained the benefits and risks of other birth control methods.  Should device removal 
become necessary, I may perform the removal myself, or provide a referral to a physician who is 
willing and able to perform device removals.  I have encouraged the patient to ask questions, and 
I have addressed all questions. 

______________________________ 
Physician Signature and Date 
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M E E T I N G 

(8:04 a.m.) 

 DR. IGLESIA:  Good morning.  I would like to call this meeting of the Obstetrics and 

Gynecology Devices Panel of the Medical Devices Advisory Committee to order. 

 My name is Dr. Cheryl Iglesia.  I am the Chair of this Panel.  I am director of the 

section of female pelvic medicine and reconstructive surgery at MedStar Washington 

Hospital Center and a Professor of Obstetrics and Gynecology and Urology at Georgetown 

University School of Medicine. 

 I note for the record that the voting members present constitute a quorum as 

required by 21 C.F.R. Part 14.  I would also like to add that the Panel members participating 

in today's meeting have received training in FDA device law and regulations. 

 For today's agenda, the Panel will discuss the risks and benefits of Bayer 

HealthCare's Essure system for permanent female sterilization.  The system, originally 

approved in November 2002 under P020014, consists of a delivery system and nickel-

containing permanent implants.  The implants are placed without a skin incision, through 

the vagina, within each fallopian tube.  They elicit tissue ingrowth, which over time results 

in tubal occlusion. 

 Before we begin, I would like to ask our distinguished Panel members and FDA staff 

seated at this table to introduce themselves.  Please state your name, your area of 

expertise, your position, and affiliation.  I'd like to start to my right with Dr. Gardner.  And, 

please, yeah, hit the red button. 

 DR. GARDNER:  Hi, my name is Jim Gardner.  I am the Industry Representative on the 
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Panel.  I'm employed by Cook Medical, which is a family of medical device manufacturers 

based in Bloomington, Indiana, where I serve as medical science officer and director of 

reimbursement for the organization. 

 MS. CHAUHAN:  Cynthia Chauhan, Consumer Representative. 

 MS. DE LUCA:  Jo-Ellen De Luca, Patient Representative. 

 DR. SEIFER:  David Seifer, OHSU, reproductive endocrinology. 

 DR. JANIK:  Grace Janik, Reproductive Specialty Center, Milwaukee, reproductive 

endocrinology and fertility and minimally invasive surgery. 

 DR. CODDINGTON:  Charles Coddington from the Mayo Clinic, Department of 

Obstetrics and Gynecology, where I am a gynecologic surgeon and reproductive 

endocrinologist. 

 DR. CHAPPELL:  Rick Chappell, Department of Biostatistics and Medical Informatics, 

University of Wisconsin, Madison. 

 DR. MYERS:  Dr. Deborah Myers, Professor of OB/GYN at Brown Medical School, 

Providence, Rhode Island.  Expertise is female pelvic medicine and reconstructive surgery. 

 DR. ELSER:  Dr. Denise Elser, female pelvic medicine and reconstructive surgery in 

the Chicago area. 

 MS. CRAIG:  Shanika Craig, designated federal official. 

 DR. MILNER:  Dr. Josh Milner, Senior Investigator in the National Institute of Allergy 

and Infectious Diseases; allergy and immunology. 

 DR. STUBBLEFIELD:  Phillip Stubblefield, obstetrician/gynecologist at Beth Israel 

Deaconess Hospital in Boston, and practice in the division of family planning. 
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 DR. KATZ:  David Katz, Duke University.  I am a Professor of Biomedical Engineering 

and a Professor of Obstetrics and Gynecology. 

 DR. SCHALOCK:  Peter Schalock, Harvard Medical School, Mass General Hospital, 

Associate Professor of Dermatology. 

 DR. BAIRD:  Donna Baird.  I'm with the National Institute of Environmental Health 

Sciences, a reproductive epidemiologist and adjunct professor at the University of North 

Carolina. 

 DR. WILLS-KARP:  Dr. Marsha Wills-Karp.  I'm at the Johns Hopkins School of Public 

Health.  I am a professor in the Department of Environmental Health Sciences, and my area 

of expertise is allergy and immunology. 

 DR. YUSTEIN:  Ron Yustein.  I am the Clinical Deputy Director in the Office of 

Surveillance and Biometrics at the Center for Devices and Radiological Health here at FDA. 

 DR. FISHER:  Ben Fisher.  I'm the Division Director for the Division of Reproductive, 

Gastro-Renal, and Urological Devices in the Office of Device Evaluation here in the Center 

for Devices.  I am a developmental toxicologist with a focus on developmental genetics. 

 DR. IGLESIA:  Thank you very much.  And if you could all just turn off your mikes 

when you're not speaking and just turn them on when you are, because this is being 

recorded, for the background noise. 

 So, for topics being discussed at today's meeting, there are often a variety of 

opinions, some of which are quite strongly held.  Our goal is that today's meeting will be a 

fair and open forum for discussion of these issues and that individuals can express their 

views without interruption.  Thus, as a gentle reminder, individuals will be allowed to speak 
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into the record only if recognized by the Chairperson.  We look forward to a productive 

meeting. 

 Members of the audience, if you have not already done so, please sign the 

attendance sheets that are located on the registration table directly outside of the meeting 

room. 

 And Ms. Shanika Craig, the Designated Federal Officer for the Obstetrics and 

Gynecology Devices Panel, will now make some introductory remarks. 

 MS. CRAIG:  I will now read the FDA Conflict of Interest Disclosure Statement, 

Obstetrics and Gynecology Devices Panel of the Medical Devices Advisory Committee, 

September 24th, 2015. 

 The Food and Drug Administration is convening today's meeting of the Obstetrics 

and Gynecology Devices Panel of the Medical Devices Advisory Committee under the 

authority of the Federal Advisory Committee Act of 1972.  With the exception of the 

Industry Representative, all members and consultants of the Panel are special Government 

employees or regular Federal employees from other agencies and are subject to Federal 

conflict of interest laws and regulations. 

 The following information on the status of the Panel's compliance with Federal 

ethics and conflict of interest laws covered by, but not limited to, those found at U.S. 

Code 18 Section 208 are being provided to participants today in today's meeting and to the 

public. 

 FDA has determined that the members and consultants of this Panel are in 

compliance with the Federal ethics and conflict of interest laws.  Under U.S. Code 18 
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Section 208, Congress has authorized FDA to grant waivers to special Government 

employees and regular Federal employees who have financial conflicts when it is 

determined that the Agency's need for a particular individual's services outweighs his or her 

potential financial conflict of interest. 

 Related to the discussion of today's meeting, members and consultants of this Panel 

who are special Government employees or regular Federal employees have been screened 

for potential financial conflicts of interest of their own as well as those imputed to them, 

including those of their spouses or minor children and, for purposes of U.S. Code 18 Section 

208, their employers.  These interests may include investments; consulting; expert witness 

testimony; contracts/grants/CRADAs; teaching/speaking/writing; patents and royalties; and 

primary employment. 

 For today's agenda, the Panel will discuss the risks and benefits of Bayer 

HealthCare's Essure system for permanent female sterilization.  This system, approved in 

November 2002, consists of a delivery system and nickel-containing permanent implants.  

The implants are placed without a skin incision, through the vagina, within each fallopian 

tube.  They elicit tissue ingrowth, which over time results in tubal occlusion. 

 Based on the agenda for today's meeting and all financial interests reported by the 

Panel members and the consultants, no conflict of interest waivers have been issued in 

accordance of U.S. Code 18 Section 208. 

 Dr. James Gardner is serving as the Industry Representative, acting on behalf of all 

related industry, and is employed by Cook, Incorporated. 

 We would like to remind members and consultants that if the discussion involves any 
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other products or firms not already on the agenda for which FDA participants have a 

personal or imputed financial interest, that participant needs to exclude themselves from 

such involvement and their exclusion will be noted for the record. 

 FDA encourages all participants to advise the Panel of any financial relationships that 

they may have with any firms at issue. 

 A copy of this statement will be available for review at the registration table during 

the meeting and will be included as a part of the meeting official transcript. 

 For the duration of the Obstetrics and Gynecology Devices Panel meeting on 

September 24th, 2015, Ms. Jo-Ellen De Luca has been appointed to serve as a Temporary 

Non-Voting Patient Representative, and Dr. Marsha Wills-Karp has been appointed to serve 

as a Temporary Non-Voting Member.  For the record, Ms. De Luca serves as a consultant to 

the Gastrointestinal Drugs Advisory Committee in the Center for Drug Evaluation and 

Research, and Dr. Wills-Karp serves as a consultant to the Allergenic Products Advisory 

Committee in the Center for Biologics Evaluation and Research.  These individuals are 

special Government employees who have undergone the customary conflict of interest 

review and have reviewed the material to be considered at this meeting. 

 These appointments were authorized by Jill Hartzler Warner, J.D., Associate 

Commissioner for Special Medical Programs, on September 22nd, 2015. 

 Before I return the meeting back over to Dr. Iglesia, I would like to make a few 

general announcements. 

 Transcripts of today's meeting will be available from Free State Court Reporting, 

Incorporated, telephone number (410) 974-0947. 
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 Information on purchasing videos of today's meeting and handouts for today's 

presentations are available at the registration table outside of the meeting room. 

 The FDA press contact for today's meeting is Deborah Kotz. 

 All written comments received were provided to the Panel for their review prior to 

today's meeting.  The link to the docket, which contains the written comments, is available 

at the registration table. 

 I would like to remind everyone that the members of the public and the press are 

not permitted in the Panel area, which is the area beyond the speaker's podium.  I request 

that reporters please wait to speak to the FDA officials until after the Panel meeting has 

concluded. 

 If you are presenting in the Open Public Hearing session and have not previously 

provided an electronic copy of your slide presentation to the FDA, or it has changed, please 

arrange to do so with Ms. AnnMarie Williams at the registration desk. 

 In order to help the transcriptionist identify who is speaking, please be sure to 

identify yourself each and every time that you speak. 

 Finally, please silence your cell phones and other electronic devices at this time.  

 Thank you. 

 Dr. Iglesia. 

 DR. IGLESIA:  Thank you, Ms. Craig. 

 We will begin today's meeting with introductory remarks from the Assistant 

Commissioner for Women's Health, Marsha Henderson. 

 MS. HENDERSON:  Good morning.  I am Marsha Henderson, Assistant Commissioner 
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for Women's Health.  The Office of Women's Health is responsible for protecting and 

advancing the health of women through policy, science, and outreach. 

 Thank you for coming to the FDA to participate in this important public Advisory 

Committee meeting.  All FDA Advisory Committee meetings are centered in science, and 

this one will be as well.  But the FDA also called this meeting because we value your point of 

view, and we want to hear your very personal and professional perspectives.  We are 

committed to being transparent and sharing information with the public.  We know that it is 

critical to listen to the voices of patients, advocates, health professionals, and companies 

throughout the lifespan of the products we regulate.  The Agency's primary concern is the 

safety and well-being of patients. 

 FDA's product review centers carefully monitor all reports of potential harms.  They 

review a variety of sources to get as full a picture as possible of how devices work in the 

real world after approval.  This means examining adverse reports submitted, reviewing the 

scientific data that manufacturers submit to FDA annually, reading the scientific literature, 

speaking to the clinicians who are using our regulated devices, and reviewing the public 

comments on the dockets for meetings like this one.  Although the Office of Women's 

Health has no direct regulatory authority, we support these efforts.  And we know that as 

the science evolves, so will the Agency's science-based decisions, as we carefully weigh 

each product's benefits and risks. 

 Over the years FDA's human product centers, like the Center for Devices and 

Radiological Health, have placed greater emphasis on the health needs of women and 

greater emphasis on the collection of data on women who participate in clinical trials.  



19 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
These efforts have resulted in the development of new guidance and regulations for 

industry, advances in women's health research, outreach to communicate risk information 

to women, more detailed information on product safety and effectiveness when used on 

women, and of course, the approval of many lifesaving products. 

 I want to end by saying that I applaud the effort CDRH has made in preparation for 

this public meeting.  It offers patients, members of the public, and healthcare providers 

with an opportunity to present their positions and for us to hear their concerns.  We are 

listening. 

 Again, thank you for coming today to share your -- 

 (Microphone off.) 

 DR. IGLESIA:  Thank you, Assistant Commissioner Henderson. 

 At this time we will hear a presentation by Bayer HealthCare.  I will remind public 

observers at this meeting that while this meeting is open for public observation, public 

attendees may not participate except at the specific request of the Panel Chair. 

 Bayer HealthCare, you may begin. 

 DR. ZAMPAGLIONE:  Thank you, Madam Chairperson, members of the Committee, 

FDA, and members of the public.  We are grateful for this opportunity to work with the 

Committee to review the benefits and risks of Essure. 

 Good morning, everyone.  My name is Dr. Edio Zampaglione.  I am the Vice President 

for U.S. Medical Affairs for Women's Healthcare and Neurology.  Prior to joining the 

pharmaceutical industry, I was a private practitioner OB/GYN.  I cared for many patients like 

the women here today who are to speak and tell their story.  I learned a lot about what they 
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go through, their concerns, and how important it is that they are listened to and that their 

concerns are properly addressed.  Our number one priority at Bayer is ensuring patient 

safety through the appropriate use of our products.  We welcome the opportunity for an 

ongoing and open dialogue on permanent birth control and look forward to working closely 

with the FDA on any next steps that are discussed at this meeting. 

 So our presentation this morning will have several sections.  I will present the clinical 

need for permanent birth control options, followed by a brief overview of Essure, the 

clinical development program and the physician training program.  I will then conclude my 

portion of the presentation with a review of the topics of interest as identified by the FDA.  

Dr. Cindy Basinski, a private practitioner in Indiana with extensive experience in the 

placement and the management of Essure, will describe the need for permanent birth 

control as well as her experience as an Essure provider.  Dr. Patricia Carney, Director of U.S. 

Medical Affairs for Women's Health at Bayer, will finish up the presentation with a review 

of the benefit-risk summary for Essure. 

 So data from the 2011 to 2013 National Survey of Family Growth has demonstrated 

that about 45% of women age 25 to 44 years old, who have completed childbearing, use 

permanent birth control as their method of contraception.  That equates to about 650,000 

procedures a year.  About half of them are done as what's known as interval procedures, 

which means they are performed at a time that's distant from childbirth. 

 Now, prior to the approval of Essure, women had only one option, and that was a 

laparoscopic bilateral tubal ligation or a tubal ligation done through an open incision called 

a laparotomy.  Now, while these procedures are common and relatively simple to perform, 
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they are not without risks, and some of them can have serious consequences.  So it was 

recognized that there was a need for an alternative approach to permanent birth control.  

Approval of the Essure system in 2002 made an alternative approach to permanent birth 

control possible by providing women with an important option so that they can achieve 

their personal reproductive objectives. 

 The Essure system is a Class III PMA device.  It was approved by the FDA on 

November 4th, 2002, following the PMA review pathway.  Now, this pathway is the most 

stringent FDA review process for devices prior to marketing. 

 Essure is commercially available in the United States, Canada, a number of European 

countries, Australia, and several Latin American and Asian Pacific countries.  Since its 

approval, approximately 1 million Essure systems have been distributed worldwide. 

 The Essure system is indicated for women who desire permanent birth control by 

bilateral tubal occlusion of the fallopian tubes.  The inserts are small and flexible.  They're 

approximately 4 cm in length and expand up to about 2 mm when released from the 

delivery catheter.  The device is only to be used by physicians who are knowledgeable 

hysteroscopists and have successfully completed the mandatory training program. 

 So let's watch an animation of a placement.  As you can see, the inserts are fed into 

the fallopian tubes through a delivery catheter.  They are released from the delivery 

catheter on both sides.  Once placed, occlusion takes about 3 months to occur.  During this 

3-month period, the patient must use an alternate method of contraception until the 

required 3-month confirmation test documents appropriate location and occlusion.  If the 

inserts are found to be in the proper location, there's a very high likelihood, approximately 
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99%, that occlusion will have occurred.  Initially, the only confirmation test in the United 

States was the hysterosalpingogram or a modified hysterosalpingogram.  Bayer recently 

received approval for the use of transvaginal ultrasound as a first-line option for the 

confirmation test if certain criteria during the procedure were met.  If the confirmation test 

is satisfactory, she is told she can rely on Essure and is no longer required to use an 

alternate method of contraception. 

 I will now give a brief overview of the Essure clinical development program just to 

demonstrate how rigorously the Essure device has been and continues to be studied. 

 The original insert was called the STOP device, and this was used in the registration 

studies.  The feasibility studies were conducted in women who were scheduled to undergo 

a hysterectomy for benign reasons.  The objective of these studies was to demonstrate the 

feasibility and safety of the Essure placement procedure and to provide support for the 

mechanism of action. 

 The Phase II and pivotal studies were multi-center international studies determining 

the safety and efficacy of Essure.  These studies are the basis for the safety and efficacy 

data that appear in the instructions for use and met all requirements for a Class III device.  

In fact, since it was a first-of-a-kind device, the FDA referred the PMA to an outside Panel of 

experts on July 22nd, 2002.  The Panel reviewed and discussed the safety, efficacy, labeling, 

training, and post-approval requirements.  Eight of the nine experts agreed that Essure 

should be approved, with one abstaining due to personal reasons.  As with any medical 

device, research and development continues to look at incremental refinements to improve 

safety and performance. 
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 This slide demonstrates the refinements of the Essure system over the course of the 

development program.  The feasibility, Phase II, and pivotal studies used the STOP insert 

and delivery catheter.  The first U.S. launch of the device was the ESS205, which refined the 

delivery system for the same STOP insert, as shown on the top. 

 Through direct feedback gathered from physicians, a more user-friendly delivery 

catheter was developed.  This is the currently available Essure system called the ESS305.  

For this model, minor changes were made to the proximal end of the insert to 

accommodate changes made to the delivery catheter.  You can see that on the left side of 

the two photos of the inserts.  These refinements did not affect the critical design aspects 

of Essure or the safety and efficacy of the device as demonstrated in the post-approval 

clinical trials. 

 The top portion of this slide shows two post-approval studies that continue to 

evaluate the safety and efficacy of Essure as well as assess the learning curve for physicians.   

The first study evaluated the minor changes to the delivery catheter from the STOP to the 

ESS205.  The second study evaluated the change of the delivery catheter from the ESS205 to 

the 305.  Both studies evaluated bilateral placement rates with the design changes made to 

the delivery system, as well as the bilateral placement rate of newly trained Essure 

physicians versus physicians who were experienced.  Placement rate data from the 305 is 

reflected in the current instructions for use. 

 These next two studies that are shown are currently ongoing.  The transvaginal 

ultrasound study was conducted to support the use of TVU as a first-line confirmation test 

in the United States and is currently in the long-term extension phase where patients will 
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be followed up to 10 years.  What is particularly valuable about the TVU study is that the 

current version of the ESS305 was used.  The study demonstrated a safety and efficacy 

profile that is consistent with the original pivotal study. 

 The purpose of the last study on this slide is to evaluate the effectiveness and safety 

of the Essure system when a NovaSure endometrial ablation procedure is performed 

following a successful Essure confirmation test.  This study is expected to be completed in 

the next few years. 

 The body of knowledge about the safety and efficacy of Essure continues to grow, 

and a lot of data also comes from outside of the United States.  A large study in France 

called SUCCES II is currently ongoing with 2,600 women enrolled and being followed long 

term.  SUCCES II is a prospective, non-interventional, multi-center observational study.  

Recruitment started in 2008, and the primary objective of the study is the assessment of 

patient satisfaction at 5 years.  Secondary objectives include assessment of complications. 

 Because this is an observational study, there is no systematic collection of safety 

endpoints, with the exception of the 3-month post-procedure time point.  Patients at this 

time point were specifically asked if they experienced bleeding and/or pain or cramping 

post-procedure.  After the 3-month post-procedure time point, safety data was collected at 

1-, 2-, and 5-year contacts where patients were asked if they experienced any adverse 

events. 

 This table shows the results focusing on bleeding and pain or cramping reported at 

the 3-month time point and the interim 2-year assessment.  As expected, given the specific 

questions on post-procedural pain and cramping and bleeding at the 3-month follow-up, 
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relatively high rates of these symptoms were reported.  At subsequent contacts, rates of 

bleeding and pain were consistent with rates found in other studies.  Five pregnancies have 

been reported, resulting in a contraceptive efficacy rate of approximately 99.6%.  And the 

adverse events reported in the interim analysis as of July 2015 in SUCCES II are similar to 

the type and frequency to those already identified in the pivotal study. 

 So data about Essure continues to accrue in clinical trials that further characterize 

the experience and risks with this device. 

 So, to summarize the clinical data, a total of 2,676 women have been studied, with 

557 completing 5 years of follow-up.  And the TVU study follow-up will continue to follow 

an additional 493 women for 10 years.  In addition, SUCCES II has added another 2,600 with 

5 years of planned follow-up in an observational study. 

 As shown, a relatively large number of women are being studied out to 5 and even 

10 years, and a consistent efficacy and safety profile has been observed with the clinical 

data and long-term follow-up.  We use this data and experience as part of the Essure 

physician training program known as the Clinical Pathway. 

 Now, this program is to train physicians that we have and is regularly updated.  The 

training has been mandatory since the PMA approval in 2002.  A physician must successfully 

complete the Clinical Pathway certification before being able to independently order and 

perform the Essure procedure. 

 The Clinical Pathway program has three steps.  Step 1 is the didactic portion that 

provides an overview on Essure, including appropriate patient selection, counseling, 

indications, contraindications, warnings, precautions, the placement steps and the 
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confirmation test, and all the clinical trial data available.  This basically follows the 

instructions for use.  The physicians also receive a comprehensive training manual as well as 

a demonstration video of the Essure procedure.  Once they complete this first step, they 

move on to a hands-on training that involves the use of computer simulators and/or silicone 

uterine models.  The final step involves placing Essure in patients under direct supervision 

and demonstration of proper technique and at least five procedures.  Once the Clinical 

Pathway is completed, the physician receives a certificate of completion. 

 Now, our commitment to training doesn't stop with the Clinical Pathway.  It also 

includes a physician's office staff such as nurses and other appropriate staff members.  The 

key counseling points are reviewed, and the importance of a patient following all of the 

necessary steps through the confirmation test are stressed.  They also learn where they can 

find all the resources on the Essure website, and these resources can be downloaded to 

support patient care. 

 Several additional physician programs have also been developed over the years.  We 

offer this advanced workshop that is conducted in collaboration with the major endoscopic 

equipment company and Essure experts.  It emphasizes office-based procedures, placement 

of the Essure inserts in challenging cases, and interpretation of the confirmation test. 

 Radiologists also play a very important role in the Essure procedure, as they are 

most often the ones performing the confirmation tests.  A training program was 

implemented to provide radiologists with the information they need to interpret the 

confirmation test.  All three programs I've discussed so far are tailored to the practicing 

professionals. 
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 Residents are the future practicing physicians, and therefore it is important to 

provide them the skills to effectively offer Essure to their patients.  A program specific for 

residents was implemented and has been adopted in the majority of OB/GYN residency 

programs in the United States.  The program is led and managed by the residency director 

or any attending staff that's intimately involved with resident education.  In addition to the 

structured training, we offer a number of individualized support services to address any 

specific need a physician may have. 

 The proctor program.  This facilitates peer-to-peer placement training with 

experienced physicians.  We have a national consultancy network which consists of 

physicians with extensive experience in the management of Essure patients.  Case-specific 

questions to Bayer's medical information center are triaged to these consultants. 

 Physician inquiry requests, or PIRs, are managed by our medical information 

department and encompass a variety of questions ranging from providing data to triaging 

guidance on specific issues.  These PIRs are recorded, and they're tracked.  This gives us the 

ability to monitor and determine the types of questions physicians are asking.  And this then 

allows us to cross-reference our training curriculum and look for areas that may need to be 

addressed. 

 So before I go into the topics of interest and share the data available, I would like to 

briefly review additional sources of data and information that inform these topics.  In our 

own review document for this meeting, we draw on clinical trial data, external literature, 

and postmarketing monitoring data to address all of the topics of interest identified for this 

Advisory Panel meeting. 
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 Regarding the external literature, we have focused on independently conducted and 

funded studies that appear in peer review journals in order to minimize biases. 

 And, regarding the postmarketing monitoring, the number of adverse event reports 

has increased over time, which is reflective of the increased exposure to Essure, as based on 

the number of kits sold.  However, there has been a noticeable increase in case reports 

since the third quarter of 2013 and a disproportionate increase in non-medically confirmed 

cases.  This increase coincides with the acquisition of Conceptus.  And there's also been a 

recent increase in social media as well as traditional media.  But Bayer has responded to 

these trends with activities that facilitate reporting, such as active listening and subsequent 

outreach programs to try to obtain as much information as possible and better understand 

these cases. 

 As the FDA stated in their review document for this meeting, there are many 

limitations to postmarketing adverse event reporting.  But, despite these limitations, we 

consider it important to closely analyze the reports and types of adverse events received. 

 I will now present data on the topics of interest as identified by the FDA.  In the 

interest of time, I will present data on seven of the topics, but all the topics are addressed 

in our Executive Summary that the Panel has received.  The topics I will present today are 

efficacy; unsatisfactory location; pain, specifically persistent and chronic pain; allergic 

reaction and hypersensitivity to nickel; device removal; death; and pregnancy outcomes.  

Whenever possible we will present clinical trial data followed by the literature and 

postmarketing data.  So let's begin with efficacy. 

 Now, we all know no method of contraception is 100% effective.  And, since 
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approval, the instructions for use and all patient materials have clearly stated that fact.  

While no pregnancies were reported in the Phase II or pivotal trials, all labeled materials 

have always stated that pregnancies can occur with Essure in place and have been reported 

in the commercial setting.  In the most recent study supporting the use of transvaginal 

ultrasound as a first-line confirmation test in the United States, four pregnancies out of 547 

subjects were reported.  Of the four pregnancies that occurred in the TVU study, two were 

due to perforations and two were due to unsatisfactory device location. 

 Several published studies in the United States look at Essure efficacy.  Shown here 

are independently performed and independently funded studies.  On this graph, the vertical 

line represents 99.2% contraceptive efficacy, the overall rate noted from these studies.  

Overall, a consistent picture of efficacy is seen.  Independently performed studies in other 

countries report the same efficacy rate.  The postmarketing reporting frequency of 

pregnancy is 0.21%, which includes pregnancies occurring before the confirmation test. 

 So, in conclusion, pregnancies with Essure in place have been reported in the 

commercial setting and in the literature. 

 Patient compliance with the 3-month alternate contraception as well as obtaining 

the confirmation test are important factors to prevent unintended pregnancies. 

 The findings are consistent across all data points and demonstrate an efficacy of 

greater than 99% when the Essure device is confirmed to be in the proper place and 

location. 

 I will now discuss unsatisfactory location of Essure inserts.  Placing the inserts in a 

proper location is important for efficacy, as I've stated.  A properly placed insert spans the 
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interstitial segment of the fallopian tube.  The ultimate location of the tube -- in the tube, 

I'm sorry, is primarily determined by the position of the insert at the time of deployment in 

the placement procedure. 

 Unsatisfactory locations can be divided into three groups.  One is when the insert is 

deployed too proximally or not sufficiently far in the tube, with most of it lying in the 

uterine cavity.  These can be expelled into the uterus or vagina and even out through the 

body and can be associated with bleeding and/or cramping. 

 The second unsatisfactory location is when the insert was advanced too far into the 

tube and is distal from its ideal location. 

 The third unsatisfactory location is where the insert perforates the tube or uterus, 

and these perforations can be associated with significant pain or discomfort. 

 Distally placed inserts or perforations are more likely to migrate or get expelled into 

the pelvis or abdomen.  Migration may occur between the hysteroscopic placement and the 

confirmation test.  But migration of a satisfactorily located insert, as determined by the 

confirmation test, is unlikely to occur as tissue ingrowth around the device stabilizes its 

position. 

 This is the data on the reasons for unsatisfactory locations reported from the clinical 

trials and the Phase II, pivotal, and the most recent TVU study.  The reported ranges for 

total unsatisfactory location ranged from 2% to 6.5%, as seen in the last column on the 

right.  The range for perforation was 0.3% to 3.4%.  The literature contains only a few 

studies analyzing the rates of unsatisfactory location.  They focus primarily on perforation.  

A review of these studies and cases show that abdominal pain was the most common 
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symptom reported with perforation, though most are asymptomatic.  Perforation and 

migration rates ranged from 0.02% up to 3.6%.  The majority of cases in our postmarketing 

database are medically confirmed, and the reporting frequency noted for all types of 

unsatisfactory locations is approximately 0.4%.  

 In conclusion, unsatisfactory location of an insert is a known complication of the 

Essure procedure.  The warnings and risks regarding an unsatisfactorily located insert are 

clearly stated in the instructions for use and patient information booklet. 

 An examination of peer-reviewed published literature and an analysis of all data 

available reveal that incidence of unsatisfactory location inserts are low. 

 As an unrecognized unsatisfactorily located insert can have serious consequences, 

the physician training program emphasizes identification through either the patient 

symptoms or the confirmation imaging as well as the appropriate management of these 

cases. 

 The next topic of interest is persistent and chronic pain.  Chronic pelvic pain is a 

common gynecologic problem with an estimated prevalence between 5.7% and 26.6%.  

Some transient pain or discomfort is expected with the Essure placement procedure.  

However, as with any procedure we do in medicine, any patient with unexpected or 

prolonged pain must be evaluated. 

 This graph represents the reported incidence of pain during the pivotal trial and  

5-year follow-up.  Overall, the rates of pain are consistently low and continue to decrease 

with time. 

 This slide shows the rates of recurrent and persistent pelvic pain during the pivotal 



32 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
study and 5-year follow-up.  Recurrent pain was defined as pain that was reported at least 

twice during the follow-up period.  Persistent pain is defined as pain that was reported at 

every prior follow-up visit. 

 A retrospective study of 458 women found that chronic pain, defined as pain lasting 

more than 3 months after the procedure, occurred in about 4.2% of women.  In a large 

database review of almost 27,000 patients, 0.88% of women who chose hysteroscopic 

sterilization and 0.93% of women who chose laparoscopic tubal ligation had a diagnosis of 

chronic pain post-procedure.  Formal testing proved that there was no statistical difference 

between the two groups.  From our postmarketing monitoring, the reporting frequency for 

abdominal, pelvic, and back pain is 0.3%.  Reports on pain from healthcare professionals are 

frequently reported in the context of unsatisfactory device location. 

 So, in conclusion, short-term pain or discomfort after the Essure procedure is 

expected and is reflected in the instructions for use and patient information booklet. 

 The only comparative study between bilateral tubal ligation and hysteroscopic 

sterilization reported no difference in pain rates post-procedure. 

 Analysis of the data reveal that improperly placed Essure inserts have been 

identified as a potential factor for persistent or chronic pain. 

 So let's turn to allergic reaction.  The development of nickel hypersensitivity and/or 

allergic reaction is a consideration with a nickel-containing device in situ.  However, as with 

all medical devices, the materials used in Essure are of medical-grade quality as opposed to 

the nickel contained in everyday items such as jewelry.  Essure inserts are made of a super-

elastic nitinol outer coil and a stainless steel inner coil wrapped in PET fibers.  Since the 
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mid-'80s, nitinol has reliably been used for medical and dental applications, products such 

as vascular stents, heart valves, orthodontic archwires, all common nitinol applications.  The 

nickel ions in nitinol are tightly bonded to titanium.  The entire alloy surface is covered with 

a protective layer of titanium oxide.  Both the bonding and the protective layer minimize 

nickel ion release. 

 In vitro testing of the Essure inserts found that the maximum leaching rate is 

approximately 0.14 µg/day.  Now, this is far less than what is noted from other approved 

nitinol implantable devices, which can range from 0.42 to 8.4 µg/day.  And all of these pale 

in comparison to the normal daily exposure from food and water, which can be up to  

300 µg/day.  Furthermore, all biocompatibility testing requirements were met. 

 Now, allergic reactions to nitinol are rare.  Only 3 in more than 5,000 women in 

company-sponsored studies reported symptoms consistent with an allergic reaction.  The 

peer-reviewed published literature contains few reports on nitinol allergic reactions in 

general or specifically regarding Essure.  A large retrospective study in Spain of over 4,300 

women revealed only two cases of allergic reaction to Essure, with a reported rate of 0.05%.  

And studies have also demonstrated that there's no correlation between skin-testing results 

and allergic reactions to Essure. 

 Postmarketing monitoring reports a reporting frequency of suspected allergies.  It's 

approximately 0.06%.  Fifteen percent of the reported cases in our database were test or 

specialist confirmed allergies. 

 In conclusion, the amount of nickel released from Essure is minimal, hypersensitivity 

is rare, and clinical trial and published literature support a rate of less than 0.1%. 
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 Skin patch testing is not a reliable predictor of clinically significant reactions to 

nickel-containing implantable devices.  But appropriate counseling is very important prior to 

implanting inserts. 

 Let's turn now to device removal.  The Essure inserts are intended to be left in place.  

The instructions for use, however, has always provided guidance about when removal is 

appropriate and how to attempt removal.  As with any device, the instructions for use are 

periodically updated.  And recently more guidance on how removals should be performed 

was added based on published literature and case studies.  Prospective clinical trials of 

removal techniques have not been done.  Ultimately, it's the clinical judgment and surgical 

expertise that must be used by the -- must be used to guide physicians as the best approach 

for each unique or different patient situation. 

 This table is showing the data for removals for the Phase II, pivotal, which was up to 

5-year follow-up, and the most recent TVU study.  Removals were done via a number of 

techniques:  laparoscopic salpingectomy, cornual resection, and hysterectomy.  Most of the 

hysterectomies, however, were not related to Essure itself but done for other reasons such 

as bleeding or pain from other gynecologic pathologies or sources. 

 Most published literature on removal focuses on individual case reports, which 

correct the misperception that hysterectomy is the only effective way to remove Essure.  

The case reports show that the inserts can be successfully removed via hysteroscope if the 

removal is attempted up to 7 weeks post-placement.  Cases also report successful removals 

via linear salpingostomy or salpingectomy either through the laparoscope or laparotomy.  

Laparoscopic salpingectomy has been described from 10 weeks up to 4 years post-
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placement.  Now, cornual resection can also be used to perform -- can also be performed, 

but the patient should be counseled about an increased risk of hysterectomy with this 

particular procedure.  It's also important that the location of the insert is confirmed prior to 

any removal procedure in order to minimize the need for future surgical interventions. 

 From our postmarketing monitoring database, the principal reason for removal is 

unsatisfactory location.  Bleeding disturbances and pain are also cited.  And the reporting 

frequency is 0.11%. 

 So, in conclusion, data from clinical studies, literature, and postmarketing 

monitoring show that the need for Essure removal is infrequent.  The method of removal 

will be different for each patient and will depend on the location of the insert, her 

symptoms, as well as any other pathologies such as fibroids, endometriosis, or 

adenomyosis. 

 Now, while the literature is somewhat limited on removal techniques and methods, 

it is clear that removals can be successfully accomplished without the need for 

hysterectomy in the majority of cases. 

 The specific technique and the instruments to be used must be guided by general 

gynecologic and surgical principles that gynecologists are expected to have.  It is important 

that the physician involve the patient in the decision on what specific technique and what 

method is best for her, given her symptoms and other possible gynecologic pathologies. 

 It is well accepted that all medical procedures carry the risk of serious adverse 

events, including death.  It is devastating for the family and devastating for the physician 

when this occurs.  And we have a few deaths associated with the use of Essure through 
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reports since 1998. 

 Here is what is known about death in association with Essure.  From the clinical 

trials, two deaths were reported.  Both were unrelated to Essure.  One was due to leukemia, 

and the other was due to a myocardial infarction post-bypass surgery.  In the literature 

there are no reports associated of death with Essure placement. 

 In the postmarketing monitoring there are seven cases of death; however, none 

were directly caused by the inserts.  There were three anesthetic complications, which 

included a case of a suspected air embolism during the placement procedure.  There was 

one case each of cardiac arrest, sleep apnea, Group A strep, and a pulmonary embolism 

that occurred during a hysterectomy. 

 So, in conclusion, deaths specifically due to the inserts have not been reported, and 

the risk associated with the Essure procedure is low and is in line with laparoscopic tubal 

ligation fatality risks. 

 Pregnancy outcomes is the final topic of interest we will address this morning.  

Essure is effective and only a small number of pregnancies occur in these patients.  There 

were four luteal phase pregnancies in the pivotal study, and this means that these 

pregnancies occurred or had begun before the Essure procedure was done.  None of the 

pregnancies were continued.  One woman who had a successful bilateral placement later 

decided to undergo in vitro fertilization with the Essure inserts in situ.  The result was a 

healthy baby.  There were also four pregnancies in the recent transvaginal ultrasound study.  

Two were terminated, and two had an early miscarriage. 

 There is limited reporting in the literature on the outcomes of unintended 
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pregnancies.  Postmarketing analysis of the available data and information on pregnancy 

outcome reports that the reporting frequency of pre-term events, such as stillbirth and fetal 

anomalies, are within the expected ranges for women of the same average age group as 

Essure users. 

 But it may be more informative to look at outcomes of desired pregnancies with 

Essure in place, when it is used off label for the treatment of hydrosalpinx in a woman prior 

to an in vitro fertilization procedure.  Because these are desired pregnancies, they are 

closely followed, and the outcomes are well documented. 

 We examined the published systematic review that identified 11 studies of 115 

women using Essure before IVF for hydrosalpinx.  There were 54 pregnancies.  The 

pregnancy rate was 39% per embryo transfer.  The live birth rate per embryo transfer was 

29%.  In a separate study, comparisons to salpingectomies in the same setting have shown 

comparable pregnancy rates and outcomes. 

 So, in conclusion, the data suggests no evidence that Essure increases the risk of 

adverse fetal outcomes. 

 So Essure research spans over a decade.  We have data on over 10,000 women.  That 

data affirms that the safety and efficacy of Essure is consistent across all data points, clinical 

trials, independent literature, and postmarketing surveillance.  In addition, ongoing studies 

continue to follow over 3,000 women. 

 So, now to continue our presentation, Dr. Cindy Basinski will be speaking today 

about her and her patients' real-world experiences with Essure. 

 Dr. Basinski. 
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 DR. BASINSKI:  Madam Chair and Advisory Committee members, I would like to thank 

you for giving me the opportunity to speak today about my and my patients' real-world 

experiences with Essure. 

 For background information, I graduated from Purdue University with a biomedical 

engineering degree and obtained my medical degree from Indiana University.  I completed a 

general surgery internship and completed an OB/GYN residency with a focus in 

urogynecology under the guidance of Drs. Tom Benson and Doug Hale.  I am board certified 

in female pelvic medicine and reconstructive surgery.  I have published articles in the fields 

of general surgery, urogynecology, and in-office gynecologic procedures. 

 I wish to disclose that I have been involved with consulting work for Bayer, in 

education and training of physicians, with a focus in the area of patient counseling.  I have 

been compensated for my time and travel for this meeting, but I have no financial interest 

in Bayer. 

 A little bit about myself.  I am a private practice physician practicing in a small 

community in Indiana since 1999.  My community is built around manufacturers such as 

Toyota, Alcoa, GE, and Bristol-Myers, by whom many of my patients are employed and 

insured.  I spend half of my time practicing urogynecology, caring for conditions such as 

incontinence and prolapse, and the other half of my time in minimally invasive gynecologic 

surgery, with a focus on in-office gynecologic services.  I have been performing in-office 

procedures since 2006, including operative hysteroscopy, cystoscopy, endometrial ablation, 

and Essure.  In the past 9 years, I have performed over 1100 Essure procedures.  In 2006 

there were very few physicians performing in-office procedural -- offering in-office 



39 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
procedural options.  With my gaining experience, it was the first time -- it was at that time 

that I was asked to share my personal knowledge about patient counseling, safe in-office 

pain control protocols, and procedural setup with other physicians, allied health personnel 

such as nurses and administrators, as well as residents and students. 

 In 2009 I was involved with the American Medical Association and the Centers for 

Medicare and Medicaid with coding and payment for in-office gynecologic procedures, as I 

believe these are important avenues for care of patients. 

 Since that time I have become deeply interested in clinical research.  I have been 

involved in several pre- and postmarket FDA trials for in-office technologies.  I am also an 

advocate for physicians creating personal databases with patient outcomes for the various 

procedures and treatments they provide.  I also try to find time to report data in the 

literature to share personal experiences and patient outcomes when the data seems 

relevant. 

 In 2013, when I began hearing more concerns with Essure, I wanted to create a 

database of my first 1,024 patients and review outcomes with these patients.  Some of the 

interesting data that was found in that review was that we had 1,732 women-years of 

follow-up, with an average follow-up of 1.7 years in a range of 0 to 8 years.  We found a 

94.4% intent-to-treat reliance right in our population.  Nine patients experienced 

perforation, which represented 1.2% of my population, and that rate is consistent with the 

1.8% rate seen in the clinical trials.  We also noted that patients with a perforation -- no 

patient with a perforation requested removal or reported pain.  There were six expulsions, 

which represented a 0.8% rate, which is also consistent with the clinical trial rate of 2.2%.  I 
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had one patient request device removal due to pain.  Her devices were removed at 3 weeks 

after placement with a laparoscopic procedure, and her pain resolved.  No reports were 

documented of any allergic reactions or autoimmune symptoms in this population.  We had 

two luteal phase pregnancies despite negative pregnancy test at the time of their 

procedures.  Both patients resolved their pregnancies and went on to rely on Essure for the 

contraception. 

 Based on the data review in my practice, Essure outcomes were consistent with the 

data that was seen in the clinical trials and provided a good contraceptive option for my 

patients. 

 We need contraceptive options for our patients.  Based on data from the CDC 

National Survey of Family Growth in 2010, 36% of women who did not want any more 

children were using temporary methods to prevent pregnancy, and astonishingly, 8% were 

using nothing at all.  I was made acutely aware of this issue once I began offering Essure to 

my patients as an option. 

 I thought I was actually doing a pretty darn good job of talking to my patients about 

contraceptive care, and once I started talking to them, I realized many of them were not 

using anything, and I began to ask them why they weren't using anything.  A lot of them 

said that they did not want to use hormonal products because those products cause them 

headaches, decreased sex drive, weight gain, and other reasons.  And some women couldn't 

use hormonal medications because they had health problems that prohibited them from 

doing so.  They knew tubal ligation was an option; they just didn't want it.  They didn't want 

to have surgery; they didn't want to miss time away from their families.  And so there was 
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no good option for them at that time. 

 So I began to talk to them about the Essure procedure, and many of my patients 

were very interested in this option.  The idea that they could have a procedure in the office 

without anesthesia, incisions, or hormones and return to work the next day was ideal for a 

lot of my patients. 

 Since I've been performing Essure procedures for over 9 years with high patient 

success, I'm often asked what I feel contributes to optimal patient outcomes.  When it 

comes to real-world use of the Essure devices, three components are essential for optimal 

patient outcomes.  First is that physicians must be skilled to perform hysteroscopic 

procedures.  Second, physicians must be knowledgeable about available data concerning 

Essure and its proper usage.  Finally, physicians must be able to translate that knowledge to 

their patients to properly educate them about the Essure product. 

 But the most important overriding issue for optimal patient outcome is choice.  And, 

in the case of permanent contraception, there are only two choices available right now.  It is 

important to remember that while both laparoscopic and hysteroscopic procedures are 

considered overall safe and effective, there are very large differences between these 

approaches for permanent contraception that are meaningful to women. 

 Laparoscopy inherently involves specific risks that are often avoided with a 

hysteroscopic approach.  When approaching a tubal ligation laparoscopically, incisions are 

required to be made in the abdominal wall, instruments inserted into the abdominal cavity, 

directly exposing internal abdominal content such as bowel, blood vessels, liver, and spleen 

to surgical instruments 100% of the time.  In addition, all tubal ligation procedures 
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necessarily involve the destruction of the fallopian tubes, often with electrical energy 

sources that cannot only heat the fallopian tubes, but risk transfer of energy to surrounding 

organs.  If electrical energy is not used, suture, metal clamps, or silastic bands can be used 

to clamp the tube, leaving foreign material in the abdomen.  Furthermore, a laparoscopic 

procedure necessarily requires general anesthesia and an operating room. 

 A hysteroscopic approach uses the natural pathway of the vagina and cervix to enter 

into the uterine cavity, seldomly exposing instruments to the internal abdominal cavity.  No 

energy is used when inserting the Essure devices, and no destruction of the fallopian tube is 

undertaken.  An advantage of hysteroscopy is that it can be performed in a physician's 

office with no general anesthesia. 

 It is important to recognize that all tubal ligation procedures result in scarring of the 

fallopian tubes to create blockage and prevent pregnancy, whether it is laparoscopic or 

hysteroscopic.  And foreign material such as suture, metal, or silicone can be left in the 

body even with laparoscopic procedures or other surgical procedures in medicine. 

 But we must keep in mind that optimal patient outcomes with either laparoscopic or 

hysteroscopic permanent contraception is premised on the underlying skills of the 

physician, and the value of good hysteroscopic skills is an important aspect of the Essure 

procedure. 

 Overall, hysteroscopic abilities are related to (1) basic hysteroscopic skills acquired in 

residency or other physician-to-physician training program; (2) how often operative 

hysteroscopic techniques are applied on a day-to-day basis in a physician's practice is 

significant, as we know that the more a physician uses a skill, the more likely they are to be 



43 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
good at that skill and less likely they are to have complications; and if the physician seeks 

additional training to improve or increase operative skills. 

 In an effort to increase and improve operative hysteroscopic skills for physicians, 

many avenues of education have been created since the introduction of the Essure device in 

2002.  Tremendous effort has been focused on making Essure an integral part of residency 

education and procedural training for residents.  In addition, if one partner of a group of 

physicians demonstrates sufficient hysteroscopic skills, often that physician will take the 

lead in helping his or her partners in better performing the hysteroscopic procedures. 

 Governing organizations within OB/GYN, like ACOG, AAGL, or SLS, have advanced 

hysteroscopic skills by offering workshops with hands-on training with known expert 

hysteroscopists.  However, multiple private industry organizations have also partnered with 

each other and with governing organizations, like ACOG, to create additional learning 

opportunities. 

 Seminars have been offered by Conceptus, and now Bayer, in conjunction with 

hysteroscopy companies to provide educational programs.  These programs offer 

physicians, who desire to learn more about hysteroscopy and the Essure procedure, the 

chance to work one-on-one with a very experienced hysteroscopic physician.  Once a 

physician feels they have good hysteroscopic skills, they may choose to enter into the Bayer 

Clinical Pathway to perform the Essure procedure. 

 However, once a physician has gone through the Clinical Pathway, the opportunity 

for further education is provided.  Peer-to-peer opportunities are available to physicians 

who seek additional proctor or consultative information.  And I'm involved in the Bayer 
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consultancy network, and this is a new program that was developed over the past 6 

months.  Any physician who has a question in the United States regarding the Essure 

product can place a request to speak with a consultant like me.  Once I receive the request, 

I will make contact with the physician within 24 hours.  Some of the situations I may assist 

physicians to solve is offering advice on device removal or interpretation of HSG results or 

management of patients with complications. 

 The proctoring program offers physicians the opportunity to have a physician 

present for a procedure to receive hysteroscopic or Essure-related training to improve 

technique or patient outcomes.  I personally have been involved with proctoring programs 

in which physicians, nurses, and office managers have actually come to my practice to learn 

about appropriate safety and relevant procedural-related issues to have a safe Essure 

procedure in the office. 

 I also use the proctoring program as an opportunity to educate physicians about 

patient counseling, for which I have a very strong belief is one of the most important 

aspects of patient care.  I absolutely believe that physicians should not be telling patients 

what they need to do, but rather giving them accurate and up-to-date information about 

options available to them. 

 Once patients have good information, they can decide what is right for them.  

Contraception is a quality-of-life issue that is about choice.  Whenever it comes to 

contraception, we should understand whether patients desire reversible options for which 

birth control pills, IUDs, injectables, or implantables may be most appropriate, or if they're 

interested in permanent options, for only which two options are available.  That's 
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abdominal or laparoscopic approach or hysteroscopic approach. 

 If a patient chooses a hysteroscopic approach, it is very important, as a physician, 

that I provide them with reliable and accurate data.  Many types of clinical information are 

available to physicians and patients that include prospective, retrospective, case report, and 

anecdotal evidence.  It is important to be aware of all of these types of information, but 

clearly we know that scientific collection of information is important, and that when women 

make decisions, physicians need to present good scientific information to our patients. 

 In the case of Essure, there is this very good scientific data about the high efficacy 

and positive safety range of the procedure.  The use of the FDA pre- and postmarket clinical 

trial data has been reviewed by experts in the FDA, stringently monitored by national 

organizations and risks properly adjudicated, and is the most important source of 

counseling that I use to help patients understand risks and benefits of the Essure procedure.  

However, there are hundreds of additional publications in the literature with over 10,000 

patients in support of the FDA clinical trial experience. 

 The likelihood of a successful bilateral placement is 97%.  But patients should be 

made aware that there is a 3% chance their procedure will not be completed.  The need for 

confirmation testing is an important aspect of the procedure, and a patient must 

understand and agree to this.  Risk and complications such as device perforation, expulsion, 

or patient patency should be explained.  In fact, this is a time where I can reinforce the 

need of the confirmation test to make sure that they know this is the only time we can 

identify those types of events. 

 If a woman is using a hormonal medication to suppress pelvic pain or heavy 



46 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
bleeding, women should be aware that cessation of these medications after any sterilization 

procedure may result in a recurrence or exacerbation of pain or bleeding once they stop 

their medication.  Each patient has a very unique medical history, and physicians must be 

cognizant of factors that may make one approach suitable over another. 

 I also like to make sure that patients have an opportunity to actually touch an Essure 

device.  I want them to put it in their hand, I want them to feel it, I want them to 

understand what's going into their body, and I want them to ask me questions.  And I also 

talk to them about the other places that devices like this are used in the cardiac field and 

the orthopedic field and dental field so that they can ask questions about that, too. 

 True informed consent is a very active process for both physician and patients.  I try 

to explain procedures using multiple modalities.  I want to speak to you in words that you 

understand and make sure that you're hearing what I'm saying to you.  I also want to make 

sure that I give you written information that's available so that you can understand the 

procedures that you're having.  And I also draw pictures.  I want you to see on a picture 

where an Essure device sits and what a perforation may look like if that would happen.  

And, finally, I want my patients to know that if a complication should happen, how I am 

going to help you take care of that. 

 While gynecologists understand the great difference in benefits and risks with 

laparoscopic and hysteroscopic approaches to permanent sterilization, the need for 

continued responsibility of industry, oversight agencies such as the FDA, and organized 

medicine to continually obtain data is recognized to be important by all of us in the 

healthcare community.  Physicians should be vigilant to look for good and bad outcomes in 
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their patients.  However, we still have to rely on good scientific data and information to 

counsel our patients and guide their decisions. 

 I certainly appreciate that not all women can have a good outcome with Essure, as is 

the case with any surgery or procedure.  Proper and conscientious discussion of benefits 

and risks must be performed.  However, for the over 1,000 patients in my practice relying 

on Essure, Essure has proven to be a valuable and desired contraceptive option. 

 Thank you. 

 DR. CARNEY:  Madam Chair, members of the Committee, and guests, thank you for 

this opportunity to speak.  My name is Dr. Patricia Carney, and I'm the Director of U.S. 

Medical Affairs, Women's Health, with Bayer HealthCare. 

 Prior to joining Bayer, I spent 17 years as a private practitioner and then as an 

academic physician.  For several years I served as a residency program director, educating 

our future OB/GYN residents.  And I had the honor of serving as an oral board examiner for 

the American Board of Obstetrics and Gynecology.  One of my most important jobs as a 

physician, however, was patient counseling.  Every procedure, device, drug, and decision in 

medicine carries both benefits and risks.  Helping put this information in the proper context 

for patients is a vital part of the informed consent process. 

 When I was in practice and I needed to counsel a patient about a risk of a particular 

procedure, I would, of course, say the risk of something is one in however many.  What I 

always told her, however, is that if she was the one, the risk was 100%.  We know that an 

adverse outcome for an individual patient can be devastating, and this should never be 

minimized.  Still, when looking at benefit-risk, we do need to understand the profile for all 
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women. 

 According to the ACOG practice bulletin on benefits and risks of sterilization, 

counseling should be comprehensive and include a discussion of technique, efficacy, safety, 

potential complications, and the alternatives to female sterilization.  Benefit-risk must take 

into account not only the specific procedure under discussion, but also all alternative 

options to that procedure. 

 It is important to make sure patients understand the limitations of different data 

sources.  Only after an appropriate discussion of benefit-risk, in context with alternative 

procedures, as well as the baseline risk for specific outcomes in the general population, can 

a patient make a truly informed decision.  In addition to this overall analysis, the discussion 

should also include how particular risks can be mitigated should they occur. 

 Women should be counseled to utilize the most effective method of contraception 

they're willing to use.  For women who are sure that they have completed their 

childbearing, this includes permanent birth control options.  The decision not to use any 

contraception at all also carries risk, since pregnancy itself can be accompanied by serious 

and sometimes fatal outcomes.  In addition, no method of contraception is 100% effective, 

and this includes permanent birth control methods. 

 Once a patient decides she's interested in a permanent birth control option, the 

specific procedure needs to be selected.  There are many factors that may influence her 

choice.  For Essure, the instructions for use outlines the requirements for this counseling 

process, part of which is shown here on the slide.  As pointed out, the decision to undergo 

treatment is at patient discretion following physician counseling and informed consent. 
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 Essure has a number of benefits.  As Dr. Zampaglione described, both clinical trials 

and independently performed studies demonstrate high efficacy when Essure is placed 

properly and there is a satisfactory confirmation test.  The procedure does not require 

general anesthesia.  It can be performed in the office setting and does not require entry 

into the peritoneal cavity. 

 Patients also need to be aware that due to variations in anatomy or other issues 

such as difficulty with visualization of the tubal ostia, Essure may not be successfully placed 

in a small percentage of cases.  Data from the clinical trials indicate that this occurs in 

approximately 3% to 4% of cases. 

 The Essure inserts contain nickel with a potential for allergic reaction.  This 

information has always been in the instructions for use. 

 It is crucial that patients are made aware that compliance with 3 months of alternate 

contraception and the Essure confirmation test are essential for success of the procedure. 

 Patients also need to be aware that after the confirmation test, a small number of 

women, approximately 3%, will be told that Essure is not in the proper location and that 

they will not be able to rely on it for contraception.  A plan needs to be in place as to what 

is the next step in assuring effective contraception for this woman. 

 Specific adverse events such as pain, perforation or other unsatisfactory location, 

menstrual changes may occur in a small number of women. 

 While highly effective, no method of contraception is 100%, and pregnancies have 

occurred in women with Essure. 

 As an alternative to Essure, laparoscopic tubal ligation is a safe and effective method 
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of permanent birth control. 

 While there are no head-to-head prospective clinical trials of Essure versus tubal 

ligation, extensive data exists for both procedures, including some comparative studies. 

 Once a bilateral tubal ligation is performed, the method is immediately effective, 

and there's no need for additional patient compliance.  Occasionally, however, it is not 

technically possible to actually complete the surgical procedure, and an alternative method 

of contraception then needs to be used in this patient. 

 Laparoscopic tubal ligation, however, is not without risks, some of which can be very 

serious.  Risks of laparoscopic tubal ligation include bowel injury, particularly at the time of 

Veress needle or trocar insertion.  A recent systematic review by Llarena et al. in 2015 

estimated that the risk of bowel injury specific to laparoscopic tubal ligation is 1 in 3,333 

cases.  Injury to the major blood vessels of the pelvis is rare but a potentially fatal event, 

with an estimated risk of approximately 1 in every 5,000 laparoscopic procedures. 

 While tubal ligation is very effective, the overall 5-year risk of pregnancy is 13 per 

1,000, or 1.3%, when all types of laparoscopic sterilization methods are considered.  Should 

pregnancy occur, the risk of ectopic pregnancy may be as high as 65% with some methods 

of tubal ligation, such as bipolar cautery.  In addition, the procedure requires the use of 

general anesthesia, and complications with general anesthesia can occur. 

 Laparoscopic tubal ligation can be performed in a variety of ways.  The Filshie Clip 

and Falope-Ring are two commonly used devices.  The instructions for use for the Filshie 

Clip includes the information shown on the slide.  As you can see, placement of these 

devices laparoscopically can result in pelvic pain, musculoskeletal pain, clip migration or 
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expulsion, and misapplication of the device. 

 Similar AEs are seen with Essure.  In this table we see adverse events from the day of 

the placement procedure. 

 This table reflects the adverse events experienced by women during the first year of 

reliance, based on the pivotal trial. 

 Both of these tables are presented in the instructions for use for Essure. 

 In conclusion, all permanent birth control procedures carry risk.  It is important to 

balance these risks with the benefits of the option under discussion, in addition to the risks 

and benefits of alternate procedures. 

 The efficacy and safety profile of Essure is well characterized and compares 

favorably to the benefit-risk profile of bilateral tubal ligation. 

 We at Bayer continue to work to mitigate the risks associated with Essure.  This 

includes information in the instructions for use and the patient information booklet, 

educational materials such as patient and physician websites, well-constructed and updated 

physician training, patient counseling materials, and programs to support the needs of 

physicians and their patients. 

 Women deserve safe and effective options when it comes to permanent birth 

control.  For the properly counseled patient, for the patient who meets the criteria outlined 

in the instructions for use, Essure is a good option.  Hundreds of thousands of women have 

benefited from the availability of Essure.  Our assessment concludes that the overall 

benefit-risk profile of Essure remains positive. 

 Thank you. 
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 DR. IGLESIA:  Thank you very much.  I'd like to thank Bayer HealthCare for their 

presentation. 

 Does anyone on the Panel have a brief clarifying question for the Sponsor?  Please 

remember that the Panel may also ask the Sponsor questions during our Panel deliberation 

session this afternoon. 

 Introduce yourself. 

 DR. ELSER:  Denise Elser. 

 My question is, based on your rates of long-term follow-up as far as perforation or 

other complications, is there any demarcation between the different forms of the device 

after changes were made? 

 DR. ZAMPAGLIONE:  No, the pivotal and the Phase II studies used the STOP, the 

initial coil, and then the ESS205 was studied and then the 305.  And what was seen really 

from the transvaginal ultrasound, there really is not a significant difference in the safety 

and efficacy that was noted.  Those changes were very minor to the coils. 

 DR. IGLESIA:  I actually do have a question.  In terms of intent to treat, I just notice 

on your 1-year follow-up on the pivotal trial, your n initially was 558, and the 1-year follow-

up was 441, and I was just wondering what attempts were made for the retention and any 

kind of follow-up on the 110 patients or so that were lost. 

 And then my second question is what comparison studies do we have right now, 

head to head, on permanent sterilization options, laparoscopic abdominal versus 

hysteroscopic? 

 DR. ZAMPAGLIONE:  Sure.  Let me answer the second part first.  We do not have any 
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head-to-head or direct head-to-head studies with bilateral tubal ligation with a laparoscopic 

or laparotomy.  There were some comparative studies that were shown during the 

presentation, but not true prospective head-to-head studies. 

 For the first part of your question, I'd like to call up Dr. Kimberly Rosen.  She's our 

clinical development lead for Essure and will be able to answer that question. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 DR. IGLESIA:  Let them answer this one. 

 MS. CHAUHAN:  Oh, I'm sorry, I thought he was finished. 

 DR. ROSEN:  Good morning.  Kimberly Rosen, Bayer HealthCare.  Thank you for the 

question. 

 Just to clarify, in the initial pivotal study, there were initially 518 women enrolled in 

the intent-to-treat population; 507 of those women had device placement attempts, and a 

total of 464 women had bilateral placement, I believe, is the number.  So we would only 

have followed women who had at least one insert in place after the placement procedure 

was accomplished.  Regardless of whether or not women were instructed to rely on their 

inserts for birth control, they were followed for safety in that study if they had at least one 

insert in place. 

 DR. IGLESIA:  Thank you. 

 Ms. Chauhan. 

 MS. CHAUHAN:  Thank you. 

 When you were talking about unsatisfactory location, the percentage differences in 

Spain and Canada were quite significant, I thought.  Can you comment on that? 
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 DR. ZAMPAGLIONE:  It is hard to comment on that one because these are outside of 

the U.S. and, you know, the training programs are essentially the same.  There are, of 

course, going to be some country differences.  The materials, everything used are the same.  

But it is very challenging to start trying to compare different countries just due to different 

practice patterns.  But the same device, the same system is used worldwide. 

 DR. IGLESIA:  Dr. Janik. 

 DR. JANIK:  Grace Janik. 

 I have one question.  Of your perforations, what percentage of the devices fractured 

versus intact in these situations? 

 DR. ZAMPAGLIONE:  So let me bring up Dr. Kimberly Rosen again from our clinical 

development.  She's in the best position to answer that question. 

 DR. ROSEN:  Thank you. 

 So, in the pivotal and the Phase II study, we do have one report of a device being 

fractured during attempted removal hysteroscopically.  The device was placed and then 

attempted to be removed through the hysteroscope, and that device fractured.  The only 

other reports of device fracturing that were -- that come from those two studies are during 

surgery either for hysterectomy or device -- or completion of a sterilization procedure in 

women with a perforated or unsatisfactorily located device, where the device was 

transected during the surgery.  During the TVU study, which is currently ongoing, we do not 

have any reports of the insert breaking. 

 DR. IGLESIA:  Okay, we will now take a 10-minute break.  Panel members, please do 

not discuss the meeting topic during the break amongst yourselves or with any members 
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inside or outside of the audience.  We will resume at -- Shanika? 

 MS. CRAIG:  9:41. 

 DR. IGLESIA:  9:41.  Thank you. 

 (Off the record at 9:32 a.m.) 

 (On the record at 9:50 a.m.) 

 DR. IGLESIA:  Okay, if everyone can please be seated, we'd like to get started.  At this 

time you will hear a presentation by the FDA. 

 I'll remind public observers at this meeting that while this meeting is open for public 

observation, public attendees may not participate except at the specific request of the 

Panel Chair. 

 FDA, you may begin. 

 DR. CORRADO:  Good morning, Panel members and guests.  Thank you for 

participating in this public meeting to discuss the Essure system for permanent birth control 

that was approved by FDA in 2002.  I'm Julia Corrado, a medical officer and clinical reviewer 

from the Office of Device Evaluation, which reviews medical device submissions prior to 

marketing. 

 We have just heard from Bayer HealthCare, the Sponsor of Essure, and later today 

we will hear the experience of members of the public.  At this time you will be hearing three 

publications from the FDA.  I will present some milestones in female sterilization, a 

snapshot of premarket review and PMA approval of Essure, and an overview of the current 

clinical landscape for female sterilization -- 

 DR. IGLESIA:  We need microphone assistance. 
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 (Pause.) 

 DR. CORRADO:  Dr. Ron Yustein, Deputy Director of the Center for Devices and 

Radiological Health's Office of Surveillance and Biometrics, our postmarket review office, 

will provide a comprehensive review of safety outcomes data on Essure.  Next, Allison 

O'Neill will present the epidemiology review of effectiveness data on Essure.  We hope the 

FDA presentations will provide clarity and transparency regarding the FDA review processes 

for Essure.  Later today, FDA will be posing multiple questions for the Panel members to 

discuss.  We're looking forward to hearing your discussion and recommendations based on 

what you have heard today. 

 As discussed in the background section of FDA's Executive Summary for this meeting, 

we believe the first publication on tubal ligation appeared in 1881.  After this date and prior 

to 1930, multiple authors contributed to literature on this topic, but we think that it is 

appropriate to highlight the first report describing Ralph Pomeroy's technique of tying off 

with resorbable suture and resecting a loop of fallopian tube.  That appeared in 1930. 

 The early to mid-20th century was a period of technical innovation in laparoscopic 

surgery.  What may be the first published account of minimally invasive laparoscopic tubal 

sterilization appeared in a Swiss journal in 1936; however, the actual technique is unclear.  

A more recent but still earlier report describing electrosurgical laparoscopic sterilization 

using unipolar current appeared in a French language journal in 1962.  Bipolar current was 

introduced in the 1970s to prevent thermal injuries with unipolar current.  Also in the 1970s 

and early 1980s, occlusive tubal implants were introduced.  The Essure system was the first 

of two hysteroscopic sterilization systems that made it possible to achieve incision-free 
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female sterilization and without general anesthesia.  Essure was approved in 2002.  The 

availability of hysteroscopic sterilization in 2002 also transitioned female sterilization from 

the operating room to an office setting. 

 In summary, tubal ligation was largely a laparotomy procedure from the late 1800s 

until the 1960s, when innovation in laparoscopic instrumentation led to adoption of 

minimally invasive, that is laparoscopic, sterilization.  Female sterilization was still confined 

to the OR for another 30 to 40 years before further innovation led to office-based 

hysteroscopic sterilization after 2002. 

 This slide, the title of which is Sterilization Utilization in U.S., is intended to provide 

again a high-level overview of numbers of sterilization procedures.  Female sterilization is 

among the most commonly performed surgeries in the U.S.  Our estimate of annual 

incidence on this slide is based on several references using data from the 2002 National 

Survey of Family Growth and ranged from approximately 640,000 to 700,000 annual 

procedures. 

 FDA does not regulate sterilization; however, FDA does have regulatory authority 

over medical devices used to perform these procedures.  As I will discuss on the next slide, 

this authority is most relevant as it relates to devices used in radiofrequency electrosurgical 

sterilization, laparoscopic occlusive devices such as Hulka clips, Filshie Clips and bands, and 

Essure. 

 Regarding postpartum sterilizations that comprise about half of the 600,000 to 

700,000 annual sterilizations, surgeons typically use manual surgical instruments such as 

scalpels, which are Class I devices.  These instruments are not specifically indicated for 
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female sterilization; therefore, FDA does not regulate them for such intended uses.  

Manufacturers of these devices are required to register with FDA and declare their products 

conform to general controls, including manufacturing quality and labeling. 

 In contrast, FDA does review premarket submissions for Class II laparoscopic 

instruments and electrosurgical accessories under Class II.  These devices require premarket 

notification through the 510(k) pathway in order for FDA to determine whether they are 

substantially equivalent to other legally marketed devices. 

 Class III devices such as laparoscopically placed clips and bands that are specifically 

indicated for tubal sterilization and hysteroscopic tubal occlusion systems require 

premarket approval through the PMA process.  This means that sponsors of these devices 

cannot claim substantial equivalence to another device.  Rather, the sponsors must provide 

reasonable assurance that the device is safe and effective for its intended use.  The level of 

evidence to support PMA typically includes a pivotal clinical trial. 

 In the next several slides, I'm going to provide just a snapshot of the evidence for 

FDA's approval of the Essure PMA in 2002. 

 Both the Phase II and pivotal clinical trials were prospective, multi-center, 

international single-arm studies.  The landmark CREST study provided a historical control 

against which to compare the effectiveness of Essure against multiple methods of surgical 

tubal ligation.  The Essure pivotal trial enrolled subjects in such a way as to age-match 

Essure and CREST participants.  Follow-up to at least 5 years following sterilization 

procedure was available for both the Essure and CREST studies. 

 Availability of CREST outcomes data led FDA to conclude that a concurrent control of 
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surgical tubal ligation was unnecessary to obtain "reasonable assurance of safety and 

effectiveness" of Essure as required under Section 513(a) of the Federal Food, Drug and 

Cosmetics Act.  And I would note that a representative from the CDC made a presentation 

on the CREST study to the FDA Advisory Panel in 2002. 

 Outcomes from the Phase II and pivotal trials were pooled to provide contraceptive 

effectiveness data on 632 women at 1 year and 197 women at 2 years when the Sponsor 

and FDA presented the PMA to the Advisory Panel in 2002.  A slightly higher number of 

subjects contributed to the safety outcomes review.  This group included women, as we've 

heard earlier today, who had received at least one Essure insert but who were not relying 

on Essure for pregnancy prevention. 

 This slide is a summary of the safety data presented to the 2002 Advisory Panel.  

Additional data was also provided, but this slide does appear in the summary of safety and 

effectiveness for Essure.  It can also be found in the appendix to the Executive Summary for 

today's meeting. 

 Included in this table are pain, headache, and change in bleeding.  That will be 

discussed in detail along with other adverse events in Dr. Yustein's presentation.  I'd like to 

add that at the time of the Essure Panel meeting in 2002, data on device perforation and 

expulsions that prevented reliance on Essure were also discussed. 

 As the Sponsor has already discussed, Essure is a sterilization method.  Unlike tubal 

ligation, Essure is not a one-time procedure.  There are three mandatory steps that must be 

completed before a patient may rely on Essure.  These are insert placement, use of 

alternate contraception, and presenting for the Essure confirmation test.  FDA's analysis of 



60 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
Essure's effectiveness is based on the clinical trial participants who completed the three-

step method.  The prospective IDE study protocol for the pivotal trial specified that any 

pregnancy that occurred prior to completing all three steps would not be counted as Essure 

method failures.  All product labeling, including patient labeling, is explicit regarding 

adherence to the three-step procedure. 

 This slide presents the number of participants in the Phase II and pivotal trials 

combined.  Please note that the first number in these boxes refers to the Phase II study, and 

the second refers to the pivotal study.  As you can see, 227 participants from the Phase II 

and 518 from the pivotal study underwent attempted bilateral insert placement.  There 

were 81 participants who did not -- who were placement failures; 664 had successful 

bilateral placement.  Of these, 643 underwent the confirmation test and were advised to 

rely on Essure; and of the 643, there were 1-year follow-up outcomes data on 632. 

 Reasons for the inability to rely on Essure included perforation, expulsion, and tubal 

patency.  Table 4 in the Executive Summary provides numbers of study subjects who at least 

initially could not rely for the above reasons, although some subsequently may have been 

able to rely. 

 This slide provides the pregnancy outcomes, in the pink boxes off to the right, for 

the combined Phase II and pivotal trials.  As the Sponsor noted, there were four pregnancies 

determined to have been conceived prior to the insert placement procedure based on early 

first trimester sonogram.  There were no pregnancies at the 1-year anniversary of reliance 

on Essure.  Two-year outcomes data at the time of the 2002 Panel meeting were available 

for 197 participants.  There were no pregnancies among the subset of trial participants. 
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 Based on the safety and effectiveness outcomes from the Phase II and pivotal trials, 

the result of the 2002 Panel meeting was as follows: 

· The Panel found a favorable benefit-risk profile for Essure; 

· They voted to recommend approval by a vote of eight recommending 

approval, zero recommending disapproval, and one abstention; 

· Conditions of the approval, however, included continuation of the clinical 

trials out to 5-year follow-up following reliance on the device and a new 

study to evaluate placement rates in newly trained physicians. 

 In my last two slides I'm going to turn to the topic of the broader clinical landscape 

in which a patient considering permanent sterilization might find herself.  To start with this 

slide, I'd like to present a high-level comparison of hysteroscopic sterilization with tubal 

ligation.  Regarding adverse events, Dr. Yustein will be providing detailed outcomes data on 

Essure's safety after my presentation. 

 We presented the summary of safety outcomes following tubal sterilization in the 

Executive Summary, and we relied for that on an analysis by Jamieson et al. of 

approximately 9,500 participants in the CREST study.  Six categories of outcomes were 

evaluated by Jamieson et al. 

1. Unintended major surgery 

2. Transfusion 

3. Febrile morbidity 

4. Life-threatening event 

5. Rehospitalization 
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6. Death 

 No deaths were reported in this group. 

 The rate of women who experienced any of the above events -- and again, we're 

talking about tubal sterilization -- was 153 out of 9,475, or 1.6%.  Independent predictors of 

any complication were diabetes mellitus, general anesthesia, prior abdominal or pelvic 

surgery, and obesity. 

 Regarding the other outcomes in this list, the comparative pregnancy risk at 1 and 5 

years, as presented in the Essure patient brochure, is listed here, and FDA reviewed those 

numbers.  The timing of effectiveness is a minimum of 3 months for Essure compared to 

immediate effectiveness of tubal ligation, again, the point being that these numbers reflect 

women who successfully completed the method, the three-step method, and were told to 

rely.  The need for patient compliance is high for Essure relative to tubal ligation. 

 Regarding the actual procedure, Essure requires neither a skin incision nor general 

anesthesia and can be performed in the office as opposed to the operating room.  Interval 

tubal ligation does require a skin incision and is performed under general anesthesia in the 

OR. 

 Here I'm departing somewhat from the narrow discussion of sterilization to include a 

comparison of Essure and long-acting reversible contraception, or LARC.  As you know, LARC 

includes both non-hormonal (for example, the ParaGard copper IUD) and hormone released 

in products (for example, levonorgestrel-releasing intrauterine systems as well as 

etonogestrel-releasing subdermal implant).  All are indicated for prevention of pregnancy, 

and one has an additional indication for treatment of heavy menstrual bleeding for women 
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who choose to use intrauterine contraception as their method of contraception.  These 

LARCs provide pregnancy protection for 3 to 10 years.  

 The reason for including this slide is to acknowledge one of the findings from the 

CREST study, which was that cumulative risk of sterilization regret within 14 years following 

sterilization was 20% for women 30 years or younger versus 6% for women who were older 

than 30 at the time of sterilization.  Women who are even slightly uncertain about their 

desire for sterilization may be offered LARC products.  As with Essure, there are risks 

associated with LARC products, which are described in detail in approved labeling, that is, 

the prescribing information for these products. 

 The most commonly reported adverse events in the clinical trials of all four of the 

hormone-releasing products are acne, headache/migraine, abdominal discomfort or pain, 

and breast tenderness or pain.  Abnormal bleeding is listed under the most commonly 

reported adverse events category for three of the four hormone-releasing LARC products. 

 Device expulsion or migration is listed as an adverse event in the labeling for all LARC 

products; however, this event is not listed among the most commonly reported adverse 

events for those products. 

 As you can see, pregnancy risk is similarly low for hysteroscopic and LARC methods.  

There are important contrasts between these types of contraception regarding the timing 

of effectiveness, the need for patient compliance, and the need for a skin incision. 

 To conclude, for women contemplating permanent birth control, the clinical 

landscape is complex.  FDA attempts to address this complexity by providing detailed safety 

information in physician and patient labeling.  It is impossible, however, to include every 
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single type of adverse event reported in clinical trials and device labeling. 

 As part of our total product lifecycle approach to medical device review, we are 

constantly reviewing new safety and effectiveness information and require revised labeling 

when it is warranted.  For PMA products, we can require the sponsor to have FDA review 

every change they make to labeling, and FDA frequently proactively requests such changes. 

 We are looking forward to your deliberations this afternoon.  I'll turn the podium 

over to Ron Yustein, who will discuss both premarket and postmarket safety outcomes data 

for Essure.  And thank you for your attention. 

 DR. YUSTEIN:  Good morning.  Again, my name is Ron Yustein, and I will be 

presenting our safety review for the Essure device, and then Ms. O'Neill will present 

effectiveness results after that. 

 Before starting, I wanted to describe the sources of information considered in our 

review, which are shown here, as well as the topics we focused on.  One source of data was 

the 5-year follow-up of the cohort from the PMA Phase II and pivotal studies, which  

Dr. Corrado just described.  The follow-up was ordered as a condition of approval and both 

conducted as post-approval studies.  Both were completed by the end of 2007. 

 This table provides the number and percentage of patients providing data at each 

follow-up in those studies, with the percentage based on the number of subjects who had 

received at least one implant.  Both studies had slightly over 80% of subjects available at 

the 5-year follow-up. 

 In slides I will show related to these studies, for events of pain and bleeding, a rate 

at a given follow-up represents the percentage of patients who experienced that event 
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since the previous follow-up.  As these do not provide information related to persistent 

symptoms, the Sponsor, for the pivotal cohort, also provided recurrent rates, which 

represent the percentage of subjects reporting the event at more than one visit, and 

persistent rates, which represent the percentage of subjects reporting the event at all visits 

through that follow-up. 

 The ESS305, Study 16974, which I will refer to as the transvaginal ultrasound or TVU 

study, is a prospective, single-arm, multi-center study being conducted under IDE 

regulations.  The Sponsor designed this to support approval for a change to the 

confirmation protocol.  The study is ongoing, and the most recent annual report includes 2- 

and up to 3-year data on subjects.  In their report, the Sponsor cited rates of events based 

on the 597 women who underwent Essure placement procedures.  However, as of the last 

annual report, 493 subjects remain enrolled and are being followed.  I will provide results 

for this study alongside Phase II and pivotal study results, as they were all three IDE studies. 

 A review of the literature was performed through June 2015 using the search criteria 

noted on the slide.  In addition, case reports and abstracts were also reviewed for the 

specified adverse outcomes discussed today.  There were significant limitations to the 

literature, and these will be discussed during our presentation. 

 The Sponsor already described their SUCCES II study.  Although this is a large 

prospective study, it is being conducted entirely outside the United States and is not under 

IDE.  In addition, it is worth noting, as the Sponsor noted, that although interim data are 

available on over 2,200 patients at 3 months and 1,200 patients at 2 years, beyond the 

3-month visit, the follow-up questionnaire did not include any systematic data collection for 
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safety endpoints.  Rather, unsolicited adverse events were captured in a free field section of 

the case report form. 

 We also reviewed the medical device reports submitted to FDA through May 2015.  

Although MDRs are a valuable source of information to monitor a device's performance 

under real-world use conditions, they represent a passive surveillance system and, as such, 

have important limitations.  Numbers can be difficult to interpret as events may be 

underreported, or their numbers can be impacted by a change in the number of uses of the 

device, a recent regulatory action, or public attention.  Unfortunately, MDRs often lack 

critical or complete information related to the patient, event, or outcomes.  They cannot be 

used to calculate rates of events and often cannot be used to prove the device caused or 

worsened an event. 

 This graph depicts the number of Essure MDRs by year.  A spike began in late 2013, 

and the majority of those were voluntary, seen in green, not manufacturer reports.  It is 

important to note that the year listed is that in which the report was received, not the year 

of the event.  Many reports submitted since late 2013 describe events that occurred in 

earlier years. 

 FDA also has received information related to the device from other sources, 

including communications with patient groups, pilot evaluations of social media sites, 

inspections of manufacturing sites, and information from global regulatory partners.  Some 

of these are included in more detail in our memo but, because of the amount of data to 

present, will not specifically be presented this morning. 

 I also wanted to introduce the specific safety topics that are included in our review.  
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Taking a step back, this table was produced based on events listed by Essure patients on 

websites or in MDRs.  We are not suggesting causality with the device in each of these.  We 

are simply presenting the types of events publicly cited or within MDR reports. 

 FDA primarily reviewed events which were most commonly discussed, which appear 

to have significant impact on a patient's well-being and for which scientific data was likely 

available.  This is not to downplay any of the other events reported, but we recognized a 

need to focus our review on a subset of those issues noted on the previous slide. 

 We tailored our safety review to chronic or persistent abdominal pain or cramping, 

bleeding irregularities, headache, metal allergy, perforation, migration, and device removal.  

Pregnancy issues will be discussed by Ms. O'Neill a little later.  Many of these events are 

known complications and are already included in Essure labeling.  Due to time constraints 

this morning and the amount of information to be provided, our presentation will provide 

overviews, and we refer you to our memo for more details. 

 All right.  I will start off with post-procedural abdominal and pelvic pain or cramps.  

Although procedural pain is a well-known event, it typically resolves within hours or days.  

However, reports suggest that some patients experience more persistent pain events.  One 

difficulty in assessing abdominal pain is the fact that it is a common symptom and, although 

may be due to the device, may also be the result of unrelated processes involving the 

digestive, genitourinary, reproductive, musculoskeletal, and/or nervous systems. 

 This slide presents data from the IDE studies.  The results from the time of PMA 

approval are on top.  The bottom represents data from their 5-year follow-up as well as the 

ongoing TVU study.  The percentage of patients noting pain at the latest follow-up generally 
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ranges from 1% to 5%, consistent with the data at the time of approval.  However, for the 

Phase II and pivotal studies, these are rates at the 5-year visit and only capture events 

occurring since that previous visit.  They do not speak to rates at prior visits or the 

chronicity of symptoms for a given subject. 

 The graphs on the next several slides depict the rates of pain events in the pivotal 

cohort at each follow-up.  This first graph represents general pelvic pain, suggesting rates of 

3% to 6% at each visit during the first 18 months and lower subsequently.  For 

dysmenorrhea, rates at each follow-up point also generally remained in the 3% to 5% range 

after the initial 3 months, and for dyspareunia, again, generally less than 3% to 4% at each 

visit following the 3-month follow-up. 

 The Sponsor presented this data which shows that, per their definitions, 

approximately 4% to 6% of pivotal trial subjects experienced recurrent pain during follow-

up, and only one subject reported persistent pelvic pain, which lasted through 2 years.  

Again, the percentage of subjects providing data at each visit should be taken into account 

when evaluating the rates for pain, as persistent pain may have been a reason for patients 

exiting from the study with time. 

 Next, turning to the literature.  Post-procedural chronic or persistent pain has not 

been a common outcome reported in the literature, and this slide captures the publications 

from our memo.  Since they are described more there, I wanted to just make a few points.  

 The Sponsor noted the Conover paper in their presentation.  However, the rates, 

although low, may be difficult to interpret.  In addition to potential issues related to coding, 

women with only on pelvic pain diagnosis or women who had prescribed non-opioids or no 
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medications for their pain would not have been captured.  On the other hand, the study 

assumes that opioids were for pelvic pain, and some women may have been included 

incorrectly.  Furthermore, the hysteroscopic group included patients who had undergone 

the Adiana procedure as well as the Essure procedure. 

 The Yunker publication, which was a retrospective review, noted a 4.2% rate for 

chronic pain, which was defined as pain persisting for more than 3 months after insertion.  

The authors also identified preexisting chronic pain conditions as a risk factor for chronic 

abdominal or pelvic pain after Essure.  This is particularly notable because the IDE studies, 

which we already discussed, and possibly others excluded such patients. 

 The two large cohort studies by Arjona-Berral and Povedano cite low rates of 

persistent pain; however, both represent retrospective reviews from the same institution.  

In addition, Arjona-Berral reported on patients who did not respond to standard analgesics 

and who underwent device removal.  We do not know how many others in their cohort had 

persistent pain that did respond to analgesics and/or did not undergo device removal. 

 Sakinci cited a zero rate at a mean of 83 months.  But this was a small study and 

relied on telephone interviews years later. 

 Sinha and Duffy reported higher rates.  However, both studies were relatively small 

and only reported findings out to 3 months.  In both, it is difficult to determine whether the 

pain reported was persistent pain and/or whether procedural pain was included.  

Furthermore, the Duffy study had follow-up data on only 35 of 48 implanted subjects. 

 With respect to the high rate in the SUCCES II trial at 3 months, this represents all 

possible pain events and does not speak to the type, timing, or duration of the pain. 
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 This next slide is busy but is intended just to present a higher-level picture of certain 

aspects of the study designs with respect to prospective or retrospective, single site or 

multi-site, and length of follow-up (more or less than 3 months).  The IDE studies are on top 

and separated from the literature and SUCCES II studies by a double line.  Outside of the IDE 

studies, there are a limited number of prospective studies, and they are mainly small, single 

center, and with limited 3-month follow-up. 

 Interpreting data related to persistent pain within the literature is made more 

difficult by other uncertainties or inconsistencies, including the definitions of chronic or 

persistent in terms of duration, the timing of onset of the pain, how and when the pain was 

assessed and using what scales, and what types of pain were included or not.  For example, 

some reports may have included procedural pain in the rates and others may not.  Some 

may have included cyclical or intermittent pain such as cramping, dysmenorrhea, or 

dyspareunia in their definition and others may not have.  Many times, the studies did not 

provide that level of information. 

 FDA referenced several case reports in our memo which note persistent pain 

following Essure placement.  Although many cited onset of pain at the time of the 

procedure, there were reports where the patient was asymptomatic following placement 

and developed pain weeks or even months later.  Their duration of pain varied as patients 

sought attention at various times.  Some authors noted difficulties during or immediately 

after insertion, including malposition or perforation, but others did not. 

 The case reports frequently noted device removal due in part to the pain.  This was 

done either hysteroscopically or by laparoscopic salpingectomy and sometimes out several 
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years after insertion.  When outcomes for pain following removal were provided, many 

noted improvement or resolution, sometimes within a short period of time.  However, 

other cases noted only partial resolution, unchanged symptoms, or even worsening of pain. 

 In the MDRs, pain is the most commonly reported symptom.  Over 3,500 reports are 

coded with at least one item related to pain.  Like the case reports, specific details were 

limited and, when provided, showed considerable variability in terms of onset, duration, 

and patterns, including whether the pain was constant or intermittent; 341 of the 452 

MDRs we have, which note women undergoing device removal, cite at least one pain-

related complaint, although it is difficult to know whether the pain was the primary reason 

for removal.  Of those 341 subjects, 135 reported resolution of pain after removal.  

However, many of the other reports did not provide sufficient information either way, and 

the actual number may be higher. 

 In summary, abdominal or pelvic pain, including cramping, were the most common 

events reported in MDRs.  Various types of pain generally appeared at rates of 2% to 5% at 

follow-up points in the IDE studies.  In the pivotal study, recurrent pain occurred in 

approximately 5%, whereas persistent pain, at least by the Sponsor's definition, was noted 

in one patient.  It is important to keep in mind that patients with chronic pain syndromes, a 

potential risk factor for post-placement pain, were excluded from enrollment in the IDE 

studies. 

 There is limited literature regarding persistent pain following Essure.  Several 

publications reported rates of less than 1%, although one quoted a rate of 4.2%.  Many of 

these studies were retrospective.  Limited data were often available in these studies 
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regarding pain characteristics and associated findings or causes.  In addition, issues related 

to case definitions add to the difficulty in interpreting the data.  Multiple individual case 

reports and reports submitted to FDA suggest persistent pain sometimes lasting months or 

years and, when the information was provided, often resolving with device removal.  

However, information from case reports and MDRs cannot be used to calculate rates. 

 I'd now like to move on to a discussion of vaginal bleeding following Essure 

placement.  In the original PMA, women were asked to assess bleeding patterns compared 

to usual menses, and changes were reported in 1% to 2% of subjects.  At the 5-year follow-

up, particularly in the pivotal cohort, higher rates were reported.  However, higher rates 

included heavier flow as well as lighter flow.  Rates in the TVU study had been lower.  

However, no data is being systematically collected asking women to compare bleeding 

patterns to their usual menses in that study.  For all three IDE studies, no control cohorts 

were included, and as such, it is not possible to gauge what changes may have been part of 

natural history.  In addition, we do not have information related to the use or 

discontinuation of use of hormonal therapy, which might impact bleeding characteristics. 

 The graph on this slide shows the rates provided by the manufacturer for several 

bleeding patterns at each follow-up in the pivotal study.  At each visit, approximately 20% 

of women noted heavier flow when compared to usual menses, 10% to 15% noted lighter 

flow, 5% to 10% irregular menses, and 5% to 10%, intermenstrual bleeding. 

 The Sponsor provided information from the pivotal study related to recurrent and 

persistent symptoms.  Between 15% and 38% of subjects experienced recurrent irregular 

bleeding symptoms, but again, this included lighter as well as heavier flow.  And 1.5% of the 
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pivotal study subjects reported persistent heavier flow at 1 year, and that percentage 

declined over the study.  In addition, less than 1% of subjects had persistent irregular 

bleeding and/or intermenstrual bleeding throughout the study. 

 This slide captures our references.  And, again, I'm just going to raise a couple of 

points.  The Chudnoff paper represents the 5-year pivotal study, which we discussed on 

previous slides.  Several other studies show similar event rates and also show increases in 

lighter bleeding. 

 Mino reported no changes in 857 women who were surveyed.  The method of survey 

was not clear, but it appears to have been done at 3 months.  And some, if not many, 

patients may have still been taking contraceptives at that time. 

 The citation for Levie is an abstract describing a retrospective cohort of 193 women 

with Essure and 139 who underwent surgical tubal ligation over a 7-year period at one U.S. 

site.  Although details on this study, including length of follow-up, were not provided, 

irregular cycles were reported in 30% of Essure patients and 28% of tubal ligation subjects.  

And menorrhagia was reported in 36% and 46%, respectively. 

 In the SUCCES II trial, the percentage represents all possible bleeding events and 

does not speak to the timing, duration, or characteristics of the event. 

 Here I am again presenting a similar chart as before for pain.  And, again, studies on 

bleeding outside of the IDE cohorts, which includes the Chudnoff paper, tended to either be 

retrospective single-site reports or short-term, relatively small prospective studies. 

 Symptoms related to vaginal bleeding were reported in almost 1,600 MDRs and 

included prolonged, frequent, and/or heavy menstrual bleeding, irregular bleeding, 
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intermenstrual bleeding or spotting, less frequent or severe bleeding, as well as 

amenorrhea.  However, heavier menses were noted in about half of the MDRs.  The reports 

tended not to provide information related to past bleeding patterns or hormonal therapy 

use, although some specifically note being placed on hormonal therapy by their physician to 

address the symptoms.  Some others also noted undergoing endometrial ablation or even 

hysterectomy to resolve or address their symptoms. 

 Summing up.  Although rates of reported bleeding changes were relatively low in the 

Phase II and pivotal studies at the time of initial PMA submission and in the TVU study, 

follow-up of the pivotal cohort showed higher rates with time and about one-third of 

subjects reporting recurrent symptoms. 

 Few publications have specifically addressed the issue of changes in bleeding 

patterns, although those that did reported rates similar to the 5-year pivotal cohort. 

 The lack of control groups in the IDE and literature studies makes the assessment of 

cause and effect more difficult. 

 Numerous MDRs describe varying bleeding symptoms, with slightly over half 

describing heavier flow. 

 Most of the data reviewed, regardless of source, did not provide information on 

hormonal therapy use or menopausal status. 

 Turning now to headaches, which was one of the more commonly reported 

symptoms in MDRs, like abdominal pain, this is particularly difficult to assess as headaches 

are a very common symptom in the general population and in women in particular.  As seen 

in this slide, headaches which were deemed to be possibly associated with the device or 
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procedure have been reported in about 1% to 5% of subjects in the IDE studies, although 

the criteria used to make that distinction is not known.  However, without a control group 

for such a common symptom, it is difficult to know whether the rate of headaches is higher 

than in patients without the device. 

 Literature related to headaches is limited.  Yunker's publication found that women 

with previous diagnoses of chronic pain, including headaches, were at increased risk for 

persistent abdominal pain but did not report on the rates of headaches postoperatively.  

Others were essentially case reports at early time points. 

 Approximately 1,400 MDRs list the presence of headache, including migraines, as a 

symptom.  However, as headaches were often one of several symptoms noted in a given 

report, additional details were often limited.  When information was provided, their 

frequency of headaches varied considerably from constant every day to monthly or just 

occasionally.  Reports did not typically provide information related to prior headache 

history or information regarding evaluation and treatment specific to the headache, 

although a handful of reports did note improvement in headache symptoms after device 

removal. 

 I'm going to switch now to allergic or hypersensitivity reactions reported in 

association with the Essure device.  This is a topic which has emerged in the patient 

community because portions of the Essure inserts are made of a nickel-titanium alloy called 

nitinol, a material with significant history of use in implantable medical devices, including 

endovascular implants.  As noted in our memo and summarized in the table on this slide, 

the Essure device itself has been evaluated in terms of nickel leaching, and the release rate 
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has been found to be comparable to or lower than that of selected cardiovascular nitinol 

devices. 

 It is important to point out that cutaneous nickel allergy is common, and up to 25% 

of women may be affected.  We traditionally associate this with a contact dermatitis after 

skin exposure.  However, a systemic contact dermatitis after exposure through other routes 

may also occur, and some authors have described systemic signs and symptoms, including 

chest pain, migraines, and respiratory issues, among others.  These very potential clinical 

manifestations make the assessment of a reaction challenging as they can be common 

symptoms with a variety of causes.  The exact mechanism of hypersensitivity reaction to 

implanted metal devices is not known, and there's no reliable method to identify individuals 

at risk, although patch testing is sometimes cited in the literature.  But since nickel allergy is 

so common and nickel is present in many products and foods, a positive patch test may be 

difficult to interpret. 

 No cases of nickel allergy were specifically diagnosed in the pivotal and Phase II 

trials, although several dermatological events were reported.  In the TVU study, there has 

been one patient with a metal allergy, although it was mild and resolved without treatment.  

Several other patients had dermatological events, although no formal diagnosis of an 

allergic reaction was made. 

 This slide summarizes literature related to metal reactions.  The first two listed were 

actually reviews of other data sources, including MDRs.  However, for both, it is unclear 

what criteria or set of symptoms each author used to define a hypersensitivity reaction.  

The remaining two studies, also both reporting very low rates, were both single-site, 
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retrospective reviews, and again, we are uncertain as to how the diagnosis of allergic 

reaction was sought or made.  In the SUCCES II trial, two subjects have experienced allergic 

reaction to date. 

 This table lists four case reports from the literature which describe women who 

developed dermatological signs from 3 days to 3 months following Essure insertion, three 

site-positive nickel patch testing after the onset of symptoms, and three note that the 

patient was at least partly unresponsive to steroids.  All four reports note that the patient 

had the devices removed, with resolution of dermatological symptoms sometimes as soon 

as 36 hours after removal. 

 Turning to MDRs, as I noted before, the signs and symptoms which are presumed to 

constitute an allergic reaction may vary by author or reporter.  This makes the classification 

of MDRs for this event difficult. 

 For our review, all reports which specifically stated that the patient had an allergic or 

hypersensitivity reaction with reference to a metal were included, as were reports that 

mentioned skin manifestations.  This is regardless of what symptoms were considered by 

the reporter to represent the reaction and regardless of any formal evaluation or diagnosis.  

This resulted in a total of 878 MDRs. 

 Again, as this was usually one of several issues being noted in a given report, details 

were often limited.  When cited, there was variability in time to onset of symptoms, 

although some stated it began within hours of insertion.  Few provided information 

regarding formal evaluations, how events were managed clinically, and whether they 

responded to medical therapy. 
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 The clinical symptoms presumed related to an allergic reaction varied considerably 

in the reports.  And although dermatological signs such as rash or itching were present in 

some reports, many instead describe systemic symptoms, including pain, headaches, and 

bleeding.  Of the 878 MDRs, 212 describe device removal, although it is not possible to 

know what degree the allergic symptoms played in that decision.  The status of symptoms 

following removal was provided in 117 of those reports, and all of them noted symptom 

improvement or resolution following removal. 

 So with respect to allergic and hypersensitivity reactions, although cutaneous nickel 

allergy is known to affect a substantial percentage of women, what constitutes a reaction to 

a metallic medical implant and how to diagnose or predict it is not well defined.  Keeping 

this in mind, the prospective IDE studies have reported few specific metal allergy reactions.  

Few studies in the peer review literature have addressed this symptom complex, and 

although they typically cited rates of less than 1%, the data was obtained from 

retrospective reviews at single sites or was based on MDR or complaint numbers.  It is also 

not clear how an allergic reaction was defined. 

 A handful of case reports have noted individuals with dermatological manifestations, 

positive patch testing, and resolution with device removal, suggesting a device-related 

reaction in those cases.  Numerous MDRs cite allergic reactions to the device, including 

some noting resolution of symptoms with device removal.  However, the limited 

information provided and the variety of symptoms reported to represent the reaction in 

many can make their interpretation related to cause and effect challenging. 

 Moving on to insert uterine or fallopian tube perforation during or after Essure 
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placement, this is a known but potentially significant complication and therefore included in 

our review. 

 In the 5-year reports for the Phase II and pivotal studies, uterine or fallopian tube 

perforation was reported at rates of 3.4% and 1.1%, respectively, with all but one having 

been noted at the time of the original PMA submission.  In the Phase II study, which had the 

higher rate, five of seven perforations were associated with the use of a support catheter, 

which is no longer part of the Essure system.  In the TVU study, three perforation events 

have been reported in two subjects to date, both presenting following an unintended 

pregnancy approximately 1 to 1.5 years after placement. 

 Due to the number of citations, this slide is busy, but again, the IDE studies appear 

above the double line, and our cited publications in our memo are below the double line.  

Many of the literature studies cited rates of perforation at or below 1%.  This included 

several prospective cohorts, although they tended to be single-site experience and often 

had limited 3-month follow-up.  It is also not known if and how perforations were 

systematically sought in these studies.  The highest reported rate of 3.6% was from one of 

the retrospective studies.  To date, in the SUCCES II studies, 30 events have been reported 

in the combined migration and perforation category, but at this time we can't specifically 

cite the number of perforations. 

 FDA cited several case reports or series describing perforations in our memo.  The 

diagnosis of a perforation may have been made any time during or after insertion, with 

some being made years after the procedure.  In some of these cases, patients may have 

been asymptomatic during some or all of that time.  Multiple reports note perforation even 
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after a prior uncomplicated procedure or even after a confirmation test showing successful 

placement and occlusion. 

 Patient presentation at diagnosis usually manifested in one of a few ways, new or 

persistent abdominal or pelvic pain, asymptomatic women but found after -- a perforation 

found after evaluation for patent tubes during confirmation, or evaluation of patent tubes 

following an unintended pregnancy.  Some of the cases were associated with 

intraperitoneal migration or bowel injury, which I will discuss in subsequent sections. 

 Approximately 300 MDRs describe Essure perforation events, with 90% being 

diagnosed after the insert procedure.  Perforations were diagnosed based on similar 

presentations noted for the case reports.  Although the majority involved perforation of the 

uterus or fallopian tubes, several described perforation of other organs.  This includes five 

reports in which the reporter alleges that an insert may have perforated the amniotic sac of 

a pregnant woman, and 12 MDRs which describe bowel perforation, which again I'll 

comment on in a minute. 

 In summary, although the Phase II study noted a perforation rate of 3.4%, the pivotal 

and TVU studies have seen rates of 1% or less.  A mix of studies in the literature also cite 

rates less than 4% and generally closer to 1%. 

 Numerous case reports and MDRs describe perforations, some diagnosed at 

insertion but many diagnosed later.  Some perforations have been noted in women despite 

an uneventful insert procedure and even after successful bilateral occlusion assessment.  

Although some women with perforation present with abdominal or pelvic pain, others are 

diagnosed only after evaluation of a patent tube, typically when asymptomatic at 



81 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
confirmation testing or after an unintended pregnancy. 

 An important set of points to keep in mind is that pain is not always indicative of a 

perforation.  Some perforations may be asymptomatic, and some patients, symptomatic or 

not, may not undergo laparoscopic evaluation.  As such, it may be difficult to detect or 

confirm a perforation on clinical grounds, and this may, in turn, affect the reporting and 

calculation of event rates. 

 I'm going to move to intraperitoneal insert migration, which we attempted to define 

and evaluate as an issue distinct from proximal tube migration or from expulsion into the 

uterine cavity, which is a well-described event following the Essure procedure. 

 In the Phase II study, six cases were reported where at least a portion of the insert 

was found to be intraperitoneal.  However, in only three of these cases were the inserts 

located entirely within the peritoneal space.  In the TVU study, two events of insert 

migration into the peritoneal cavity have been noted to date. 

 This next slide summarizes our literature citations with respect to intraperitoneal 

migration.  As with perforations, studies generally reported rates near or below 1%.  

However, it was not always possible to know whether the definition of migration included 

cases of proximal tubal migration or vaginal expulsion in addition to intraperitoneal 

migration.  In many of these studies, the migration was noted during confirmation testing, 

and at least one was associated with unintended pregnancy.  The exact location of insert 

migration was not typically provided. 

 Most of the publications cited in our review were retrospective single-site cohorts, 

and prospective studies outside the IDE trials were generally limited to 3 months of follow-
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up.  Several individual case reports note intraperitoneal migration of an insert or insert 

fragment.  Migration tended to be noted in asymptomatic patients at the time of the 

confirmation test, although some were also associated with bowel injury and GI symptoms.  

Although migration is largely felt to be a follow-on to insert perforation, in some cases 

authors specifically noted that no perforation was present at laparoscopic evaluation, 

raising the possibility, among others, that the device may have migrated distally. 

 A few of the reports described local complications or findings at the time of 

laparoscopy, including bowel perforation or obstruction, adhesions, and inflammation, 

although the relationship to the device was not always clear.  In many reports, the inserts 

were removed laparoscopically without complications, although in some, intraoperative 

fluoroscopy was required to locate the insert or fragment.  Some surgeons, however, 

elected to leave the inserts in place if the patient was asymptomatic. 

 In terms of MDRs, FDA has received 227 reports related to insert migration.  About 

half simply note the abdominal or pelvic cavity as the location, and 25% report migration to 

or around parts of the bowel.  It is possible that some of the remaining reports that 

describe migration may actually represent expulsion.  In cases where the device migrated to 

or around the bowel, the patient may have presented with signs or symptoms of bowel 

perforation or bowel obstruction, although this was not in the majority.  At least one report 

noted a surgical ileocecectomy because of a bowel perforation.  This case may overlap with 

one of the literature case reports. 

 It should also be noted that MDR requirements do not mandate the reporting of an 

insert migration in which the patient is asymptomatic.  Hence, the manufacturer may have 
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additional reports of migration which are not in the MDR database. 

 Summarizing intraperitoneal migration, limited numbers of cases have been 

reported in IDE studies in the literature.  However, many of the literature publications were 

retrospective data collections not necessarily focused on migrations.  On the other hand, 

some may have included cases of proximal migration or expulsion in their definition. 

 Case reports suggest that intraperitoneal migrations are often asymptomatic and 

found at routine imaging or during evaluation of suspected patent fallopian tubes.  Many 

describe laparoscopic procedures to remove the migrated device with or without 

fluoroscopy, although some authors elected to leave asymptomatic migrations alone. 

 Two hundred and twenty-seven cases of migration have been seen in the MDRs, 

although it is not certain that all represent intraperitoneal migration.  Information regarding 

these MDR cases were similar in nature to the case reports. 

 Although migrated inserts may be easier to detect on routine imaging studies than a 

perforated insert, since they may be asymptomatic, the diagnosis of the event may be 

delayed or perhaps missed, similar to perforation events. 

 I wanted to briefly summarize the information regarding reports of bowel injury 

related to Essure perforation and/or migration.  There are three recent case reports which 

cite small bowel obstruction, perforation, or both, as shown on this slide.  All three were 

diagnosed within a month of placement, and all presented with pain, nausea, and vomiting.  

Two patients required bowel resection.  In addition, FDA has received 12 MDRs citing bowel 

perforation in association with the Essure device, two of which also report obstruction.  

Two of the 12 reports describe the need for ileocecectomy, but many represent -- but may 
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represent the same event reported by two different sources and may overlap with the case 

reports. 

 Moving on to device removal, although Essure is intended to be a permanently 

implanted device, we have seen and heard multiple reports of women seeking or 

undergoing surgical procedures in order to have the devices removed.  As such, we thought 

this was an important topic to include, and one of our questions to the Panel later today 

specifically focuses on insert removal. 

 During the premarket studies, there were five cases of insert removal, as shown on 

this slide.  At the 5-year follow-up, 5.8% of women in the Phase II and 4.2% of women in the 

pivotal trial had undergone device removal.  Our number for the Phase II is different than 

that presented by the Sponsor earlier as we also included one case of hysteroscopic 

removal.  Removals were largely performed laparoscopically or by hysterectomy, and pain 

or bleeding were the common issues noted.  In the TVU study, 2% of women have had their 

devices removed to date.  Again, pain and bleeding had been the most common clinical 

scenarios.  And for over 63% of the subjects, symptoms resolved after removal. 

 In terms of literature regarding device removal, the recent Chudnoff report provided 

additional details on the 15 women who underwent hysterectomy in the 5-year pivotal 

cohort.  The principal reasons included menorrhagia, pain, and dysmenorrhea, although the 

author stated that only two hysterectomies were due to the Essure device.  How that 

determination was made is not provided. 

 As we mentioned previously, the Arjona-Berral paper focused on women who sought 

removal for persistent pain.  It did not specifically mention whether additional women in 
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their cohort had removals for other reasons.  But this study did note improvement in 

symptoms in the seven subjects who were included. 

 In the SUCCES II study, to date, at least 56 subjects have undergone removal by 

hysterectomy or laparoscopic tubal surgery to date. 

 Multiple case reports note insert removal, which we have alluded to in prior 

sections.  Many of these describe laparoscopic removal, including procedures more than 4 

years after implantation.  Several others noted successful hysteroscopic removal even out 

beyond 3 months.  The more commonly cited reasons for removal were persistent pain and 

abnormal bleeding, although inserts were also removed following diagnoses of perforation 

or migration and also at the time of surgical tubal ligation.  When outcomes were cited, 

many noted improvement or resolution of the main complaints.  Although many of the 

reports note no complications associated with the removal procedure, others have noted 

device fragmentation or difficulty in locating inserts or insert fragments without the use of 

fluoroscopy. 

 As I mentioned earlier, FDA has received 452 MDRs describing Essure device 

removal.  These include hysteroscopic and laparoscopic removal, but almost 60% report 

hysterectomy.  Reasons for removal are similar to those mentioned in previous slides but 

also include presumed allergic reaction, adenomyosis, and prolapse.  Only 196 of the 452 

MDRs provide additional information on the outcome of symptoms following removal.  Of 

those, about 90% state that the symptoms attributed to Essure either resolved or 

significantly improved, many times soon after surgery.  This includes reports of multiple 

symptoms resolving, including pain, headache, fatigue, rate changes, and many others.  
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Conversely, 20 of the 452 reports specifically noted that the pain -- the symptoms did not 

improve or resolve.  Most of those 20 still reported pain. 

 Summing up device removals, follow-up of subjects in the IDE cohort show rates of 

approximately 2% to 6%.  In the IDE studies as well as case reports and MDRs, common 

clinical scenarios associated with device removal were abdominal or pelvic pain, vaginal 

bleeding, perforation, and/or migration.  However, in all sources of data, some women 

underwent removal, and particularly by hysterectomy, for reasons which also included 

endometriosis, adenomyosis, prolapse, and fibroids, which certainly may have been 

unrelated to the device.  Literature reports tended to note removal via hysteroscopy or 

laparoscopy, whereas MDRs tended to report removal by hysterectomy. 

 Regardless of the methodology and the source of information, when symptoms 

outcomes were reported following removal, many reported significant improvement or 

resolution. 

 Finally, I'm going to describe the deaths which have been reported in association 

with or following Essure placement.  As the Sponsor mentioned, two deaths have been 

reported for subjects in the IDE studies, and they described those.  Prior to June 1st, 2015, 

FDA had received 11 MDRs which described a patient death, although limited information in 

these makes an assessment of causality difficult in some. 

 Five reports describe fetal death, which the reporter presumed was due to Essure 

coils perforating the amniotic sac.  We are uncertain if there is duplicative reporting among 

these cases, and no additional clinical information was provided to assist in the 

determination of cause and effect. 
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 The remaining six reports describe four unique events:  one woman with Group A 

streptococcal infection 2 days following implant; one woman experiencing cardiopulmonary 

arrest during insertion, whose autopsy revealed a probable paradoxical air embolism and 

patent foramen ovale; a woman who died from a pulmonary embolism 13 days after 

hysterectomy to remove the implants; and one woman who committed suicide, although no 

additional data was provided. 

 With that, I would like to introduce Ms. Allison O'Neill from the Office of Surveillance 

and Biometrics, Division of Epidemiology, who will be presenting some of the effectiveness 

data that was included in our review memo. 

 MS. O'NEILL:  Good morning.  My name is Allison O'Neill.  I am an epidemiologist in 

the Office of Surveillance and Biometrics. 

 Today I'm going to present a brief summary of the results of FDA's literature review 

and MDR analysis regarding effectiveness and procedural outcomes.  First, I will talk briefly 

about the Essure procedure in terms of timing and follow-up.  Second, I will present a 

summary of the literature on Essure placement rates.  Third, I will present literature and 

MDR results regarding unintended pregnancy after Essure placement.  Fourth, I will present 

a summary of the literature on patient satisfaction with the Essure device and procedure.  

And, finally, I will summarize the strengths and limitations of the reviewed literature. 

 Before I present the results of the FDA literature review, I'd like to highlight a point 

previously made by Dr. Corrado.  Essure is unlike bilateral tubal ligation in that it is a 

multiple-step method requiring patient compliance with a confirmation test 3 months post-

placement.  During the 3-month period, the patient is counseled to use alternate 
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contraception.  Therefore, there are three types of unintended pregnancies that may occur 

after Essure placement.  Luteal phase pregnancies refer to pregnancies that have already 

occurred but are unrecognized at the time of placement.  The second type is a pregnancy 

that occurs either during the 3-month period before confirmation or occurs in a patient who 

is not compliant with receiving the confirmation test.  However, these two types generally 

do not represent a method failure.  The third type is an unintended pregnancy that occurs 

after an apparently successful confirmation test.  This illustrates why reported effectiveness 

rates may vary by patient compliance and timing of the pregnancies reported. 

 The effectiveness of the Essure system depends on successful bilateral insert 

placement.  Bilateral placement rates were generally high in the studies reviewed.  The 

overall successful bilateral placement rate, including multiple attempts in studies with more 

than 50 subjects, ranged from 85.8% to 100%, with most studies reporting rates higher than 

90%.  Multiple authors reported more than one attempt was sometimes needed to 

successfully place the inserts. 

 Factors contributing to unsuccessful placement included: 

- Poor visualization of ostia 

- Tubal stenosis 

- Tubal spasm 

- Previous tubal occlusion 

- Anatomical irregularities 

- Patient discomfort 

 To increase likelihood of successful placement, some authors have suggested 
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premedication with NSAIDs and placement during the follicular phase of the menstrual 

cycle to improve visualization of the tubal ostia as well as decrease the chance of luteal 

phase pregnancies. 

 Previous systematic literature reviews have stated that unintended pregnancy is rare 

following a confirmation test, successful confirmation test, and that the failure rate is 

comparable to that of other contraceptive methods such as tubal ligation.  Many 

pregnancies after Essure are associated with patient or physician noncompliance or 

misinterpreted confirmation test results.  Failure rates are likely to vary by perfect use 

versus typical use, meaning that higher failure rates are likely for women who do not 

receive proper device placement or a confirmation test. 

 In the literature, confirmation test compliance rates ranged from 28.8% to 100% for 

different study populations.  However, 28.8 was a bit of an outlier from a study of a clinic 

population in Detroit, and the authors stated that health insurance coverage was a barrier 

to confirmation testing for many of their patients.  All other studies reviewed reported rates 

of 53% compliance or higher.  Health insurance coverage was one of the most important 

determining factors for patient compliance.  For a more detailed discussion of compliance 

rates and placement rates, please refer to Appendix A of the FDA review memo. 

 FDA conducted a literature review of the effectiveness of Essure in 2009 as part of 

ongoing postmarket monitoring and became aware of unintended pregnancies that had 

occurred in the commercial setting.  As a result, a subsequent change to the physician and 

patient labeling was made in order to include information on these pregnancies. 

 This is Table 7 from the physician and patient labeling, which is presented in 
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Appendices B and C in FDA's review memo.  The table shows 748 pregnancy reports 

received directly from the Sponsor, recorded in the FDA MAUDE database, and reported in 

the scientific literature.  The time range is 2001 through end of 2010.  Since this labeling 

change, FDA has continued to monitor potential effectiveness and safety signals as 

identified by medical device reports, published literature, and other sources as part of 

regular ongoing postmarket monitoring. 

 For the recent literature review regarding the effectiveness of Essure, FDA reviewed 

the peer-reviewed literature from 2002 to 2015, focusing on data from clinical trials and 

prospective and retrospective cohort studies.  In order to better assess effectiveness rate 

over time after the 3-month confirmation test, articles were assessed regarding sample size 

and length of follow-up. 

 This is an abbreviated version of Table 13 from the FDA review memo that includes 

only studies of more than 500 patients and follow-up of at least 1 year.  There were three 

prospective studies and four retrospective studies, as shown in the third and fourth 

columns.  Each study reported an unintended pregnancy rate between 0.2% and 0.9%.  

However, many of these pregnancies occurred within the 3-month period before 

confirmation testing. 

 Chudnoff et al. described the results of the 5-year follow-up for the Phase II and 

pivotal trials.  As previously noted, there were four luteal phase pregnancies that occurred 

before device placement and no unintended pregnancies occurring after the confirmation 

test.  However, this study suffered from about a 30% loss to follow-up of the intent-to-treat 

population. 
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 Two articles reported four pregnancies each that occurred after confirmation 

testing.  Povedano et al. described one pregnancy that occurred 32 months after the Essure 

procedure.  After delivery, laparoscopy showed a unilateral tubal perforation.  Details were 

not given for the other three pregnancies.  Veersema et al. described four pregnancies that 

were each associated with either device expulsion, misinterpreted transvaginal ultrasound, 

and/or a protocol violation. 

 Additionally, Fernandez et al. used retrospective French hospital discharge data for 

more than 39,000 women who received Essure and reported a rate of unintended 

pregnancy of 0.36% compared to 0.46% observed in those undergoing tubal ligation.  

However, this and other retrospective data are limited to pregnancies that were associated 

with the hospital procedure, and thus some pregnancies may have been missed. 

 In summary, in the highest quality data available, the rates of unintended pregnancy 

after Essure were low (less than 1%), and more than half of observed pregnancies occurred 

before the 3-month confirmation testing. 

 FDA has received a number of medical device reports citing unintended pregnancy.  

However, due to limitations of the reporting system that have previously been discussed, 

these reports cannot be used to calculate the total number or rate of unintended 

pregnancies that have occurred in a commercial setting. 

 Since device approval in 2002 through June 1st, 2015, FDA has received 337 medical 

device reports related to unintended pregnancy associated with Essure use.  This includes 

21 reports that cite more than one pregnancy in a given patient and 69 involving ectopic 

pregnancy. 
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 Of the 127 MDRs which provided a fetal outcome, there were 76 reported live births, 

32 reported miscarriages, and 19 reported elective terminations. 

 Regarding the outcome of patient satisfaction, satisfaction with the device and/or 

procedure was generally measured with one or two of the following questions, whether the 

patient is satisfied with the device or procedure on a scale from 1 to 5 or a Likert scale, and 

whether the patient would recommend the procedure to a friend. 

 In the literature reviewed, patients' satisfaction ranged from 89.2% to 100% in six 

studies with less than 1 year of follow-up.  The Chudnoff article, describing the long-term 

follow-up of the Phase II and pivotal trials, reported that 98% of those not lost to follow-up 

were somewhat or very satisfied at 5 years.  One small Turkish study reported 100% 

satisfaction at 8 years. 

 However, the measurement of patient satisfaction has some limitations.  First, 

patients who require device removal due to dissatisfaction or who become pregnant are 

likely to be lost to follow-up, possibly causing inflated satisfaction rates at the final follow-

up visit.  For example, in the Turkish study, a patient who experienced an unintended 

pregnancy during the study did not contribute satisfaction data at 8-year follow-up.  

Second, satisfaction rating scales varied by study. 

 The reviewed literature has some limitations as follows.  Our presentation has 

focused on data from prospective, well-controlled studies such as the pivotal and Phase II 

studies which were used to support the PMA application and supplements.  However, many 

other studies in the literature were retrospective in nature, with variable length of follow-

up which may be more vulnerable to study bias.  Detailed information about pregnancies, 
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such as length of time after procedure and occurrence of device migration or perforation, 

was missing in some articles 

  Study investigators used different confirmation tests, including HSG, TVU, and/or 

pelvic X-ray, especially in studies conducted outside the U.S., which may limit comparison 

between studies.  Only one study included a comparison group, and this study was 

retrospective.  And, finally, the measurement of patient satisfaction had limitations, as 

previously discussed. 

 The strengths of the available peer-reviewed literature include data from clinical 

trials as well as real-world use, multiple studies with sample sizes of 100 or more women, 

and international data including women from North America, Europe, and Australia. 

 This concludes the section on effectiveness and procedural outcomes. 

 In summary, Essure has been approved for marketing within the United States and 

many other nations for over 10 years.  Two prospective clinical trials were performed by the 

Sponsor and reviewed by FDA and its Obstetrics and Gynecology Devices Advisory Panel in 

support of the approval decision in 2002. 

 Over the past 2 years, FDA has seen an increase in the number of voluntary adverse 

event reports related to the Essure system, many coming from women implanted with the 

device. 

 In performing our current review of safety and effectiveness data for Essure, which is 

represented in our review memo and in our talk today, we focused on a number of the 

more commonly reported issues or concerns and included data and information from a 

variety of different sources, all of which have their own strengths and limitations. 
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 Later today, the Committee will be asked to review and discuss this data along with 

other information provided by the device manufacturer and members of the clinical and 

patient communities.  You will be asked to discuss specific safety events, such as the ones 

presented, and provide recommendations on what risk mitigation steps, if any, might be 

warranted. 

 We will also ask the Panel whether any of the issues discussed should be further 

evaluated through the collection of additional preclinical and/or clinical data. 

 Finally, you will be asked to consider the current safety data in relation to the 

device's effectiveness and to provide us with your overall assessment of the risk-benefit 

profile of the device. 

 We appreciate your time in helping us review and interpret the current data related 

to the Essure system and look forward to your discussion and recommendations later this 

afternoon. 

 This concludes FDA's presentation.  Thank you. 

 DR. IGLESIA:  I would like to thank the FDA for their presentation. 

 Does anyone on the Panel have a brief clarifying question for the FDA?  And please 

remember that the Panel may also ask the FDA questions during the Panel deliberation 

session this afternoon. 

 I'll start with Dr. Stubblefield. 

 DR. STUBBLEFIELD:  A comment on the first FDA presentation comparing LARC 

methods to hysteroscopy.  I'm very fond of LARC methods, but I have to point out that the 

expulsion rate for both IUDs is more or less 5% per year, and that goes on year after year.  
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Also removal for pain and bleeding is comparable and again goes on for year after year.  The 

etonogestrel implant has about a 20% removal for excess bleeding in the first year.  So if 

you're comparing the methods, there is -- it's kind of hard to keep people on the LARC 

methods for 5 or 10 years.  It takes a lot of love and care and repeat procedures and so on. 

 DR. IGLESIA:  Thank you. 

 Dr. Coddington. 

 DR. CODDINGTON:  Thank you very much.  And I'll thank the FDA for their review, 

complete review of the different aspects of the device. 

 For all of them, the question comes up on the MDRs, that there is not specific data 

available to allow us to get some insight into the process.  And as Dr. O'Neill said, there was 

53% compliance and then 30% lost to follow-up.  So my concern is, is that there's a lot of 

information in that dataset.  It was not clear to me whether they had the opportunity to 

look over the data from the manufacturer, stating why there were dropouts or why there 

was lack of compliance.  And so I think some of that may give us a better insight, 

particularly when Dr. Yustein related to the fact that there was bowel injury, for instance, 

that occurred within a month of the placement of the device.  Your thoughts from the FDA 

group? 

 DR. IGLESIA:  Dr. Yustein. 

 DR. YUSTEIN:  So I'm sorry, can you rephrase?  Is there a specific question that you'd 

like us to try to address? 

 DR. CODDINGTON:  Well, I guess the question is, is do you have access to any of the  

-- I'll call it raw data from the industry that allows insight into some of these dropouts or 



96 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
information, you know, so that you might have a better explanation or understanding of our 

process?  I mean I know the MDR process has its limitations.  I appreciate that.  But I guess 

the simple thing is do you have any access to the raw data from industry? 

 DR. YUSTEIN:  So I guess I just want to clarify.  So the raw data in terms of the MDR 

events or the raw data from the clinical trials that they conducted or both? 

 DR. CODDINGTON:  Let's just say both, and I'll let you take from there. 

 DR. YUSTEIN:  Okay.  So I mean, it's two different topics here.  So in terms of medical 

device reports, the majority of time -- Essure being an exception, the majority of time the 

reports we get mainly come from manufacturers.  We typically say that about 95% or over 

90% of our MDRs come from manufacturers.  With Essure it's a little different.  As you saw 

in one of the graphs I showed, we have a much higher percentage of voluntary reports.  The 

manufacturer reports that come in, they are expected to do an evaluation of the event and 

include that information in the MDR that they send in. 

 They also have the ability to send in what we call supplements to the MDRs as they 

learn additional information, because manufacturers are supposed to send in an MDR 

within 30 days of learning of the event.  So that doesn't always give them the opportunity 

to know everything that happened within 30 days.  So it's not uncommon for them to then 

submit additional information as an MDR supplement for that event.  Within the MDR there 

are different sections of an MDR document, and there are sections for narratives or 

conclusions that the manufacturer based their evaluation.  So they do give that information.  

Do we have all the information that they did in terms of their investigation?  That would be 

in their files. 
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 In terms of the -- I'll defer to the ODE folks.  So your other question is in terms of 

why patients may have dropped out of clinical studies.  Does anybody want to handle that 

one?  Can we kind of discuss that after lunch maybe?  Is that okay? 

 DR. CODDINGTON:  That would be great.  Thank you for the clarification, really, for 

all of us. 

 DR. IGLESIA:  Thank you. 

 Dr. Seifer. 

 DR. SEIFER:  Partially as a follow-up on that, in terms of -- it's been presented by 

multiple people that this is a three-step mandatory process and that when Bayer presented 

their information about pregnancies occurring, they said all of them occurred before the 

3-month confirmation test.  And I think Ms. O'Neill was talking about half of the 

pregnancies occurring before the confirmation test, and she also stated this broad range of 

compliance rates between 28% and 100% in the literature.  So can we get some more 

information about why that range is so broad?  She mentions health insurance was an 

important factor.  Can you give us some information about that? 

 DR. YUSTEIN:  Give us one second. 

 (Pause.) 

 DR. YUSTEIN:  We have a backup slide, and we'll try to pull that up. 

 DR. IGLESIA:  Would it be easier to do this after -- for the afternoon session? 

 DR. YUSTEIN:  We can do it after lunch if you just want to give us some questions 

that you'd like us to -- 

 DR. IGLESIA:  That way we'll -- but I'll remember it. 
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 Dr. Myers.  We'll take two more questions from Dr. Myers and Dr. Milner. 

 DR. MYERS:  Yeah, I just wanted some clarification about the adverse event of pain.  

And I believe I heard a statement made that patients with preexisting pelvic pain were 

excluded from the IDE studies.  Was that correct?  So therefore everything presented in 

what we've been seeing is post-procedure pain, not preexisting and recurrent. 

 DR. YUSTEIN:  Right.  What we presented -- what was that? 

 (Off microphone comment.) 

 DR. YUSTEIN:  Right.  For the IDE studies, patients -- one of the exclusion criteria was 

chronic pain.  Right. 

 DR. MYERS:  Thank you. 

 DR. YUSTEIN:  Right. 

 DR. MYERS:  Thank you. 

 DR. IGLESIA:  Dr. Milner. 

 DR. MILNER:  Just sort of a general question that derives from a specific point that 

was made, which is that in the Phase II and pivotal studies, with respect to metal allergy and 

hypersensitivity, it says there were no allergic reactions, and then it says there were four 

reports of itching, hives, rash, or eczema.  And so I guess my question, first of all, is what is 

that if it's not allergy? 

 And then the second question is what are the specific standards that are used to 

define what allergy and hypersensitivity is, and were the same standards applied for these 

studies?  Is there a specific standard that is common to all trials like this? 

 DR. YUSTEIN:  So thank you very much for that question, Dr. Milner, and I think that's 
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one of my questions to you guys as well.  When we were presenting our data, we tried to be 

very careful in terms of how things were coded.  So certainly one of the reasons why I listed 

those dermatological events was because, even though they were not specifically listed 

under the MedDRA coding or a coding as an allergic reaction, certainly some may interpret 

it as an allergic reaction. 

 So I was just trying to give that data, and the interpretation is certainly up to you.  I 

think one of the things I tried to point out during my presentation is that reading through a 

lot of the literature, it is very unclear in terms of how people defined what is an allergic 

reaction or a hypersensitivity reaction, and I don't think it's possible to know in a lot of 

literature how they defined it.  They would just come out and say the rate of allergic 

reaction was 0.04%, but I don't know how they sought it. 

 DR. MILNER:  I guess my question is, in an IDE -- 

 DR. YUSTEIN:  Okay. 

 DR. MILNER:  -- is there a standard for reporting?  When you get a symptom, is there 

a standard for what -- specifically with respect to allergy and hypersensitivity or if you see 

that symptom it gets listed under there and that's -- 

 DR. YUSTEIN:  And I think every IDE -- and I'll let the ODE folks talk to this.  Every IDE 

study and protocol probably has distinct -- you know, there's no standard definition, I think, 

that we use across every IDE study.  And I can't tell you, in this particular one -- maybe we 

can look that up -- if and what that definition was.  But oftentimes the individual study may 

define it for that particular study, but we can try to find out for you if and how it was 

described in this particular one. 
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 DR. IGLESIA:  Okay, thank you very much. 

 We will now take a 10-minute break, but I encourage all Panel members to write 

down any questions that we may have so we can discuss them in the afternoon.  And, Panel 

members, please do not discuss the meeting topic during the break amongst yourselves or 

with any members inside or outside of the audience. 

 And, Ms. Craig, we will resume at? 

 MS. CRAIG:  11:26. 

 DR. IGLESIA:  11:26. 

 (Off the record at 11:16 a.m.) 

 (On the record at 11:42 a.m.) 

 DR. IGLESIA:  Would everyone please take a seat?  Thank you.  We will now proceed 

with the first portion of the Open Public Hearing.  For the record, all Panel members have 

been provided written comments received prior to the meeting for their consideration.  

During the Open Public Hearing, public attendees are given an opportunity to address the 

Panel to present data, information, or views relevant to the meeting agenda. 

 Ms. Craig will now read the Open Public Hearing Disclosure Process Statement. 

 MS. CRAIG:  Both the Food and Drug Administration and the public believe in a 

transparent process for information gathering and decision making.  To ensure such 

transparency at the Open Public Hearing session of the Advisory Committee meeting, FDA 

believes that it is important to understand the context of an individual's presentation.  For 

this reason, the FDA encourages you, the Open Public Hearing speaker, at the beginning of 

your written or oral statement, to advise the Committee of any financial relationship that 
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you may have with any company or group that may be affected by the topic of this meeting.  

For example, this financial information may include a company's or a group's payment of 

your travel, lodging, or other expenses in connection with your attendance at the meeting.  

Likewise, FDA encourages you, at the beginning of your statement, to advise the Committee 

if you do not have any such financial relationships.  If you choose not to address this issue 

of financial relationships at the beginning of your statement, it will not preclude you from 

speaking. 

 DR. IGLESIA:  The FDA and this Panel place great importance in the Open Public 

Hearing process.  The insights and comments provided can help the Agency and this Panel 

in their consideration of the issues before them.  That said, in many instances and for many 

topics, there will be a variety of opinions.  One of the goals today is for this Open Public 

Hearing to be conducted in a fair and open way where every participant is listened to 

carefully and treated with dignity, courtesy, and respect.  Therefore, please speak only 

when recognized by the Chairperson.  Thank you for your cooperation. 

 Now, each registered speaker will be given 3 minutes to address the Panel.  We ask 

that each presenter speak clearly to allow the transcriptionist to provide an accurate 

transcription of the proceedings of this meeting.  The Panel appreciates that each speaker 

remains cognizant of their speaking time. 

 Will Speaker No. 1 please step up to one of the two floor microphones on the floor?  

Or if you are unable to do so, a microphone can be passed to you.  Please state your name 

and any organization you are representing for the record.  Thank you.  Correction, the first 

speaker is the first video. 
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 (Video played.) 

 MS. RUTTER:  My name is Lori Rutter.  I was diagnosed with MS late in '97.  Essure 

was implanted December of '03.  There was no nickel test.  I was told it was no risk.  It was a 

good option for me with no surgery.  I had trouble within a few months with severe pain 

and heavy bleeding, et cetera.  The doctor moved out of the state soon after.  Over the next 

year, my disease progressed.  I stopped driving in a week.  I had to use a wheelchair.  And 

then in 2011, I needed to use a power chair 24/7.  Now I struggle to stand for 15 seconds.  

Many have MS in my area, many not in wheelchairs, and virtually none who have been on 

an MS drug since the beginning like me.  I thought my body responded inevitably to this 

device being implanted.  Now I understand completely. 

 After further research, I learned of something called FBR, or foreign body response.  

The immune system is intended to be our protector.  When the immune system finds a 

foreign body, it destroys and eliminates it from the body.  However, in autoimmune 

diseases, it actually attacks itself rather than the foreign substance, thus creating a perfect 

storm to wreak havoc in your body, like it did with me.  Having an underlying autoimmune 

disease is a counterdiction for mesh, according to some mesh manufacturers to the doctors. 

 Cancer researchers know there are links between chronic inflammation and 

development of cancer.  Autoimmune researchers know there are links between 

autoimmune diseases and the chronic inflammation.  Some surgeons know there are links 

between implants and autoimmune disease.  Degradation and products of PET are 

considered toxic.  Substantial testing was not done.  PET has been identified to make cancer 

cells multiply.  Inflammation can become chronic.  Cell mutation can result and create an 
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environment that is conducive to new development of cancer.  So much more, but bottom 

line, this is an inflammatory device that is worsening and creating autoimmune disease and 

cancer at the expense of women and families everywhere, not to mention all of the other 

issues.  I was not given the proper information to make an informed decision.  PET fibers in 

Essure causes chronic inflammation, which in turn caused my body to react.  Long-term 

nickel exposure is toxic. 

 I urge you to recall this device.  Not everyone will get cancer and develop 

autoimmune disease, but there are certainly those of us who do and deserve the right to 

know.  My desire to avoid surgery could have killed me with malignant cervical cancer.  It 

did change my MS.  I was a functioning adult living life with a chronic illness until Essure.  All 

medicine stopped working and the disease changed course.  I have not been a mother or 

wife for a long time, and because of this fact, I cannot live without assistance.  Essure was 

the worst decision I ever made. 

 Thank you. 

 DR. IGLESIA:  Will Speaker No. 2 please come up to the microphone?  State your 

name and affiliation.  Krystal Donahue, come on up. 

 MS. DONAHUE:  Currently there are over 7,000 Essure adverse events filed with the 

FDA.  A study I co-authored was recently published in Pharmaceutical Medicine.  It analyzed 

adverse event submissions from 1,349 women received via the MedWatcher app over a 7-

month period.  One of the major findings was that 77% of these women reported serious 

events, including hospitalization, disability, and permanent damage after implantation.  One 

patient reported three times before an investigation was completed.  One's directly to 
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Conceptus, one's through MedWatcher app updating to report surgeries and a diagnosis of 

cancer, and the third time her doctor filed a report.  The result of the third complaint was 

their concluding that since no product was returned, we were unable to perform an 

investigation. 

 As a voluntary reporter, I am not an extreme case.  I did not get pregnant, develop 

life-threatening complications, or get cancer.  My coils did not migrate or perforate.  I did, 

however, endure physical pain and mental anguish for 2 years after being implanted with 

Essure.  My major complications were abdominal pain, painful sex, extreme fatigue, joint 

pain, rashes, and abdominal swelling.  I visited a doctor more than 20 times in the 2 years 

wearing Essure.  I had multiple blood tests, four ultrasounds, a CT scan, pelvic X-ray, a 

month of physical therapy, a cortisone injection, exploratory laparoscopy, and Lupron to 

rule out endometriosis.  My primary care doctor finally told me that if I could not convince 

an OB/GYN to remove them, he would refer me to a general surgeon who would. 

 I was finally able to find a doctor at a small practice who would discuss Essure 

removal.  After an internal exam where I convulsed off the table in pain, he agreed that 

they needed to come out right away.  I had a hysterectomy on my 37th birthday.  I thank  

Dr. Lacher, Dr. Adashek, and GBMC for freeing me from the pain Essure caused.  I wish I 

could thank the FDA, ACOG, or Bayer for helping, but they are simply failing us.  Focus on 

profits. 

 Despite the thousands of women harmed and despite all the data presented here 

today, Bayer and the FDA have difficulty seeing the causal relationship between Essure and 

our health due to limited data.  Adequate studies should be required before marketing a 
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device that is meant to be worn for life.  This is totally unacceptable.  It is my opinion that 

premarket approval should be revoked on this product due to continued patient harm from 

the procedure and wearing the device over our lifetime. 

 Thank you. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 4, please step up to the microphone.  State your name and 

affiliation.  Elena.  Elena Mendez. 

 MS. MENDEZ:  My name is Elena Mendez.  I am from -- I'm sorry.  Hi, my name is 

Elena Mendez, affiliated with Essure problems.  I would like to start by thanking you for 

giving me this opportunity to speak.  I felt it was important for me to be here and travel 

from New York to share my experience I had with Essure. 

 I was implanted with Essure in February 2008.  My doctor highly recommended it to 

me.  He felt I needed permanent birth control due to the fact I previously had, 3 weeks 

prior, NovaSure ablations.  It was described to me as soft, flexible inserts, no hormonal side 

effects.  And the biggest selling point to me at that time was no down time.  I was working 

as an ER nurse, I had two small children, and this was an optimal situation for me.  I was 

told that my sensitivity to nickel and my previous piercings that rejected multiple times 

were not an issue for me because Essure was not made of the same nickel that was in 

costume jewelry.  I was informed that I would need an HSG or a sonogram within a few 

months.  When I called the facility to schedule my HSG, I was informed that I could not have 

the HSG because I had a NovaSure procedure done prior.  I tried for several months.  I tried 

several facilities to no avail, and no one would do this HSG for me. 
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 Multiple sonograms were done over the years due to my complaints of pelvic pain, 

bladder pain, pressure, and painful intercourse.  The sonograms were performed in my 

doctor's office and led by my doctor, and I was informed that Essure coils were within 

normal limits and no other pathology was noted.  Well, I was told repeatedly that Essure 

had no side effects, they don't move, and there's nothing wrong with me.  I lived in constant 

pain.  My quality of life was severely diminished.  Chronic pain became my norm every day.  

I could not have sexual intercourse with my husband as the pain was excruciating.  This 

negatively impacted my marriage.  I could not be a mother to my children that they 

deserved or the mother I was before Essure was implanted.  I couldn't even be the ER nurse 

I was before Essure.  Most nights I was at work taking care of patients, holding my own 

pelvic area, appearing as if I myself was in need of emergency medical services. 

 Every aspect of my life was affected and altered in so many ways.  After years of 

enduring pain, another doctor ordered a pelvic-abdominal CAT scan.  My Essure coils were 

not in the correct location.  Upon laparoscopy and hysteroscopic, my right Essure coil was 

found totally covered in scar tissue and buried in my endometrial cavity.  The left coil was 

barely in my fallopian tube.  And while Essure and my fallopian tubes have parted ways with 

me, I am left with adrenal and kidney issues and memories of the woman, mother, and 

nurse I was before I had Essure implanted.  I count too, and I am real. 

 (Applause.) 

 DR. IGLESIA:  Thank you. 

 Speaker No. 5, please state your name and affiliation. 

 MS. FARMER:  My name is Chandra Farmer.  I have no financial conflict of interest 
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with Bayer or Essure. 

 I chose Essure for birth control when my last child was born in 2012.  Three weeks 

after implanting, I experienced heart palpitations, weight gain, hot flashes, migraines, 

insulin resistance, nickel and chemical allergies, psoriasis of my hands and my vagina, 

interstitial cystitis, and 37 other symptoms.  Soon I became so tired I was sleeping 18 hours 

a day.  My neurological team was stumped.  I had all the symptoms of narcolepsy.  I even 

tested positive for the narcolepsy genotype but never once tested positive for narcolepsy in 

multiple sleep studies.  Their last words to me were go home, get a good night's sleep, and 

see a psychiatrist.  Those words devastated me.  They were the specialists.  They were 

supposed to help.  HLA genotyping should have been part of the clinical studies. 

 Each of my narcolepsy symptoms were scary in their own right, but the narcolepsy 

symptom cataplexy was debilitating.  Cataplexy is defined as loss of muscle tone upon 

emotions while being completely conscious.  My cataplexy was mostly full-body attacks.  I 

would fall to the ground completely paralyzed and lay there for up to 8 minutes at a time, 

and I could do this 20 times a day.  Living with cataplexy was a daily struggle.  I had to stop 

driving, be mindful of my surroundings because of falling, and even then found myself in 

the ER with concussions.  I became depressed because I literally had to stop feeling.  I was 

captive in my own body. 

 I remember a terrifying instance where I had swung too far forward, and I thought I 

was going to die of suffocation, and all I could do was scream inside my own head for help.  

After 1 year of having cataplexy, it became normal for my very young children to tell 

strangers, it's okay, my mom does that sometimes.  There is nothing more heartbreaking in 
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this entire world than having your babies have to be your caretaker or your advocate. 

 I found Essure problems online.  I took the information to my new OB, and he agreed 

to a hysterectomy on August 29th of last year.  It has been 1 full year since surgery, and I 

have not fallen down with cataplexy since.  Not once.  All of my other symptoms have 

vanished.  The only thing that lingers are my new autoimmune problems. 

 There are many, many more women out there with neurological problems like me.  I 

have personally talked to dozens who have said they have the same symptoms and just 

didn't know what to call it.  They are out there, and they are real.  I had the most horrific 

experience with Essure.  I had the coils removed during a surgery I was terrified to have.  

But now I'm living instead of existing.  You all can call it what you want, but we call it 

Essure. 

 Thank you for your time. 

 (Applause.) 

 DR. IGLESIA:  Thank you. 

 Speaker No. 6, please state your name and affiliation. 

 MS. TATE:  Good morning.  I'm Lisa Tate, Interim Executive Director of Healthy 

Women, the nation's leading online women's health resource.  We are a nonprofit 

organization that receives funding from a wide range of sources.  I understand that we have 

received funding from Bayer in the past.  I have no personal financial interest. 

 Prior to joining Healthy Women, I was CEO for a long time for a national patient 

organization for women with heart disease.  During my tenure there, I saw the development 

of the vast array of online options for women to educate themselves about their health.  
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The Internet and sites like Healthy Women have provided unparalleled opportunity to 

empower patients and consumers.  For example, today, when we go to our physician, we 

often walk in with a list of questions that we've gotten from research on the Internet.  This 

absolutely does result in better care. 

 But along with these positives there are also negatives, particularly with the 

explosion of social media.  My organization had a 15,000-member patient community.  

However, even though the community had policies against giving medical advice, it was 

uncommon for women to follow this.  One example was women who had experienced very 

serious side effects from cholesterol medication and advised women not to take that, even 

though this is literally life threatening for a woman with heart disease.  And there are many 

options to reduce the side effects, like taking -- and these decisions should be made with a 

woman in consultation with her doctor. 

 Today we're talking about birth control, which is an important choice and one of 

many very important life decisions that women have to make along their personal 

healthcare journey.  Yet, not every woman needs the same type of birth control.  Birth 

control is not one-size-fits-all, and all women need scientifically sound information to guide 

them in their decision making.  Having access to birth control options that fit a woman's 

individual needs is important, particularly if she has completed her family and is looking for 

a permanent solution for family planning.  This is a big decision in a woman's life.  The 

cornerstone of this level of decision making starts with a conversation between the patient 

and the healthcare provider.  Women need to know what questions to ask, and healthcare 

providers need to be at the ready with the answers. 
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 As an educational source for the more than 5 million women who annually visit 

healthywomen.org, we understand the importance of availability of reliable, medically 

sound scientific health information.  We advocate that women should have access to the 

full array of contraceptive options approved by the FDA and that a woman's choice of birth 

control method, or any other major healthcare decision, should be made in collaboration 

with her healthcare provider.  This hearing today will provide important information for 

both women and their healthcare providers. 

 Thank you. 

 DR. IGLESIA:  Thank you. 

 Speaker No. 7.  Please state your name and affiliation. 

 DR. GARIEPY:  Good morning.  My name is Dr. Aileen Gariepy from Yale School of 

Medicine, Department of OB/GYN. 

 Next slide, please. 

 I am a trainer for the Nexplanon reversible contraceptive. 

 Next slide, please. 

 Today I'd like to focus on effectiveness.  The introduction of Essure in 2002 was very 

exciting for women and doctors.  Essure was publicized in popular women's magazines and 

focused on office procedures and avoiding anesthesia. 

 Click.  Can I get a click?  Can you advance?  Thank you.  Natural barriers -- and click -- 

and superior effectiveness.  Click, please. 

 I was excited to be a doctor offering Essure, until I found that the clinical reality did 

not reflect the published data.  Click.  Click.  So I looked more closely at the published data.  
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The major disadvantage of Essure is that it's a multi-step procedure, which means there are 

multiple opportunities for a problem.  I found that Essure publications and advertisements 

focused on the best-case scenarios of effectiveness -- click; click, please -- if everything 

went perfectly.  And it excluded women with unsuccessful steps.  If you could click the next 

field.  And also excluded women who got pregnant at each step.  If you can click again.  

Unfortunately, as we know, few things in life are perfect, and women and doctors want to 

know realistic chances of each step being successful.  So that was the analysis that I did.  

Click. 

 My colleagues and I performed an intention-to-treat analysis incorporating all 

available published data in the peer-reviewed literature, which mostly -- which more closely 

reflects real-life experience.  Click.  And what that showed is that 85% of women attempting 

Essure were sterilized at 3 months.  Is 85% good enough?  That depends.  With laparoscopic 

sterilization, 99% of women who attempt the procedure are sterilized.  And this doesn't 

even take into account the risk of pregnancy.   

 So I performed a second intention-to-treat analysis.  Click.  Again, based on all the 

published data in the literature at the time that it was published, there was -- sorry, click -- 

a 10-times-higher risk of pregnancy with Essure at 1 year than there was compared to the 

CREST data for laparoscopic sterilization.  Click, please. 

 When we talk about contraception, we typically report on perfect and typical failure 

rates at 1 year, but currently we do not report that for female sterilization.  Click.  We can 

and should differentiate -- please click -- and advertise what the perfect versus typical rate 

is for Essure.  Please click. 
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 The good news is, is that Essure may still have promise.  It's still not incisional.  It can 

be performed in an office.  Laparoscopy can be avoided and maybe even general 

anesthesia.  However, we are missing key pieces of data, and more data is needed.  Click.  

We need transparent reporting of the data that we currently have -- click -- including 

mandatory pregnancy reporting of all pregnancies to a national, impartial data and safety 

monitoring board.  Please click.  We should be talking about typical failure rates, not perfect 

failure rates.  Please click.  And I do believe it's time for CREST 2.0 and update a national 

multi-site collaborative review of sterilization.  Our CREST data is now 30 years old.  We 

need a prospective cohort that directly compares Essure and laparoscopic sterilization, 

measuring all clinically meaningful outcomes, including side effects and repeat surgery.  We 

need an intention-to-treat analysis, prompt publication of data, and then we can know how 

sure Essure is. 

 DR. IGLESIA:  Thank you. 

 DR. GARIEPY:  Thank you. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 8, please state your name and affiliation. 

 MS. HOWELL:  Good morning.  My name is Rebecca Howell, and I have no ties to 

Bayer.  Thank you for taking the time to hear our case. 

 After my third child was born, heart complications required either my husband or I 

to become sterilized.  We saw Essure advertised as a perfect product for a new mom scared 

to conceive again.  I was implanted with Essure in August 2011, and in November 2011, I 

was told I had been made sterile and the placement was perfect.  This perfect placement 
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was also confirmed by several CT scans, X-rays, and ultrasounds over the course of the 2½ 

years I had Essure in my body.  This placement did not prevent the long list of symptoms 

that appeared immediately after placement and the months and years after: back pain, 

joint pain, increased migraines, weight gain, struggle to lose weight, bloating to the point I 

looked pregnant, chronic fatigue, food sensitivities, heavy painful periods, urinary tract 

infections, monthly yeast infections, painful intercourse, hair loss, elevated CRP and sed 

rate, and nickel sensitivities.  I had to stop wearing my wedding bands because of the nickel 

content in the white gold. 

 These symptoms got so severe I had to educate my home-schooled children from my 

bed.  There were days when I would not get up out of the bed except to crawl to the 

bathroom in tears.  I felt less like a woman, less of a human.  I became depressed.  It was 

only my faith in God and my loving family that kept me from ending it all. 

 After finding a group of women with similar issues, I began my struggle to find a 

doctor who would listen to me.  The doctor who implanted my Essure device refused to see 

me.  Emergency room doctors thought I was a drug addict.  University of Florida OB/GYN 

attendings had no idea what to do with me.  It wasn't until I had proved that I had 

developed a Level 2 nickel allergy on a scale of 0 to 3 after having the implants put in that I 

had a doctor listen to me. 

 On December 20th, 2013, my cervix, uterus, and fallopian tubes were removed.  My 

coils were handed over to me intact.  They had not migrated out of my tubes or broken.  My 

symptoms improved after removal.  Yet, there are side effects of Essure and hysterectomy 

that may never go away.  My story is simple and by far not the worst story you're likely to 
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hear today.  Yet, in my eyes, it proves that even with perfect placement and no 

complications of breakage or migration, that Essure wreaks havoc on the lives of women.  

Had I opted for a simple tubal ligation, I would not have gone through this.  My children and 

husband wouldn't have to watch me in misery.  I would have an intact body and not deal 

with the ramifications of a hysterectomy at 30 years old. 

 The only, only acceptable solution for the women suffering, the women and children 

who have died, the families torn apart, and the physical, mental, emotional, spiritual, and 

socioeconomic stress on our lives is for Essure's premarket approval to be revoked, Essure 

to be permanently recalled, and for the Bayer company to be held responsible for the 

damage caused by their faulty product. 

 Thank you for your time. 

 DR. IGLESIA:  Thank you. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 9, please state your name and affiliation. 

 DR. JAMSHIDI:  Good morning.  My name is Roxanne Jamshidi.  I'm an OB/GYN.  I'm 

an Associate Professor of Obstetrics and Gynecology at George Washington University.  I'm 

also the director of the division of general OB/GYN there, but today I'm actually here on 

behalf of the American College of Obstetrics and Gynecology.  I have no financial conflicts of 

interest to disclose. 

 ACOG is a national medical organization representing nearly 59,000 OB/GYNs and 

partners in women's health.  On behalf of ACOG, I thank the FDA for its attention to the 

safety of hysteroscopic sterilization with Essure as the health and safety of patients is of 
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utmost importance. 

 Contraception is an essential part of women's health.  The majority of women will 

use birth control at some point in their lives.  Female permanent contraception or tubal 

occlusion, commonly referred to as sterilization, is one of the most popular methods for 

women.  Six hundred thousand tubal ligations are performed each year in the United States. 

 ACOG considers it essential that less invasive tubal occlusion options, like Essure, be 

made available to women because it is critical that women have a choice when it comes to 

contraception. 

 As you know, female permanent contraception can be performed through two 

different routes, abdominal or transcervical.  At this point Essure is the only technology 

available to perform a less invasive transcervical tubal occlusion which does not require 

general anesthesia and can be performed in a physician's office rather than the general 

operating room.  All medical procedures carry risks and benefits, and no single approach is 

right for everyone.  However, a woman's coexisting medical conditions, including obesity, 

cardiac or pulmonary disease, may make a less invasive approach a safer sterilization 

option.  Additionally, because the hysteroscopic approach does not require entry into the 

abdominal cavity, major morbidity associated with general anesthesia and abdominal 

surgery can be avoided. 

 In order to improve the use of hysteroscopic tubal occlusion in the future, we ask the 

FDA to take steps toward obtaining more high-quality data on both its safety and efficacy.  

We know that there are tools available to the FDA and the medical community to better 

track and understand Essure use.  Postmarket surveys and studies, comprehensive patient 
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registries, and unique device identifiers will allow us to evaluate not just a patient's 

insertion experience but also her long-term response and wellness, including the potential 

side effects and incidence of those side effects. 

 We know that permanent contraception is of life-long importance to women and 

their families.  We want to understand the positive and negative impacts of this choice.  

This involves improving the data available to women, to physicians, and to the FDA itself. 

 Moving forward, ACOG would be happy to continue to advise the FDA on the 

importance of contraceptive choice and on the information that will help us make 

appropriate decisions in the future. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 

 Speaker No. 10.  Michelle Garcia.  Ms. Garcia. 

 (No response.) 

 DR. IGLESIA:  Okay, we're going to skip on down, then, to Speaker No. 12.  Sarah.  

And please state your full name and affiliation. 

 MS. SORSCHER:  Before I begin my presentation, I'd like to ask permission from the 

Chair to present at the podium where I can have access to a remote to move my 

PowerPoint through. 

 DR. IGLESIA:  Can you move over to the microphone on the -- to your right?  Oh, I'm 

sorry, your left, my right.  So we do have an advancer on that microphone. 

 MS. SORSCHER:  Okay.  And I'd also like my full 3 minutes restored, if that's possible.  

I'm not seeing my presentation up yet.  And now I'm trying to get this clicker to work.  
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There's no -- over there? 

 UNIDENTIFIED SPEAKER:  Here it is. 

 MS. SORSCHER:  Okay.  This is going to be challenging.  Well, if there's no alternative, 

I'm going to ask to verbally move the slides forward.  Okay. 

 Good morning.  My name is Sarah Sorscher.  I am a researcher with Public Citizen's 

Health Research Group.  I have no conflicts of interest. 

 Slide, please.  Oh, go back, please. 

 Today's meeting was called in response to a large increase in adverse event 

reporting driven largely by patients.  I won't dwell on these reports because so many of 

those patients are here today. 

 Slide, please. 

 Instead, I will focus on safety issues in the two premarket trials conducted by 

Conceptus, Essure's prior manufacturer. 

 Slide, please. 

 The total number of patients experiencing an adverse event related to pain in these 

trials was not reported, and pain severity was also not reported systematically.  And even 

these results show that nearly 1 in 10 women experienced back pain in the first year, and 

severe pelvic pain and cramping occurred in at least a small but notable minority of women. 

 Slide, please. 

 Strikingly, removal rates in the premarket trials were over 4%, and the main reasons 

for removal involved safety issues, including bleeding and pain. 

 Slide, please. 
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 The 5-year follow-up reported apparently glowing patient satisfaction and lack of 

persistent pain. 

 Slide, please. 

 Yet, this extension study had many flaws, and points involving comfort and 

satisfaction with the device were vague and subject to biased interpretation.  Again, 

severity of pain was not reported.  And in the follow-up, pain outside the pelvis, including 

low back pain and abdominal pain, were also not reported, although they were collected by 

Bayer -- by Conceptus.  Finally, the definition of persistent pain or pain recorded at every 

visit was too rigid, resulting in exclusion of patients with chronic recurring pain. 

 Slide, please. 

 To illustrate some of these problems, I have data from a subject enrolled in the 

pivotal trial, Kim Hudak.  She is testifying today and has given permission to use her name. 

 Slide, please. 

 Kim experienced long-term debilitating pain and other symptoms that began soon 

after receiving the Essure implant and largely resolved after the device was removed via 

hysterectomy after the trial.  Kim reported this pain, yet her physicians insisted that it was 

unrelated to the device, and her forms were consistently marked with ratings of excellent 

and very satisfied. 

 Slide, please. 

 Here's the summary.  Her comfort and satisfaction appeared uniformly high in spite 

of reports of severe pain.  And because pain was not recorded at every visit, her long-term 

pain would not have been considered persistent.  Pain severity and other symptoms, such 
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as 80 pounds of weight fluctuation, were not reported at all in the published results. 

 Slide, please.  And slide, please. 

 The patient testimony today makes clear that Kim's experience is not an isolated 

one.  But even if such stories were rare, and we do not believe they are, a device that 

causes this level of debilitating long-term pain should not remain on the market.  Essure's 

benefits do not outweigh its risks, and it should be withdrawn. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 13.  And please state your name and affiliation as well. 

 MS. HUDAK:  Hi, my name is Kim Hudak, and I have no affiliations. 

 I was part of clinical trials for Essure.  In 2000 when I signed up for this, I was really 

excited to be a part of this revolutionary product.  It's something that I wanted for all 

women.  It was my understanding that clinical trials for a new product were designed to test 

the safety and efficacy of a new product in a controlled environment where all possible side 

effects would be recorded.  Within a few weeks of the procedure, I was experiencing a 

constant sharp pain in my left hip.  I was also suffering from debilitating fatigue and severe 

PMS symptoms.  By my 3-month follow-up, I was in nearly constant pain and suffering from 

extreme migraines. 

 When I spoke to the clinical trial nurse and my doctor about these symptoms, they 

made it clear that they did not think that the symptoms were related to the device.  They 

recommended that I seek help from outside doctors, my primary gynecologist and other 

specialists.  When I would mention my procedure to these other specialists, they didn't 
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know how to help me.  I was terrified, and my health was rapidly declining, and no one had 

any answers for me. 

 The clinical trial questionnaire didn't allow for accurate reporting of all symptoms.  

The questions were presented in a very leading way.  For instance, the question, rate your 

comfort of wearing the device, I was told specifically that if I can't definitely feel that coil 

inside of me, I should rate it as excellent.  And another question was rate your satisfaction 

with the device.  For this question I was told that because the product did exactly as 

promised and I did not become pregnant, I should also rate that as excellent. 

 With each passing month, my symptoms became more severe.  With each clinical 

trial follow-up, I was told, I'm sorry, your symptoms are just not related to this device.  

Within 12 months of placement, I developed pain throughout my entire body, odd rashes, 

constant infections, and minor neurological issues.  By the time I had a hysterectomy in 

2013, I had cognitive problems, slurred speech, widespread pain and swelling.  I couldn't 

work and can barely function as a mother. 

 I have slides and, you know, I just feel that -- they're not here.  There we go. 

 As you can see by my medical records, many of my answers regarding pain were 

crossed out and replaced with answers showing I was satisfied.  It's unclear what was 

actually reported back to the FDA, but what is clear is the severity and diversity of my 

symptoms were not reported. 

 Since removal in 2013 and another surgery to remove a remaining piece of the coil in 

2014, most of my health issues have improved or are completely gone.  That's a small 

consolation to the almost 15 years that I lost.  Please don't let this happen to other women. 
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 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 14.  And then just state your name and affiliation. 

 MS. AVINA:  My name is Gabriella Avina, and I have no affiliation with Bayer.  I want 

to thank you for this opportunity to be heard for a second time. 

 In July 2002 I stood before you in Washington, D.C. to express my support for 

Conceptus and the Essure device.  I was on the panel to request FDA approval for this new, 

revolutionary device.  I am here today, almost 13-plus years later, to say I was wrong.  So 

please listen carefully to me and to these women with me today.  Time has changed my 

thoughts, my beliefs, and most importantly my health. 

 I am a registered nurse with a master's of science degree in women's health nursing 

and an M.B.A.  I was involved in the clinical trial at both a professional and personal level.  I 

became a part of a clinical trial after my third child was born with an IUD and my husband's 

vasectomy grew back.  I assisted in the placement of the devices in the operating room with 

Dr. Don Galen, and I became a clinical trial participant in October 2000.  Because of my 

experiences both as a clinician and a patient, I was asked by Conceptus to speak at the 

annual AAGL convention in San Francisco and share these experiences.  This began a 

professional relationship as a spokesperson for Conceptus that lasted through 2008. 

 I traveled the country speaking to large groups of doctors, nurses, patients, and 

Conceptus employees.  I managed the link on the Essure website known as Ask Gabby, 

where I answered thousands of questions regarding the product, adverse events, fears, 

concerns, and general information.  All of that information was recorded, tabulated, and 
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returned back to Conceptus.  As I became the face of Essure women, my health was in a 

grave tailspin, and I had failed to connect the dots. 

 In April 2001, not 6 months following placement, I was diagnosed with Hashimoto's 

thyroid disease, whereby the body attacks the thyroid believing it to be foreign.  The only 

foreign objects in my body were the Essure coils.  In 2003 I was hospitalized with an acute 

onset of immunologic thrombocytopenic purpura with a platelet count of 4,000.  I was 

hospitalized for nearly 2 weeks with several transfusions, treatments, and tests.  My 

children were not allowed to hug me for fear of causing a bleed.  One year later, after 

several hospitalizations and complications, I was started on chemotherapy to suppress the 

bone marrow production of these bad antibodies.  I finally reached a safe zone and 

remission in late 2005.  But during this time, I lost my job due to my illness. 

 In 2007 I was diagnosed with another autoimmune disease, celiac disease, a 

gastrointestinal disease where the lining of the bowel is broken down when exposed to 

gluten.  The result is pain and malnutrition among other discomforts.  At this point I had not 

realized the root cause of my problems, but as disease progressed, it was becoming 

glaringly obvious. 

 In 2008 I was finally able to go back to work when all my blood work and labs 

returned to normal.  I was starting to feel like I was getting my life and body back when I 

was diagnosed with a fourth and fifth disease, the worst being myasthenia gravis.  As the 

disease progressed, I began to lose control over my ability to chew and swallow.  I was 

scheduled for a thymectomy in February 2010.  If myasthenia gravis progresses, the lungs 

can become too weak to work, resulting in death by myasthenia crisis.  I went through a 
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short remission that lasted until 2013 but spent 2014 in chemotherapy again. 

 I felt hopeless and feared realizing that I had no control over my own health.  These 

Essure women found me on Facebook and asked me one question:  How is your health?  I 

was intrigued, and there began a relationship.  I had been praying and hoping for remission, 

but now I knew there was only one way to assure the possibility of a healthy future.  I 

needed to rid my body of Essure coils.  And I spoke with all of my doctors, all of which were 

supportive and felt this was probably not a coincidence.  Even Dr. Galen, when I tracked him 

down in retirement, could not argue the fact. 

 DR. IGLESIA:  Please summarize.  Thank you. 

 MS. AVINA:  Again, I ask you to listen to this group of women who all have a story.  

Their lives were changed by a device that was not adequately monitored during clinical 

trials by physicians who were not adequately trained and by a company that has not 

adequately listened to their patients. 

 Thank you. 

 (Applause.) 

 DR. IGLESIA:  Can we please play video 15?  Patricia Rhodes. 

 (Video played.) 

 MS. RHODES:  My name is Patricia Rhodes.  I joined the STOP 2000 clinical trial at the 

Arizona Women's Health Research clinic in Phoenix, Arizona, because my ex forced me to 

get sterilized.  After I joined, I was never given the opportunity I was told I would have to 

see the implants, to see the packaging they came in, and feel what was going to be 

implanted in my body.  Had I been given the opportunity to feel the devices and see the 
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packaging, I never would have allowed them to be implanted in my body as I would have 

known within seconds of touching them that I was allergic to them. 

 In the beginning I asked at least a half a dozen times what they were made out of 

because I have metal allergies, before being told they were 100% surgical stainless steel 

with a coating to promote scar tissue growth.  They made them sound so innocent and 

harmless.  If I had known then what I learned at the end of last year, I never would have 

allowed them to be put in my body. 

 I suffered the effects of nickel allergy all over my body for 14 years, 5 months, and 2 

days, until having them removed by hysterectomy in March of this year.  After the 

procedure, I experienced pain, cramping, and bleeding.  It took several months for the 

bleeding to stop, which they blamed on my having been on Depo-Provera, despite the fact 

that I had been off of it and regulated before getting the implants.  If you look at my 

records, you'll see complaints and visits for pain and recurrent yeast and urinary tract 

infections I started experiencing over and over after getting Essure. 

 I know I'm not the only one in Phoenix who complained of the same issues.  There's 

at least one other that I talked to in the waiting room while waiting for a follow-up 

appointment that had the same problems.  Apparently we weren't allowed to discuss our 

experiences for some reason as they separated us as soon as they overheard us discussing 

our problems. 

 During the study, my paperwork was altered and/or filled out for me, instead of 

reflecting my true experiences.  The first time I sat in the office filling out the questionnaire, 

I only completed part of it before the doctor took it and helped me finish it.  After the first 
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one, I do not recall ever seeing any of the others that were filled out for me.  At the end of 

2008, I experienced my first pregnancy with Essure in place, because it ended in 

miscarriage, and they delayed getting me into the office for testing or falsified the result.  

They denied that I was ever pregnant, saying that there had been no pregnancies with 

Essure, which I since learned after finding Essure problems on Facebook last year was a lie.  

I had two more early term miscarriages with Essure since 2008 but didn't bother to report 

them to the clinic as they probably would have only denied them as well.  Essure is nothing 

more than a torture device that causes pain, suffering, and agony for thousands of women. 

 The chemicals and materials in the coils cause autoimmune problems, weight gain, 

and very possibly cancer.  They do not prevent pregnancies as much as they claimed they 

do.  If they do not prevent pregnancy, cause thousands of women, some as young as 20, to 

have major surgery to try to undo the damage they've caused, what good are they doing?  

I've lost everything but my left ovary to Essure, and I'm still suffering from probably 

permanent debilitating issues they caused.  Essure needs to be pulled off the market now 

before any more unsuspecting women end up suffering and going through needless 

surgeries to correct the mistake of getting them. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 16.  And please state your name and affiliation. 

 DR. ZUCKERMAN:  I'm Dr. Diana Zuckerman.  I'm President of the National Center for 

Health Research, and I'm speaking on behalf of our center and also on behalf of members of 

the Patient, Consumer, and Public Health Coalition.  We're all nonprofit organizations, and 

we do not have financial ties to any product.  Because I'm speaking on behalf of two groups, 
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I have 6 minutes, but I've only been given 3 on my thing, so please change that.  I 

appreciate it.  Thank you. 

 Just to give you my perspective, I'm trained in epidemiology and public health at Yale 

Medical School, and I've been working on issues of safety and effectiveness of medical 

products for, I'm sorry to say, more than 30 years. 

 Next, please. 

 Our center conducted a study of women who had problems with Essure.  So this is 

not a random sample; it's a study of women with problems.  And you can see that 86% of 

the women with problems reported problems with pain, mostly pelvic pain but not entirely, 

but generally in that area.  Bleeding was reported by 34%, and this was often very excessive 

bleeding.  Some women told us they didn't stop bleeding.  Basically, they were bleeding 

every day of every month.  Fatigue reported by 22%.  And this is where we get into some 

autoimmune responses.  Fatigue 22%, hair loss 16%, and depression, which can be 

autoimmune also in nature, 12%.  You can see that 12% of the women had hysterectomies; 

7% had allergy symptoms.  And I'm not reporting the less common symptoms.  Again, of the 

women who reported problems, these are the kinds of problems they reported, and you 

can see a very clear pattern that's somewhat similar to other ones, such as the ones that 

have been reported to the FDA directly. 

 Next, please. 

 This is a photograph of two Essure devices that had been taken out of a woman.  You 

can see they look quite different from what they look like when they're inside.  And they are 

in pieces as well.  And some of the pieces of these devices were still in the woman who had 
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them taken out and still causing her pain after her Essure was removed.  I think what's 

really important to talk about this, is that also in our study, almost -- approximately half the 

women -- no, I'm sorry, about a third of the women had had their Essure taken out, and 

about half of those women said that they had had a complete loss of all the problems they 

had had.  So their symptoms disappeared for about half the women, and only 5% of the 

women said they had had no improvement after Essure was removed.  So, to me, that 

suggests that these problems were related to their device for the vast majority of the 

women, even though sometimes these symptoms obviously build on each other. 

 Next, please. 

 This is from the chart that you were given by the FDA.  I just looked at the most 

common types of pain that were reported.  And there's red ink.  It's a little hard to see, but I 

tried to show the fact that even though these numbers vary from year to year and they tend 

to get lower as the years go by, but if you look at the sample size and the lost to follow-up, 

you can see that the numbers of women correspond with the lost to follow-up.  Because so 

many women are dropping out of the study and so many of the women dropping out are 

women who've had severe pain and other complications, you're losing track of them, so you 

can't really see them.  But, even so, if you add across these pains and these are -- it was still 

8% of the women at 4 years. 

 Next, please. 

 Here's another.  This was Table 8 from the material you were given.  And, again, 

looking across the pain, at total recurrent pain, it totals to 18%.  Now, I assume that some 

of these women had pain in more than one area, so we don't know exactly how many 
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women based on the data that we're provided.  But just to give you a sense that women are 

having pain in a lot of different places, and that if it does total up, it's very high, again, if 

you at look baseline, you look at 3 months, you look at what's happening later, the numbers 

of women are dropping in the study as well as the numbers reporting pain. 

 Next, please. 

 And here we combine Tables 9 and 10 to look at irregularities and bleeding, and you 

can see again that these numbers are quite impressive at 5 years and during that time.  

And, again, in talking to the women, it's clear that these are very serious problems. 

 Next, please. 

 This you've seen where things were crossed out. 

 Next, please. 

 Again, more things crossed out.  So the question is, can you believe what the data 

are showing, or do you believe what the women are telling us?  And what the women are 

telling us, for example, is that they were thrown out of the studies when they were having 

pain.  When they were reporting that they wanted their Essure removed, they were thrown 

out of the studies, and yet it wasn't reported that they had had the pain.  You've lost those 

women to follow-up. 

 Next, please. 

 These are the main issues for you to be considering.  The safety and effectiveness 

compared to what?  Why weren't those studies required to have a comparison group, using 

other kinds of birth control?  A good question.   

 The accuracy of the data.  Were the women being told to say they were satisfied 
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when they weren't, to say they were satisfied when they were in excruciating pain?   

 The next question:  How do you safely remove the product?  We don't know the 

answer to that one either. 

 DR. IGLESIA:  Thank you. 

 DR. ZUCKERMAN:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 17. 

 DR. McDONALD-MOSLEY:  Hello, my name is Dr. Raegan McDonald-Mosley.  I'm here 

on behalf of Planned Parenthood Federation of America, and I have no financial relationship 

with Bayer HealthCare or conflicts of interest. 

 I thank the FDA staff and members of this Essure Advisory Panel for allowing me to 

make comments today on behalf of Planned Parenthood.  We consist of a national office 

and 59 affiliates.  Our affiliates serve more than 2.7 million patients a year.  In fact, one in 

five American women report having received care at a Planned Parenthood health center at 

some point. 

 At Planned Parenthood, the health and safety of our patients is our top priority, and 

we work every day to ensure that our patients have a positive experience.  With input from 

medical experts, we update our standards of care on a regular basis according to available 

medical evidence.  Therefore, when Essure was approved, we recognized the potential 

benefits for women interested in a safe non-incisional form of permanent birth control that 

could be performed in an ambulatory setting without the additional risks of general 

anesthesia. 
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 Planned Parenthood has always recognized the importance of a wide array of 

contraceptive options, and our role as a provider is to inform a woman about her options, 

with the inherent risks, benefits, and alternatives of each.  With this information, a woman 

may then decide which method is best for her to accomplish her reproductive life plan and 

overall goal.  Additionally, we recognize that many women choose permanent birth control 

once they've reached their desired family size. 

 Planned Parenthood has provided support and training for affiliates who have 

decided to offer this service.  For the first set of affiliates that implemented Essure services, 

we devised a system of inter-affiliate training such that experienced Essure providers 

trained newer providers.  And in 2011 we subsequently developed a handbook that 

provided clinical and operational information as well as program requirements for our 

affiliates. 

 Moreover, our affiliate risk management and quality improvement programs require 

affiliates to report and analyze complications related to Essure.  Affiliates providing Essure 

have experienced low rates of accepter dissatisfaction and procedure complications; 23 

affiliates provided Essure in 2013, and 24 affiliates provided this service in 2014.  In this 

time frame, failed procedure rates reported ranged from 2.4% to 8.3% as compared to the 

failure rates in the pivotal clinical trial.  In 2014 adverse events such as recurrent or 

constant pain after their procedure ranged from 1.3% to 7.1%. 

 Based on published literature and our experience, we continue to offer Essure as an 

important option.  However, since many women have reported problems after Essure, we 

feel that further study across longer periods of time is prudent, including the establishment 
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and maintenance of a registry in order to determine adverse event frequencies among 

Essure accepters. 

 In summary, Planned Parenthood believes that women should have the option of 

undergoing an Essure procedure after adequate counseling and education about the risks 

and alternatives.  However, we support the efforts to glean additional epidemiological 

information in order to further analyze the risks and side effects related to Essure. 

 I thank you very much for your time and consideration of our experience with Essure 

at Planned Parenthood. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Now, before the Panel breaks for lunch, I'd like to ask Panel members if 

there are any brief clarifying questions that you have for this first portion of the Open 

Public Hearing. 

 Dr. Elser. 

 DR. ELSER:  This question is for Dr. Zuckerman.  It looked like you had some 

categories of pain, such as dyspareunia, dysmenorrhea, and other pain, which may not be 

mutually exclusive.  And were you adding those up across the columns? 

 DR. ZUCKERMAN:  Yes.  And that's from the chart that was in the material that FDA 

provided to you.  So that's not the chart from our data.  That's the chart from the Conceptus 

study.  So I wasn't sure, you know -- as I said, we didn't know whether you could add them 

up or how much overlap there was, and I don't know the answer to that question. 

 DR. ELSER:  Okay.  So you added it up, but the chart does not add them up.  So we 
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don't know if one patient had -- she was the one in the dysmenorrhea column and the 

dyspareunia column. 

 DR. ZUCKERMAN:  That is correct.  But there were other kinds of pain, I believe, that 

were not on that chart that were reported.  So, you know, we missed those data. 

 DR. ELSER:  Thank you. 

 DR. IGLESIA:  Any other question? 

 (No response.) 

 DR. IGLESIA:  Okay.  So we will now break for lunch.  Panel members, please do not 

discuss the meeting topic during lunch amongst yourselves or with any member of the 

audience.  We will reconvene in this room at exactly 1:30 p.m. to resume the Open Public 

Hearing.  And I will ask that all Panel members please return at that time. 

 (Whereupon, at 12:43 p.m., a lunch recess was taken.) 

 

 

 

 

 

 

 

 

 



133 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
A F T E R N O O N   S E S S I O N 

(1:44 p.m.) 

 DR. IGLESIA:  Would everyone please take a seat so we can get started?  So we will 

now proceed with the second portion of the Open Public Hearing.  Public attendees are 

given an opportunity to address the Panel to present data, information, or views relevant to 

the meeting agenda. 

 Ms. Craig will again read the Open Public Hearing disclosure process statement. 

 MS. CRAIG:  Both the Food and Drug Administration and the public believe in a 

transparent process for information gathering and decision making.  To ensure such 

transparency at the Open Public Hearing session of the Advisory Committee meeting, FDA 

believes that it is important to understand the context of an individual's presentation. 

 For this reason, FDA encourages you, the Open Public Hearing speaker, at the 

beginning of your written or oral statement, to advise the Committee of any financial 

relationship that you may have with any company or group that may be affected by the 

topic of this meeting.  For example, this financial information may include a company's or a 

group's payment of your travel, lodging, or other expenses in connection with your 

attendance at this meeting.  Likewise, FDA encourages you, at the beginning of your 

statement, to advise the Committee if you do not have any such financial relationships.  If 

you choose not to address this issue of financial relationship at the beginning of your 

statement, it will not preclude you from speaking. 

 DR. IGLESIA:  Thank you. 

 And we have the questions, and we'll discuss those questions during the open 
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forum, but at this point I'd like to call on Speaker No. 11 to go back, and if you could please 

introduce yourself and state your affiliation. 

 DR. DOURRON:  Thank you, Madam Chairperson and panelists, for allowing me to 

present what I do.  My name is Dr. N. Edward Dourron.  I am a reproductive endocrinologist 

and robotic surgeon in Atlanta, Georgia, and I have no financial disclosures. 

 Next slide, please. 

 So my position is that I've always been out as an advocate to save patients' uteruses.  

I've been doing robotic myomectomies for 10 years, and that's where I preserve the uterus 

by removing the fibroids and allowing women to continue to have functional uteruses.  So 

when I had patients coming to me and saying that they've only been given the alternative of 

a hysterectomy -- can we go to the video, please -- for removing the Essure device, it was 

logical for me to do what I do best, which is to work at trying to preserve the uterus. 

 So here I'm presenting a patient that I performed surgery on 2 -- actually, 4 weeks 

ago.  And you can see the rigid Essure device protruding from the left fallopian tube here.  

With robotic surgery, you have seven points of articulation and actually four robotic arms 

that you can control simultaneously.  What this does is it allows very precise dissection and 

removal of the Essure device with the uterus that's scarred around it, as well as the 

fallopian tube.  The visualization that you have is three dimensional, high definition, 

magnified. 

 As you can see, during the sewing of the uterus, all the instruments allow precise 

suture placement, and with the injection of the patress (ph.), and the entire surgery can be 

accomplished in under 2 hours with less than 25 cc of blood loss.  The advantages of robotic 
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surgery open -- compared to an open laparotomy procedure are that all the patients are 

able to go home the same day, recovery takes 2 to 3 days, the risk of infection is less, 

patients have one-third the blood loss, and they're able to resume normal activities much 

more quickly than with an open incision. 

 Here's the left side, and it shows the metal sticking out at the proximal portion of 

the tube.  By looking more closely you are able to move in the camera, zoom, and actually 

see a small fragment of the nickel coil and remove that separately. 

 At the end of the surgery, the patients recover very quickly.  What I do is once all the 

sewing is complete, I place a thin mesh over the uterus, called Interceed, that dissolves over 

time.  But you can see how deep the suture placement can be.  And I've had women that 

have asked to have their Essure removed in order to have additional pregnancy.  So it is 

possible to even do a segmental resection of part of the tube and re-implant the fallopian 

tube so that fertility can actually be restored in patients that wish that. 

 It's important to remove the remaining portion of the fallopian tube because there 

have been reports that that could contribute to future ovarian cancer, so that it makes 

sense that if you're going to remove part of it, remove the entire fallopian tube.  And here 

you can see it leaving the patient through a small belly button incision. 

 DR. IGLESIA:  Thank you very much. 

 Our next presenter is -- we're going to go back to Video No. 2. 

 (Video played.) 

 DR. HUFNAGEL:  In 1995, as Slide 1 shows, is that I testified against morcellation as 

an oncological fellow and stated that the device was defective and would spread cancer and 
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other diseases and it would kill women.  I also discussed the problems with Ovabloc and 

asked for a recall many times, and that device was not recalled.  It does need to be recalled. 

 At this time, there's a mythic concept that if we destroy the uterus or the fallopian 

tubes, that we're going to cause no harm, and that's literally insane thinking.  These 

products all cause problems of fraud, battery, mayhem, and in the case of morcellation, 

attempted homicide and negligent homicide.  Female victims are very difficult to help, but 

they're looking to seek healing through legal means, and they have anatomical, 

physiological, and psychological issues which need to be healed, and they are not getting 

this help.  We need to look at sterilization methodology and the understanding that 

destructive aspects of hurting female organs is not a means of proper device creation. 

 All of the chemicals and cofactors made by the fallopian tube are destroyed.  What 

do you get?  Well, an example you'll get is that you'll get more rheumatoid disease in these 

women because you're destroying the factors made by the fallopian tube to reduce 

rheumatoid disease in women.  Lack of ethics, lack of science, and no hormone studies.  

How could we create devices and not see how they affect female hormones?  That is 

another issue of insanity in looking at this from a point of view of ethics and medical 

science. 

 I am requesting all of my documents from the FDA.  I have sent a demand notice to 

the FBI for investigation and prosecution for all of the wrongdoings by corporations or any 

individuals involved.  I am filing my own international legal action against these companies 

and against their products for mayhem and negligent homicide and other serious charges.  I 

want to remind everyone that poor women in developing countries are used as guinea pigs. 
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 My future work.  I will be asking to work to review the MedWatch program and 

publicate on that.  I'm here to work with everyone who wants to bring about positive 

change. 

 Thank you. 

 DR. IGLESIA:  I'd like to invite Speaker No. 18 to come up.  This speaker will have 6 

minutes.  Please introduce yourself and state your affiliations. 

 MS. FIRMALINO:  I also have a PowerPoint that's supposed to automatically play for 

the 6 minutes. 

 My name is Angie Firmalino.  I have no financial conflicts of interest to disclose.  

What you are viewing are images and posts from women suffering from Essure. 

 I was implanted with Essure in 2009, 3 months after the birth of my son, Elijah.  I 

started the Essure Problems Facebook group in 2011 after finding out my coils expelled and 

were embedded in my uterus.  After the ultrasound that revealed this, I felt very betrayed 

and misled, not only by my doctor but by the manufacturer.  I honestly had no idea that 

these devices could expel from our fallopian tubes and perforate organs or embed in other 

areas of the body.  That is just not made clear to patients at all.  Even though I now know 

that migration and perforation are currently listed adverse events, the reality of what that 

means and what one faces if that happens is ruthlessly downplayed. 

 After creating the group to warn my female friends and family members, many 

women that I did not know started joining and posting similar stories of their problems with 

Essure.  After more than 4½ years now and approaching 21,000 members in the group, I 

have probably read a quarter of a million posts, day after day, week after week, month after 
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month, posts from women in debilitating pain, women suffering, having no one who will 

believe them that Essure may be the cause, let alone help them.  If this were men 

complaining of pain, bleeding, or sexual dysfunction after having a medical device 

implanted in their testicles, no doctor would question the cause or hesitate to remove the 

implant.  It's just not the same for women. 

 I only have time to share a very small fraction of what we see in our group on a daily 

basis, but I will do my very best to represent these women who have put their faith in me to 

come here today. 

 The clinical trial information that Conceptus, now Bayer, presented to the FDA in 

2002 is not what is happening in the real world.  There is no one in this room who has more 

experience with what is going on in the real world with Essure problems than me and my 

team of administrators and the women who have lived through this nightmare.  There will 

no doubt be women here today to tell you how happy they are with their Essure procedure.  

We understand and expect that.  I just hope that they can understand that because of the 

life-altering damage this device can do to some, we believe it is not fair to sacrifice one 

more woman, one more mother. 

 Is it not advancing? 

 UNIDENTIFIED SPEAKER:  Just say click. 

 MS. FIRMALINO:  Click.  We've watched mothers have to bury their babies after 

Essure coils perforated the infant's amniotic sac.  We've had to mourn the loss of women in 

our group.  We've seen suicides and we've seen death during or after Essure-related 

surgeries.  We watch surgery after surgery every single day in our group.  In fact, there's 11 
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surgeries going on today.  The complications that come with them can be extreme.  We've 

seen the coils in the spine, in the colon, in the kidney, in the cervix.  Husbands are walking 

out on families because women can no longer have sex with them due to the excruciating 

pain.  We've watched mothers cry in despair because they cannot take care of their children 

anymore.  We watch women lose their careers, all because of problems from Essure. 

 There are patterns of autoimmune disease, cancer, pelvic adhesive disorder, PID, 

and other recurrent infections that will just not go away.  These side effects are extreme.  

This is not just period-type cramping.  The allergies some are experiencing are not just 

simple dermatitis.  These are life-altering side effects that stop you from functioning as a 

person. 

 At the time Essure was presented to the FDA for approval in 2002, there were 281 

women who had been followed for 18 months, 149 for 24 months, and 5 who had relied on 

Essure for 36 months.  One of those five women is in our group, and so are 17 others of the 

clinical trial participants.  They are finding us, one by one, looking for answers to their 

failing health and looking for help.  You have heard from three of them today.  At the last 

FDA meeting that we had regarding Essure, I invited every single person in that room to 

please join our group and see what is going on.  Look at the reality of what is going on in the 

real world.  No one made that effort. 

 Epidemico recently wrote and published a paper called "An Analysis of Adverse 

Event Reporting for the Essure Device in the U.S."  Working with our admin team and our 

Facebook group, we jointly educated women on how to file an event report using the 

MedWatcher app.  They recently presented their findings at a conference in Boston.  The 
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Epidemico employees who had to read and enter the Essure reports told our admins they 

were absolutely horrified at what they were reading every day. 

 DR. IGLESIA:  Please summarize. 

 MS. FIRMALINO:  The fate of Essure ultimately lies in the hands of the Panel 

members and the FDA today.  Bayer has no intention of issuing a recall or stopping any of 

this.  It's time to take a good, hard look at this.  It's time to put people before profits.  Either 

the FDA acts in the best interest of the people or they don't.  It is unlawful and inhumane to 

sacrifice a group of unsuspecting women for the benefit of the majority, especially over 

birth control. 

 DR. IGLESIA:  Thank you very much. 

 MS. FIRMALINO:  So my slides didn't play? 

 (Applause.) 

 DR. IGLESIA:  We invite Speaker No. 19.  Please state your name and affiliation. 

 MS. DYKEMAN:  Hello, my name is Amanda Dykeman.  I have been an administrator 

on the Essure problems page since 2012, and I have no financial conflicts to report. 

 Nonsurgical female sterilization, the holy grail of all birth control.  For decades, 

researchers have tried to develop a device to occlude the fallopian tubes without surgery, 

but they have failed due to migration and serious side effects.  In recent years there has 

been an increase in pressure from governments internationally to put more resources into 

family planning.  In fact, Dr. John Kerin, a lead Australian investigator for Essure, cited this 

pressure in the early stages of Essure's development in a medical journal, titled "New 

Methods for Transcervical Cannulation of the Fallopian Tube." 
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 "The pressure in governments and international agencies to place more resources 

into the population control may facilitate the accelerated development, application, and 

cost containment of these new devices and delivery system." 

 That makes it no surprise that Conceptus then appointed someone like Dr. Charles 

Carignan as an advisor in 1995.  Dr. Carignan's work is in the introduction of new 

contraceptive technologies for government and international agencies such as Planned 

Parenthood Federation of America. 

 So I think it's important that someone points out the obvious.  Essure was granted 

accelerated approval in order to provide women with low -- in the low-income population 

an option for permanent birth control.  It was developed and intended to be pushed out in 

clinics, such as Planned Parenthood, to avoid unwanted pregnancies.  The problem with 

that is that there is not enough long-term evidence to support Essure as a reliable and safe 

option for use, and women are becoming pregnant. 

 In a sworn affidavit provided to the FDA in a recent petition, clinical trial participants 

provided evidence of alterations made to their medical records.  These alterations were 

made by the lead American investigator of Essure, who also held equity positions with the 

company, providing serious financial conflicts of interest. 

 When problems persist for women that have been provided free sterilization from 

the clinics like Planned Parenthood, they have no recourse when things go wrong.  Planned 

Parenthood cannot assist them in emergency surgical situations, and oftentimes these 

women do not have insurance and cannot afford to pay out of pocket to be seen elsewhere. 

 Bayer can stand here today and tell you they have years of data and follow-up with 
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thousands of women supporting the safety and efficacy of Essure.  But the truth is none of 

it supports Essure as safe and effective because we have seen how patients' concerns have 

been ignored during the clinical trials and passed off as not related to the device.  The FDA 

must revoke Essure's PMA in order to maintain the integrity of data submitted for 

premarket approval. 

 Dr. Seifer, you asked, during the original meeting to approve Essure, what the FDA 

would do in 5, 10 years if we were seeing problems with Essure.  Well, the fact is history has 

indeed been repeated with a failed nonsurgical sterilization device, and we are here to say 

Essure has failed, and we are all real. 

 DR. IGLESIA:  Thank you. 

 I'd like to invite Speaker No. 20.  And please state your name and affiliation.  Thank 

you. 

 MS. MYERS:  Hello, my name is Kim Myers.  I am a victim of the Essure and an 

administrator for the Essure Problems group. 

 A big problem we see with Essure are all the "ifs."  During the clinical trials with 

expert doctors and carefully screened women, they failed to place one or both devices in 

one out of eight women.  Many women will go through this procedure, and in reality, Essure 

won't work for them.  There are so many conditions that have to be met for Essure to work.  

We call them the "ifs" of Essure. 

· If they can even place the devices. 

· If they are properly placed. 

· If they stay in place. 
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· If the fallopian tubes occlude. 

· If you have problems finding a doctor who has enough experience to remove 

them, can be a problem.  Then there is 

· If they can even get the devices out without leaving pieces or fragments that 

may be hard to find and remove. 

 My experience with Essure included having two devices removed, two devices 

removed shortly after placement but then spending the next 3 years with chronic pelvic 

pain, which I would describe as labor-like cramps.  I had several CT scans and numerous 

transvaginal ultrasounds, which were all deemed normal.  I finally insisted on a 

hysterectomy. 

 The photo of the uterus.  That's what was found, a device embedded on the outside 

of my uterus, during surgery.  In the instructions for use manual, it states that the outer 

device may be visualized.  This means that it often is not.  This is a huge problem when the 

devices migrate, break, or fragment and are scattered throughout the body. 

 As a group, we are not anti-birth control.  We are for safe, effective birth control.  

Essure is not safe and just has a lot of potential for things to go wrong. 

 I don't have enough time to express what Essure has done to me personally and 

what I have found it has done to other women over the years.  Even if I was given more 

time, I don't know if I could convey the physical and emotional pain that I and other women 

have suffered due to these devices, the sense of utter betrayal we have felt from the 

medical community, who I feel has been manipulated by Bayer into placing these devices in 

women for profit, which has left most of us fearful for ourselves and our families' future 
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healthcare needs.  Obviously, I feel betrayed by Bayer for putting products before patients, 

but one might expect that from a for-profit corporation. 

 But the biggest sense of betrayal is by the people who I thought were supposed to 

protect us and who I thought operated over and outside the money and the politics.  FDA 

holds all the cards on our health and well-being, and I want it known how the FDA treats the 

consumer who they are charged with protecting.  Let's remember that Essure went through 

the FDA's most rigorous approval process.  The FDA has given Bayer an enormous amount 

of time over the years to present information claiming Essure is safe.  The FDA gave me 

3 minutes. 

 DR. IGLESIA:  Thank you. 

 (Applause.) 

 DR. IGLESIA:  I'd like to invite Speaker No. 21.  And please state your name and 

affiliation. 

 MS. HIRMER:  Hi, my name is Carrie Hirmer.  I have no financial conflict of interest 

with Essure or Bayer.  I'm an admin for the Essure Problems Facebook group and also help 

admin several of our subgroups. 

 I had Essure done in 2013.  At the time, I was running my own consulting business 

and working on my master's degree in public policy.  Within 2 weeks of Essure insertion, I 

developed an abscess in my left fallopian tube that resulted in a 4-day hospital stay.  Two 

weeks later, I had a hysterectomy.  My doctor told me that when he opened me up, the 

abscess was the size of a softball and was leaking infection into my abdomen.  I have 

survived two brain aneurysms.  They're totally unrelated to Essure.  But I've survived two 
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brain aneurysms, and I almost died; I could have died for birth control.  Due to all the 

problems Essure caused, the hospital stays, recovery time, I had to drop out of the graduate 

program I was in. 

 My dream had always been to get my master's degree and then go on to get my 

doctorate.  Because of the side effects I'm left with, I am now permanently disabled.  Essure 

took that dream from me.  I went from running a successful business and being in grad 

school to becoming permanently disabled in less than a year. 

 And I'm not the only one.  There are many, many more women just like me, women 

who lost their careers, their incomes, their financial security, their independence, their 

peace, their partners, their lives as they once knew it.  All for birth control.  There are 

children who no longer have the mothers they once knew.  There are husbands and 

partners who no longer have the life partners they knew.  There are families who've lost 

their homes, cars, farms, businesses, and so much more.  All for birth control.  There are 

women who live in constant pain, constant agony, and who will never, ever be the same.  

There are women who are in so much pain, they were in such despair that they took their 

own lives.  Not one, as said earlier, but two.  We have two women in our group who 

committed suicide.  All of this for birth control. 

 In September of last year, I've seen a lot of women come back reporting really 

serious health conditions after Essure removal.  We started subgroups specifically for them.  

That group has grown immensely and includes women with autoimmune conditions, 

neurological problems, spine and joint disorders, cognitive function issues, and more.  We 

recently surveyed those women.  Over 77% of them said their doctors don't know what kind 
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of illness or condition they have.  Essure has created something in us that is outside the 

realm of normal diagnoses.  They don't even know what to do to help us get better.  Of 

course, had real long-term studies been done, this would have been known. 

 In that same survey, over 50% of them said they suffer from things like chronic 

fatigue, chronic headaches, overall muscle weakness, joint pain, lumbar spine pain, and 

have bulging discs.  The women whose doctors have been able to diagnose them have been 

handed diagnoses like MS, myasthenia gravis, lupus, fibromyalgia, Parkinson's disease, 

spine and joint disorders, cognitive disorders.  And the list goes on and on and on. 

 I won't even pretend to understand the science behind how Essure has caused all of 

these problems.  But I do know this:  When you have a group of previously healthy women 

with similar health conditions and one common denominator, there is definitely a problem 

for us; that is, Essure.  We have each been given a lifelong sentence.  We agreed to birth 

control.  We did not agree to live in agony and financial ruin while the lives we once knew 

crumbled around us.  We did not agree to watch our children live in fear of us dying.  And it 

doesn't matter what percentage that you claim we make up of the women with Essure, 

because every -- no matter what the numbers say, every woman matters, every life  

matters -- 

 DR. IGLESIA:  Thank you. 

 MS. HIRMER:  -- every family matters. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I'd like to invite Speaker No. 22.  And please state your name and 
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affiliation. 

 MS. BOGLE:  My name is Cecilia Bogle, and I'm with the Essure Problems group. 

 Essure is supposed to be safe and effective.  That has proven to be false for me and 

many others.  Since being implanted, I've become pregnant, had multiple surgeries, and I 

still have fragments.  I've had a hard time finding doctors that can help.  In the Essure 

Problems group, I track and support the women who have become pregnant.  These events 

are devastating for us as the ones who have gone through it.  According to what has been 

reported in our group, women are miscarrying at a higher rate than average.  A recent Yale 

study shows that chances of becoming pregnant are higher than in tubal ligation.  Also the 

risks to the child and the mother are unknown and understudied.  In our group alone, we 

have had 650 reported pregnancies to our group; 273 of those have been reported to 

miscarry.  That's approximately 42%. 

 There have been eight babies reported to have not survived past the 24th week.  

Any loss of life is unacceptable.  While some babies are born healthy, other babies born 

after Essure fails suffer from physical disabilities, underdeveloped lungs, asthma, autism, 

blindness, mental delays, allergies, and much more.  These risks are far too high for birth 

control, and these need to be studied.  The babies, that is. 

 Many families have to go through the grief and loss of a child that Essure should 

have prevented.  After these pregnancies, these coils are left behind to continue to damage 

our bodies and wreak havoc.  Having made the decision to not have any more children and 

then to find out I was pregnant and having a child was very hard for me.  I was very scared, 

and I was very sick during that pregnancy, and I did not know what to expect.  Of course, 
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now she is the biggest blessing ever, but there are so many things that could have gone 

wrong.  It was a miracle for her to be as healthy as she is. 

 This product should've never been allowed on the market with such short-term 

studies for birth control that is supposed to be permanent in the human body, with such 

minimal study groups.  The FDA needs to take action immediately to get Essure off the 

market, revoke the PMA, ban and prevent further harm to the public.  It is unlawful and 

inhumane to sacrifice a group of unsuspecting women for the benefit of the majority.  Our 

lives matter too. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 23.  And please state your name and affiliation, please. 

 MS. ERVIN:  I'm Sharilyn Ervin, part of the Essure patients.  I have no affiliation with 

anyone. 

 I got my Essure on Halloween as a treat to myself.  As soon as I got it, problems 

started happening.  I had migraines, bleeding, cramping.  You'd go to the ER; they would 

have no clue what Essure is.  They have to call up somebody, they have to do this.  So you're 

waiting and waiting.  It got to the point where I lost all bowel control.  My 12-year-old was 

my caretaker.  She had no life at 12.  She changed my diapers.  She took me to the potty.  

She bathed me.  She had no childhood.  She would not leave my side for fear of death. 

 I was hospitalized for 17 weeks.  No one knew what was wrong, neurologists, 

gynecologists, oncologists, general specialists.  They were calling in people from everywhere 

trying to figure out what could be wrong.  What is wrong is these devices that are in me, 
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taking away my life, taking away my kids, to be a mother to my four kids.  They will never 

know their mother because I cannot be a mother because when I try to -- I have 10 minutes 

of energy, and then I'm back in the bed because of pain and the suffering.  For me, it is too 

much. 

 And so all of you that have children, I would like you to think about that.  You may be 

able to go to the park with your kids or you may be able to go to their school function.  My 

kids, I don't even see them enough.  They don't know.  They think my mom is my mom.  

Because why?  I had to move in with my mom because I lost my job.  I can't qualify for 

anything because I don't have a diagnosis.  So I have no disabilities.  So at 37 I live with my 

mother.  My four kids live with my mother.  My husband lives with my mother. 

 How much of a burden do we have to continue to put on these women?  We've been 

tricked.  My Halloween treat for myself is no longer a treat.  It's a trick, Bayer and FDA.  And 

you need to look at this and get it off the market. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Due to the technical glitch for Speaker No. 18 with the slides, we would 

like you to come back up, if possible, and finish that remainder of your presentation for the 

slides that were not shown.  So do we mind pulling those slides up?  And just let us know 

which one you'd like to resume from because there was -- it was not scrolling during your 

presentation.  So just let us know. 

 MS. FIRMALINO:  Okay.  I mean, you can just start it there.  I only have four 
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paragraphs. 

 DR. IGLESIA:  No problem. 

 MS. FIRMALINO:  Epidemico recently wrote and published a paper, "An Analysis of 

Adverse Event Reporting for the Essure Device in the U.S."  Working with our admin team 

and our Facebook group, we jointly educated women on how to file an event report using 

the MedWatcher app.  They recently presented their findings at a conference in Boston.  

The Epidemico employees who had to read and enter the Essure reports told our admins 

that they were absolutely horrified at what they were reading every day. 

 You see, once you spend a few weeks or even days watching what is going on out 

here, you cannot help but wonder why this device is still on the market.  This is not a 

lifesaving device.  This is just birth control.  There are safer and more effective options out 

there, like tubal ligation and vasectomy. 

 While we understand the desire of the Population Council and the World Health 

Organization and the decades of research and trials to try to find a way to sterilize women 

in an office setting, we are here to tell you Essure is not the answer.  The fate of Essure 

ultimately lies in the hands of the Panel members and the FDA today.  Bayer has no 

intention of issuing a recall or stopping any of this.  They just invested millions in a new 

manufacturing plant in Costa Rica for Essure, and they just got approval from the FDA to 

replace the follow-up HSG with transvaginal ultrasound.  One of the women from that 

clinical study just gave birth.  She got pregnant after her confirmed ultrasound.  And even 

though her clinical trial paperwork said that she would be compensated a whopping $800 if 

she became pregnant, she has yet to see that money. 
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 You see, not only do we have trial participants from the original studies, we have 

them from a slew of postmarket studies as well.  And just like in the case of Conceptus, 

Bayer seems to cut ties with anyone who has a problem with their device in the trial, and 

it's time to take a good, hard look at that.  It's time to put people before profits.  Either the 

FDA acts in the best interest of the people or they don't. 

 DR. IGLESIA:  Thank you very much. 

 MS. FIRMALINO:  Thank you. 

 (Applause.) 

 DR. IGLESIA:  I'd like to call up Speaker No. 24.  And please state your name and 

affiliation. 

 MS. GARCIA:  Hello, my name is Janie Garcia, and I have no financial interest or 

conflict.  Thank you for giving me the opportunity to come here before you and speak about 

the wide range of concerns and dangers regarding Essure, with emphasis on removal of 

these devices. 

 As co-administrator of two Facebook pages relating to Essure issues, I see thousands 

of women seeking direction and answers to their concerns.  The Texas page has over 900 

women, and the Essure problems multinational main page has over 21,000 members.  

Women who are considering Essure often join the group to ask questions, but most of the 

women in our group already have Essure and are seeking answers to their questions they 

have about the deterioration in their overall health.  These women are frightened and 

desperate for help.  On a daily basis, I see comments from thousands of women expressing 

a regret of having this procedure done.  Women in this group consider themselves lucky to 
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have a removal and/or hysterectomy.  Imagine looking forward to a major surgery.  The 

fortunate women only require one surgery to remove these devices.  Other women like 

myself have not been so lucky. 

 Since the manufacturer has only one protocol for removal, many doctors are 

removing these devices improperly, causing breakage of the device.  And fragments are left 

behind, resulting in multiple surgeries and many other complications.  This concern is the 

cause for one of our doctors in our group who has helped many women with removal to 

begin his study in hopes of developing an appropriate removal protocol.  This protocol 

should have been in place upon approval of the device. 

 It would seem the women facing surgery to remove devices are a part of a separate 

clinical trial, one with no control or standards.  My first surgery was removal of my fallopian 

tubes and Essure, as well as a DNC and a NovaSure ablation.  I continue to have pain and 

excessive bleeding.  So 5½ weeks later I had a hysterectomy, yet another surgery to remove 

my uterus, cervix, along with the fragment and clip left behind from my first surgery.  Three 

weeks later I was fighting for my life against an infection and underwent a third surgery to 

drain the abscess that I had developed.  And I had to wear a drain bag at home for a week 

to drain the abscess. 

 After this, for 4 months, I continued to have pain and underwent my fourth surgery 

to remove my left ovary, which had adhered to scar tissue throughout my pelvic area and 

my bowel due to the inflammatory response caused by the PET fibers found in Essure.  

These surgeries caused so much pain and every emotion you could possibly think of, not 

just for me but my entire family.  This is not often acknowledged but a very real side effect.  
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This put the strain on relationships, finances, and quality of life. 

 Doctors must have a standard for removing these devices safely and completely.  

Had this been in place, it's likely that I would've only had one surgery.  Hindsight is always 

20/20.  However, knowing all that I know now and have learned in this process, it seems 

logical to assume that the permanent sterilization being a foreign body was not a good 

thing or that if it did not work for someone -- 

 DR. IGLESIA:  Thank you very much.  Thank you. 

 (Applause.) 

 DR. IGLESIA:  Before we go on with Speaker No. 25, I'd just like to remind the 

audience that flash photography is not allowed. 

 Would Speaker No. 25 please make it up to the podium?  Mr. Myers.  William Myers. 

 (No response.) 

 DR. IGLESIA:  Okay.  How about Speaker No. 26, Mr. David Bogle. 

 MR. BOGLE:  And I am here because my wife had got pregnant after Essure and now 

has fragments that are unable to be removed.  And I have no financial conflict of interest. 

 As a husband, it is hard to see your wife in pain.  I am sure that it's heart wrenching 

and stressful for any husband that has been put in this position.  Having to watch my wife 

go through multiple surgeries and the risks involved, it is extremely stressful and downright 

scary.  Our wives that have been victims of this dangerous device are not the only victims.  

Watching my wife in pain and unable to do the things she used to be able to do has taken a 

toll on my entire family.  There are children with injured mothers and husbands that have to 

cope with the complications from Essure.  The stress upon our relationship and intimacy, 
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though not talked about a lot, is a big factor when this implant fails our wives due to where 

Essure is located.  I can live with the failure to prevent pregnancy, and I love our daughter 

regardless, but the failure to be safe in the human body is unacceptable. 

 I believe action needs to be taken to assure these injuries do not get ignored or 

continue to happen to unsuspecting women everywhere.  More studies are not going to 

make this product any safer.  I believe what is happening right now with women that 

already have this device speaks for itself.  I feel a vasectomy or a tubal ligation is already 

safer and more effective than Essure.  There is no need for this product to be put in another 

woman's body. 

 Thank you. 

 (Applause.) 

 DR. IGLESIA:  Thank you very much. 

 Speaker No. 27.  Please state your name and affiliation. 

 MR. SHIELDS:  Good afternoon.  My name is Wayne Shields.  I'm President and CEO 

of the Association of Reproductive Health Professionals.  I haven't received any financial 

support to be here today, and I'm here to represent my organization's 14,000 healthcare 

provider members, who are physicians and nurse practitioners, physician assistants, nurse 

midwives, and counselors.  ARHP has in the past received grant support from Bayer. 

 I wanted to thank the Panel today for basically how well you handle these types of 

inquiries, and ARHP's members and leaders really respect the thoughtful process that you 

take and appreciate your continued reliance on the best available science to inform your 

decision making.  But I also want to, on behalf of my organization, respect and acknowledge 
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the experiences of the women you've heard in this room today.  They're very real, and it's 

important that we hear them and important that the providers hear them as well, my 

people. 

 ARHP believes that more comprehensive provider education is part of the solution, 

and we do believe and support continued availability of transcervical sterilization, like 

Essure.  We just advocate for more effective, comprehensive provider education as part of 

the solution. 

 To describe the people I work with, they're actually a lot like you on the Panel.  A lot 

of folks are researchers, health researchers and professionals who also practice healthcare, 

and that's who my folks are.  But we're an accredited group who focuses on sexual and 

reproductive health specifically.  So this is an issue that's key to my folks.  And really they 

do need to be -- do the best possible evidence-based, patient-centered care when it comes 

to this method and any contraceptive method.  So as I said, we advocate for that as a 

solution. 

 ARHP really supports evidence-based education and policy as well, and we look to 

the literature and expert consensus to guide provider education.  When the literature isn't 

full enough, we rely on guidance from other groups, like ACOG, and we rely on consensus of 

experts in order to develop our education.  And we have a huge emphasis on what's called 

client-centered care.  That is kind of a fancy way of saying it's not up to the healthcare 

provider to make decisions for every individual.  It's up to that individual, especially because 

everybody's unique.  So we really want the availability of as many safe and effective choices 

as possible.  The alternative to a pregnancy that's not prevented is there are issues, 
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including -- up to and including continuing with a pregnancy that has many health risks.  So 

we can't avoid that as part of the conversation either. 

 We do take the position that transcervical sterilization is an important option to 

women, especially for those who no longer want children but prefer to avoid the more 

invasive process of tubal ligation or the health risks of pregnancy. 

 As an organization, we spend a lot of time and energy at educating providers about 

options counseling and in particular about educating about risk and benefits. 

 DR. IGLESIA:  Thank you very much. 

 MR. SHIELDS:  Thank you. 

 DR. IGLESIA:  Thank you. 

 I'd like to invite Speaker No. 28 to come up.  And please introduce yourself and state 

your affiliation. 

 DR. NOVOA:  Hello, my name is Dr. Julio Novoa.  I am a practicing OB/GYN from El 

Paso, Texas.  I've been in private practice since 1999 and have managed over 15,000 patient 

cases, including 5,000 deliveries, and have performed over 1,000 in-office, awake surgical 

procedures and over 1,000 laparoscopic tubal ligations.  I am the main commentator for the 

Essure Problems forum on Facebook, representing over 20,000 women from the United 

States, Canada, the U.K., Ireland, Australia, the Netherlands, Spain, Finland, and New 

Zealand.  I would like to say, for the record, that I have no conflicts of interests to declare, 

and I am not being paid by anyone to be here, or any organization for my testimony. 

 Essure problems patient surveys and Essure MAUDE data analysis have shown 

exceptionally high complication numbers, including pelvic pain, abnormal bleeding, 
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improper placement, implant migration, and device failure leading to pregnancy.  These 

percentages represent thousands of real people and are in stark contrast to what is quoted 

in the company-sponsored trials.  The FDA's reliance on company-sponsored clinical data is 

by its very nature flawed.  Published data suggesting a high level of efficiency and safety 

regarding the Essure is based on experienced clinicians representing ideal and not real-case 

scenarios.  Relying so heavily on such small group sampling factors out time and procedural 

errors, learning curve errors, and malpractice errors caused by the novice hysteroscopic 

surgeon or, most commonly, the inadequately trained and inexperienced gynecologist 

placing the Essures. 

 The Essure MAUDE data is also limited.  It does not include the 16,000 adverse 

reports file turned over to the FDA by Bayer.  And more importantly, the vast majority of 

patients are completely unaware that the MAUDE data reporting system even exists.  

Therefore, the actual number of adverse reports appears to be grossly underreported and 

well above 25,000 adverse cases.  Data collection from Essure problem surveys lists over 

500 unintended pregnancies with ectopic pregnancies, and Essure-induced abortion rates as 

high as 40%.  Further, Essure-related salpingostomies, salpingectomies, and/or 

hysterectomies now average over 100 cases per month, with 11 cases being done just 

today. 

 The FDA is also guilty of complacency by continuing to allow Bayer to advertise the 

placement of the Essure as a nonsurgical procedure, which this is on the website, in the 

literature, and in the clinical manual as nonsurgical.  The placement of the Essure is 

absolutely and unequivocally a surgical procedure.  Medical state board regulations, 
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hospitals, surgical privileges, CPT coding, as well as insurance company preauthorizations 

list the Essure operative hysteroscopic procedure as a surgical procedure.  Advertising the 

Essure as nonsurgical is not only misleading but unethical and potentially criminally 

deceptive.  Allowing this to continue compromises the trust and welfare of the U.S. 

consumer and must stop immediately.  Before the close of this meeting, the FDA should 

order Bayer to stop advertising the Essure as nonsurgical.  They'd do anything less -- 

 DR. IGLESIA:  Thank you very much.  Thank you. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 29.  And please do state your name and affiliation. 

 DR. MONTEITH:  I was told I had 6 minutes, so I'm not sure -- 

 DR. IGLESIA:  You do indeed, sir. 

 DR. MONTEITH:  Okay.  My name is Dr. Charles Monteith, and the only conflict of 

interest I have is with myself, because I am here to speak out against the Essure device, but 

I also make my living based on treating Essure-related complications. 

 As a former medical director of Planned Parenthood of Central North Carolina, over 

a 4-year period I did over 60 Essure insertion procedures.  Currently I practice -- my practice 

is devoted to female sterilization reversal, and I have performed, over the last 6 years, 233 

surgeries to remove Essure devices, both for women who wish to become pregnant and for 

women who are having side effects from the device. 

 Sterilization procedures should be as safe to use as fire extinguishers.  They should 

be easy to use, highly reliable, and should not cause harm to the user.  I would like the 

Panel to consider a fire extinguisher that my company has designed.  We have found that, in 
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our pivotal trial, it discharges propellant 88% of the time with the first time used.  If it 

doesn't work the first time, that's okay.  You turn it upside down, you shake it, you wait 10 

minutes, and an additional 4% of the time it will work.  We feel that this is acceptable 

because it will put those fires out.  Only 8% of the time did the extinguisher not work, and 

in this case we recommend a more traditional, older method like running and calling 911.  

We had four adverse events.  The extinguisher exploded and embedded propellant into the 

hand of the user, but that was corrected with surgical debridement.  My question is, would 

any of us approve this fire extinguisher for general public use?  Would any of us feel 

comfortable with this less than perfect fire extinguisher in our home? 

 One of the biggest problems I had with inserting Essure is that I never knew if it was 

going to work when I sat down to insert it.  I was never sure if I was going to be able to get 

the device in bilaterally.  And if I did, I was never sure if I was going to see the patient back 

for the confirmation test.  In the pivotal trial, basically about 1 out 10 times you couldn't 

insert it successfully the first time.  So if I asked everyone to fly on an airplane with me and 

the landing gear would not retract 1 out of 10 times, how many of you would want to fly 

with me?  It's okay, we can take the plane back around again and try a second time, and a 

lot of the times it will work the second time.  But if not, we can abort and just do a soft 

water landing.  Essentially, that's what we're dealing with when we're talking about Essure 

sterilization.  When you're going into a sterilization procedure, you may only have one time 

to get it right. 

 In regards to Essure complications, unlike hormonal treatment, Essure can't just be 

stopped.  Unlike intrauterine contraception, there's just no string to pull on to remove the 
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device.  Essure can only be removed with surgery under general anesthesia.  The 

recommended treatment has been cornual resection, although most gynecologic surgeons 

have limited experience with cornual resection.  Attempting to remove the device with 

traction can oftentimes result in fracture of the device.  Women who have Essure 

complications are having hysterectomy procedures because this is a surgical procedure that 

most gynecological surgeons are familiar with. 

 We have just conducted a 14-year, non-randomized, uncontrolled trial on the effects 

of Essure on American women, the complications of which have been reported by self-

reporting, which we know notoriously underestimates complications.  The complications 

have come from small trials and some international trials.  Guys, we know where we are 

with this.  We have reached this fork in the road.  And as the late Yogi Berra said, when you 

get to the fork in the road, you got to take it.  It is time for a randomized controlled trial on 

Essure versus other methods of sterilization. 

 I would like to challenge Bayer that if you truly care about the health of American 

women, that you would fund such a study and have this study look at patient-centered 

outcomes, and have a third party who's not affiliated monitor and oversee this study.  I 

would like to commend Bayer on improving the physician educational materials.  Those 

materials were far better than anything I ever had when I was with Conceptus, when I 

inserted the device and Conceptus was the manufacturer.  But you can also look at the 

device and see how -- or that educational handout and see how difficult it is.  It's not always 

an easy procedure to do. 

 In conclusion, sterilization procedures should have the same safety standards as do 
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fire extinguishers.  A fire extinguisher that requires many steps, does not work 12% of the 

time, harms its users, requires major surgical treatment for those injured by the device 

would not be considered acceptable for public safety.  I don't see why we would consider 

the Essure sterilization method any differently. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I'd like to invite Speaker No. 30 to the podium.  Let's make way.  Please 

state your name and affiliation. 

 DR. NOORCHASHM:  Good afternoon.  My name is Hooman Noorchashm.  I am a 

surgeon and a Ph.D. immunologist in Philadelphia. 

 I've had the very unfortunate privilege of being in this very room before a similar 

panel advocating for patient safety, for women's health, for medical ethics.  And I have to 

tell you that without a clear understanding of medical ethical principles, which there's very 

scarce discussion of here, practice will be turning into unforgivable harm.  And first I want 

to remind every federal agent and federal officer here that you are guardians of the public 

and of an agency that's charged with protecting every American life.  You're not here to 

protect Bayer's interests or the gynecological community's interests.  You are here to 

protect the interests of people, of the public. 

 It's very ironic to me that we're sitting back here, the advocates and the patients, 

and Bayer is sitting on that side with FDA and with the expert Panel.  Very ironic and 

surprising. 

 Ladies and gentlemen, you've heard a lot about Essure.  It's a nickel-based coil.  It's 
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placed in the fallopian tubes in otherwise young and healthy women.  Okay.  This device is 

not designed to cure an incurable disease.  It's designed to irreversibly prevent pregnancy, 

and there is a lot of doubt as to whether or not it's effective here, okay?  It's designed to 

create an inflammatory response in the mucosal surface, which is poorly understood and 

really was not part of the PMA process, the study of basic immunology.  I think if you 

tapped Dr. Milner's expertise here, you'll find out that the study of the mucosal immune 

response to nickel was never part of the original PMA process.  This inflammatory process 

goes rogue, and what you're seeing here is a group of women -- and I'm going to ask you 

folks to stand up and remain standing until I'm done so everyone sees you clearly. 

 So it appears that Bayer here and the gynecological industry are having us accept 

this concept that majority benefit justifies avoidable harm to minority subsets of people.  

And, you know, I ask you to consider what failed societies of the past have done that.  You 

know, we're talking about something that's avoidable.  It's a medical device that's 

completely avoidable.  And what I want to know from this Panel is what percent harm are 

you going to accept, 0.1%, 1%, 5%, 10%?  And how are you going to justify that?  

Preventable, avoidable device, avoidable harm, this minority subset of women. 

 You know, we're at a crossroad here in American medicine and in particular, it 

appears, in women's health and at the Center for Devices and Radiological Health, okay, 

because it appears that the preservation of choice, the preservation of convenience, the 

preservation of majority benefit are overriding the sound principles of medical ethics, okay?  

And that's okay as long as it's a minority subset of lives.  I ask you, is that acceptable?  I ask 

industry, is that acceptable?  I ask the expert Panel, is that acceptable?  I ask the FDA, is 
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that acceptable? 

 You see these folks who are standing up here?  They can't even take their case to 

court because the Supreme Court of the United States has taken away their right to seek 

justice in the court system -- 

 DR. IGLESIA:  Thank you. 

 DR. NOORCHASHM:  -- because this device is a PMA-approved device. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I'd like to invite Speaker No. 31 to the podium.  And please state your 

name and affiliation as well. 

 DR. REED:  My name is Amy Reed.  I don't have anything to claim.  I have my M.D. 

and Ph.D. in immunology, and I'm here to support all of these women who have been 

harmed by these Essure coils.  And I'm here to talk to you about why it might be easy and 

convenient to do it in an office or an outpatient setting, and it might have great efficacy or 

maybe not.  But the fundamental basis for the Essure coil is immunologically flawed, as any 

immunologist would say and my husband referred to. 

 How Essure coils work.  The basis for which they work and the problems that they 

cause and the inability to quickly fix them, that makes them an unsafe device.  And I'm sorry 

if this wasn't studied appropriately, and that's what I'm hearing beforehand.  The Essure 

coils, the nickel, and then the metal, and then they cause scarring.  And I've heard that 

some people dumb this down and say, oh, well, we use similar metal in stents.  But that's 

not a mucosal surface.  That's like someone saying I need contact solution, and I say, oh, I 
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have some nail polish remover.  It's safe.  It's apples and oranges; it's wrong marketing, and 

it's lying to an entire group of women. 

 Regardless, this inflammation goes completely out of whack, as you have here.  

Women are presenting just like you would see in a rheumatologist's office, hair loss, rashes, 

joint pain, tired, all of these diffused kind of, well, we really can't pin it down and it doesn't 

happen all the time.  These are classic symptoms of immune symptoms run awry.  And 

these poor, otherwise healthy women are subjected to these horrific, big abdominal 

repeated operations to try and fix this.  But you can't stop this runaway train.  In a lot of 

cases, you can't reverse an immune system that's gone crazy just by an operation.  And I'm 

sure these women, too, have experience with this. 

 So what recourse do these women have that have been subject to this deliberate 

inflammation?  And like my husband alluded to, it's because you all put this stamp of 

approval on it.  The Supreme Court said the PMA process says this is a perfect device.  You 

don't have recourse to seek out damages in a civil court.  Sorry, the FDA says it works and 

the federal government says it works.  But, importantly, what kind of onus of responsibility 

does that put back onto the company if they have 0% liability exposure?  A bunch of women 

with a few symptoms comes to them.  The federal government says they're protected.  

None.  They have no incentive to seek out what's going on here. 

 So I ask you, the members of the Panel, the FDA, we don't need registries, we don't 

need to hurt any more women.  There are plenty of them here. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 
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 (Applause.) 

 DR. IGLESIA:  Speaker No. 32.  Speaker No. 32.  And just please state your name and 

affiliation. 

 MR. ROKICKI:  My name is Ryszard Rokicki.  I'm independent researcher in metal 

finishing field, specializing in biochemical compatibility improvement of medical device 

made of nitinol, stainless steel, and cobalt formulary.  My credentials can be found from 

ResearchGate webpage.  I report no conflict of interest. 

 After denied my citizen petition and restricted from public view my open letter to 

FDA Commissioner and most recently my comments concerning safety of Essure, FDA 

should be well aware what's causing the Essure-made problems and how to fix it. 

 In my opinion, there are only two ways to resolve the sometimes severe medical 

problems connected to Essure:  totally ban it or make it safe.  To make it safe, the faulty 

nitinol material outer coil of device with surface intermetallic inclusions should be detected 

and discarded before device is assembled.  The only way to achieve this is to use very 

simple, cheap, 100% reliable chemical test for detection of nitinol surface intermetallic 

inclusions. 

 The uniform nickel leaching from properly finished nitinol without surface 

intermetallic inclusions, even if galvanically coupled to another metal, as in case of Essure, 

is of negligible importance.  However, nitinol surface inclusions of adjusted matrices are 

source of catastrophic nickel leaching to surrounding tissue after implantation. 

 Somebody can ask, why don't we hear a similar complaint of people implanted with 

other kinds of nitinol medical device such as stent, heart valves?  The answer is place of 
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implantation.  Stents, heart valves are vascular devices permanently exposed to blood flow, 

and therefore nickel leached from them to surrounding blood is carried away and 

eventually leaves human organism with urine.  However, we have totally different situation 

with Essure, which is permanently embedded in tissue of fallopian tube.  In this case, 

leached nickel from surface inclusion or adjacent matrix stay and accumulate in tissue 

which is in direct contact with leakage. 

 At present, checking nitinol medical device for surface intermetallic inclusion is 

governed by ASTM F206 test, which is performed visually by inspecting nitinol samples.  

This test was the reason given by FDA for denying my citizen petition, which demanded the 

introduction of more reliable, 100% pure sodium hypochlorite test procedure.  The FDA 

stated that visually inspected samples of nitinol lots per present test will protect public 

health while not overburdening manufacturer of nitinol.  This is an important statement.  

However -- 

 DR. IGLESIA:  Can you please summarize? 

 MR. ROKICKI:  Yes, thank you. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Our next speaker is Speaker No. 33.  And this speaker will have 9 

minutes. 

 MR. BELL:  Good afternoon.  I'm Mark Bell.  I am a licensed registered metallurgical 

engineer, and I wanted to talk about the Essure failures.  I don't have an interest in Bayer.  

As a consultant, people hire me to give an unbiased, factual engineering opinion.  And so 
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that's what this presentation is going to be.  So it's just the facts.  I try not to be an 

advocate, but as an engineer, I can present the facts.  But it's hard, it's difficult not to get 

emotionally involved because I've got daughters-in-laws, I've got a wife, I've got nieces, and 

this really speaks to -- everybody can identify or empathize with this problem. 

 So my analysis.  I think that just the physical way the Essure is being made is -- the 

ones that I've seen, there's latent manufacturing processing defects.  These didn't come 

from being in situ in service inside the ladies.  It's actually preexisting, so I call it latent. 

 Next, please. 

 I've introduced myself.  I have 40 years of experience.  I do failure analysis.  I've done 

probably 1,000 of them.  Different types of machinery, different types of metals.  Some 

pharmaceutical, some biomedical, but a lot of it is food processing, oil, energy, and just 

metals. 

 It's my expert opinion, based on the studies I've done, is that Essure is not a safe 

product, especially compared to what I've seen industry be willing to scrap, walk away from 

if it's a defective material, not to continue to process it, not to put money into it, not to sell 

it, and not to have it in the field.  And once they find out there's something wrong with it, 

my experience with industry is they pull it.  It's good business, it's moral, and it's a good 

engineering decision not to let it stay in service. 

 Mid-level engineers have the power, if they see something defective in a Fortune 

500 company -- if I've seen something wrong with a big expensive compressor, I write a stop 

order.  Manufacturing stops until the problem gets addressed.  And that's the same way I 

have done my analysis with Essure, is to evaluate this on a factual engineering decision. 



168 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
 So next, please.  Please. 

 We talk about risk analysis.  I'm sure most of you all have seen charts like this.  The 

idea is you've got severity, and you've got likelihood.  What you want to do is avoid the 

scenarios where you get a high likelihood and a high severity.  In that red up there, that's 

unacceptable.  You want to avoid situations like that. 

 Next slide. 

 Terrible.  Sorry about the lighting.  It repeats what I just said, avoid combinations of 

high severity and high likelihood.  And what I've seen on Essure manufacturing, you've got a 

high likelihood of a failure.  And the rest of the day has been spent on how severe it is when 

these things do fail. 

 Next slide. 

 So here's an Essure that I've looked at in my lab. 

 Next slide. 

 I can tell when -- this is a stainless steel wire from Essure.  Now, this is the end that's 

probably been cut from manufacturing.  It's fine, but the point I show you is, is you can 

distinguish between something that's failed in service and something that is cut.  This 

probably is acceptable. 

 Go ahead. 

 See, it's just a close-up.  That's a very thin stainless steel wire that's been cut. 

 Go ahead. 

 That's the marker that shows you how far you should pull the Essure out.  It's 

stainless steel, but you can see how it's expanded.  You can see the desiccated body tissues 
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on it.  It's a good way to analyze these products. 

 Next slide. 

 See the ribbon?  There's a blue arrow on there. 

 Let's go to the next slide. 

 That blue arrow pointed to the tip of this ribbon.  Now, this ribbon is probably three-

tenths of a millimeter wide, and it's very thin, and I have no idea what the loading is on a 

human body in the fallopian tubes, but apparently it migrates, it moves.  There are stresses 

on it.  And let's look at some of the flaws in the metal that might accentuate the loading of 

the body stresses. 

 Next slide. 

 And these are latent material defects, is what we're talking about.  They existed 

before it was even inserted. 

 Next slide.  Boy, if those overhead lights could be dimmed.  This is a good slide.  It's 

from an electron microscope.  Is anybody going to do that?  Dim the overhead lights 

because that slide is washed out.  If you could, please. 

 What this is showing is probably some cracks in the edge of that ribbon.  How do you 

make a part like that?  You can't machine it; you can't grind it.  You have to be very careful 

as you draw it and bring it through the tooling.  I think there are some cracks on this, and 

these cracks are parallel with the edge of the ribbon. 

 Next slide, please. 

 This is the same thing.  There's an edge.  There are some cracks in there, or there are 

some surface defects, and as the ribbon is bent and flexes, these defects will act as stress 
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concentrations and make it very likely that the ribbon will fail and break in service. 

 Next slide, please.  Go ahead, next slide.  Yeah.  Next slide. 

 See, I've got some arrows pointing to where these surface defects are.  Are they 

cracked?  They could be.  We need to do some more analysis, but I think it's good calling it a 

defect, and this could initiate the fracture of the ribbon. 

 Next slide, please. 

 This is just the surface finish.  It's not polished; it's just rolled.  And this is the nickel-

titanium ribbon alloy.  Fairly rough.  I would be very surprised if that's acceptable to be in a 

medical implant.  Usually I see things that are electropolished and very, very clean surfaces. 

 Next slide, please. 

 So I would consider even this to be a latent defect.  And you can see the horizontal 

lines from the rolling and the handling of the ribbon. 

 Next slide, please. 

 Some things you can just look at.  The tip of the insert, do you see where the red 

arrow is? 

 Next slide. 

 That's that melted tip of stainless steel, and even that gets damaged from packaging, 

from handling, or from removal. 

 Next slide, please. 

 Just a close-up of that.  That's not a defect.  That's probably not going to cause a 

failure, but it's easy to find things like that. 

 Next slide, please. 
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 These are the stainless steel wires.  Very clean, very good.  They're not nickel-

titanium. 

 Next slide. 

 The edge.  The crimped nickel-titanium is that sheet that's crimped over the wire.  I 

think it might have failed there. 

 DR. IGLESIA:  Please summarize. 

 MR. BELL:  Next slide, please. 

 My recommendation is that a stop order -- these Essure products should be stopped 

from being put on the market until more work has been done to show that there are 

preexisting latent defects. 

 DR. IGLESIA:  Thank you very much. 

 MR. BELL:  Thank you. 

 (Applause.) 

 DR. IGLESIA:  Speaker No. 34.  And please introduce yourself and state your 

affiliation. 

 MS. SHEPPARD:  My name is Audrey Sheppard.  I have no financial relationship with 

any organization affected by the topic of this meeting.  Professionally, I consult to 

organizations seeking to see that safe, effective products are available to fulfill women's 

unmet needs. 

 In late 1994, I joined FDA's new Office of Women's Health.  As a layperson, neither a 

scientist nor a health practitioner, during my 5-year stint at the office, 4 years as its 

director, my emphasis was making sure that science was faithfully followed and also taking 
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a pro-consumer approach to women's health questions and issues.  I have the highest 

regard for women consumers as they champion their own health needs and consult their 

healthcare providers about what makes the most sense for them.  And I take most seriously 

the testimony of the patients sitting around me that we're hearing from today. 

 My now 25-year history in women's health led me to my decision to speak today 

because I think that your review is critically important.  With a one-of-a-kind product in the 

category of permanent contraception, there may be a strong need for action to further 

protect the future female consumer.  But what are those actions?  I've rewritten this a lot. 

 We all know that women, nationwide, use and depend on various FDA-approved 

methods.  Ninety-nine percent of American women ages 15 to 44 have used at least one 

contraceptive method during their lives, and permanent birth control is the second-most 

common form of contraception employed by American women.  Like any product the FDA 

approves, this one must pass scientific hurdles and continue to pass them.  We can only 

imagine that there are tens of thousands of women who have the product who are doing 

well, appreciate the benefit of not having to have surgery, to take hormones, who are going 

about their lives today.  As advisors to this Panel, you have your work cut out for you 

because weighing the need versus the problems is really, really tough. 

 I can't necessarily follow all of this.  Okay, I am optimistic that patients, advocates, 

clinicians, the company, with a careful review of all available data, that you, the advisors, 

and you, the FDA and the division, will find the right answer.  This is not an easy one, and I 

don't envy you. 

 Thank you for your time. 
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 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I invite Speaker No. 35 to the microphone.  And please state your name 

and your affiliation. 

 DR. JURAN:  I have slides, too.  My slides? 

 DR. IGLESIA:  Got those slides up?  Do we want to work on that and go to Speaker 

No. 36?  Let's do that.  I apologize.  If you would just work with the people on the side and 

we'll move to Speaker No. 36. 

 MS. HENZE RUSSELL:  I have slides. 

 (Laughter.) 

 DR. IGLESIA:  And we have them.  Please state your name and your affiliation. 

 MS. HENZE RUSSELL:  Thank you.  I am Laura Henze Russell, the principal of Precision 

Research and Communications.  I have no conflicts to disclose.  I'm here to present and call 

for a framework for precision devices to look at whether a device such as Essure is right for 

you, for the individual patient. 

 Next slide, please. 

 So patients are on a bell curve.  The lucky ones that are not in this room are in the 

fat and happy parts of the bell curve.  The people who are here and the 20,000 that they 

represent are on the tail ends of the bell curve, what I call the bell curse.  So 1% to 3% we 

currently have identified as being in the bell curse.  Unfortunately, it tends to grow over 

time.  Here's an early warning signal.  A number of women are losing fillings and teeth at 

early ages, which shows the impact of bioaccumulation for people with genetic methylation 
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defects when there's the synergistic impacts of metals, perhaps in your fillings, of 

galvanism, and so forth. 

 Next slide, please.  Next slide. 

 This slide presents 12 gene variants that are associated with methylation defects 

that have been identified with heavy metals toxicity.  The primary route for nickel toxicity is 

depletion of glutathione.  That's essential for many processes in the body, and as we've 

heard, inflammation is the root of many chronic disease processes. 

 Next slide, please. 

 OB/GYNs help women bear and then care for children, the next generation of 

Americans.  We ask you, throughout the process from approval to postmarket surveillance, 

to use the highest standards for safety. 

 Clinical trials need larger numbers, longer duration, basket studies.  There are 

pretests that can be done to determine blood reactivity to device materials that can be 

used in advance, in addition to patch tests for allergies.  You've heard, though, it's not just 

about allergies; it's immune reactivity.  So we should screen patients for exclusion factors 

based on them.  We need informed consent for health and cost impacts.  The cost impacts 

are off the charts.  Postmarket surveillance.  And I would like to see all panels have a 

toxicologist and a geneticist on them. 

 Next slide, please.  Next slide. 

 The outcomes will be better health and lower healthcare costs for all stakeholders.  

It will help women's lives and reduce ugly surprises. 

 The last slide, please. 
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 In conclusion, Essure is easy in, high risk for too many, and hard and costly to 

remove.  It should not be used.  It should be recalled.  There are lower-risk, safer 

alternatives.  We ask you to join a call for medical and dental device safety urgent reform.  

If you have any questions, please contact me or other women in this room. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Okay, we're going to still move on to Speaker No. 37, please.  And 

please state your name and affiliation. 

 MS. PEARSON:  Hi, I'm Cindy Pearson.  I'm the Executive Director of the National 

Women's Health Network.  We don't accept any financial support from pharmaceutical 

companies or medical device manufacturers. 

 In 2002 we spoke before this Committee advocating for the approval of Essure.  At 

that time we commented on the importance of providing information on the risks, benefits, 

and potential consequences of Essure to prospective users.  In light of recent developments 

and the new evidence brought forth in the form of women's personal accounts, the network 

now believes that the FDA should require Bayer to significantly revise the patient 

information guide and to sponsor a national registry.  These steps, which are within the 

authority of the FDA, would go a long way towards meeting women's needs for full, 

accurate, and objective information about Essure. 

 The personal and brave testimony of the women speaking here today should not be 

dismissed by the Panel simply because it did not result from a clinical trial.  Women's 
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reports of pelvic pain and autoimmune disorders should be taken seriously, and these 

experiences should be easily available to other women considering Essure.  Women who are 

considering using this device deserve to know this information.  No woman should learn 

after the fact that more information was available which could have affected her decision to 

take a particular drug or use a certain medical device. 

 So today we ask the Panel to recommend that the FDA change the labeling and 

patient information guide for Essure.  A paragraph should be added explaining that women 

have experienced an array of adverse health effects after receiving Essure, and this section 

should explain that while these effects were not reported during the clinical trials or not 

reported in significant numbers, the information is being added in order to be transparent 

about women's experiences with this product. 

 We also ask the Panel to recommend that the FDA take patient labeling one step 

further and require that women receive written information about the device prior to 

implantation.  The FDA should use all of its resources to make this knowledge sharing of 

women's experiences real. 

 And, finally, today we call for the creation of a national registry to serve as a central 

database for women who have received Essure.  This registry should be funded by Bayer 

and administered by a third-party vendor.  The purpose would be to make sure that all 

women with Essure are followed and that data collection and analysis is not controlled by 

the Sponsor.  Requiring a registry is within the authority of the FDA, and we urge the Panel 

to recommend this important step. 

 Ignoring the voices of women standing before you today leaves out women's 
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experiences that do not fit the narrative that serves the purposes of the Sponsor.  The 

physical and emotional effects these women have suffered are real.  Their stories and 

voices deserve to be heard and respected. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  We're ready for Speaker No. 35.  Thank you for your patience.  And 

when you come up to the microphone, just state your name and your affiliation. 

 DR. JURAN:  My name is Rupal Juran, and I am a board certified OB/GYN.  I'm also 

fellowship trained in minimally invasive GYN surgery. 

 Next slide, please. 

 I have no financial disclosures, and I have no financial relationship with Bayer. 

 Next slide. 

 As a gynecologist, I talk to women about health issues every day, and I feel that 

symptoms reported as being related to Essure unfortunately affect the entire population of 

women at pretty high rates, as this slide shows.  And I wanted to demonstrate with this 

slide the frequency of many of these health issues that women and I, myself, as a woman, 

have faced throughout our lives.  As a gynecologist, I've seen these issues in women who 

have gotten tubals, whose partners have gotten vasectomies, and who are using no birth 

control at all.  I also want to point out, the lifetime hysterectomy rate among American 

women is 45%, and these numbers are all from peer-reviewed papers published in scientific 

journals. 
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 Next slide, please. 

 This slide demonstrates the lifetime prevalence of other medical issues that we, as 

women, may face throughout our lives.  Unfortunately, many of these are pretty common 

too. 

 Next slide, please. 

 All that being said, first, I want to say that the medical and health issues faced by all 

the women who came here today are very real.  And, you know, if a patient came to me 

saying she wasn't comfortable with her coils and she really wanted to get them out, I would 

say this is your body, let's get them out.  But I am concerned that women in a vulnerable 

position, who already are not feeling well, are being told they must have more surgery or 

being told that simply removing their Essure coils is going to resolve their health issues, or 

being told that they need to have a hysterectomy to remove the coils, which may not be 

true.  The health issues that women face after Essure may or may not be related to their 

devices, but I'm concerned that women are being told that they need to have more surgery 

to cure them. 

 Next slide, please. 

 On a different tack, when a patient requests sterilization for herself, we have two 

options.  And this has been discussed already, but one option is tubal ligation, which does 

require general anesthesia and abdominal incisions, and the failure rate can be as high as 

3%, and the complications can include perforation of bowel, bladder, or uterus at a rate of 

0.4% to 1%, and 4 in 100,000 result in death.  And I'm sad to say that I've seen some of 

these complications after tubals. 
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 Next slide, please. 

 By contrast, the only other option for female sterilization is Essure, with the nickel-

titanium coils placed in fallopian tubes usually without having to access the abdomen.  The 

risks of perforation and expulsion are part of the counseling, as seen here on this slide.  And 

then the risk of hysteroscopy include the small risk of perforation and hemorrhage. 

 Next slide, please. 

 So I want to point out that I feel that Essure should remain an option for women.  

And while no method is 100% effective or 100% complication free -- and complications from 

all sterilization types are rare.  But, overall, the complications from Essure do tend to be 

minor compared to the complications that we see after tubals, and Essure has been shown 

to be more effective.  And I am looking forward to more data in that regard as well. 

 And the next slide shows my references.  I also want to, on a personal note, say that 

in our practice we've done over 1,300 Essures, and I personally have done about 200, and I 

feel very -- I'm so glad that my patients could have that experience.  We have no 

pregnancies.  We have no damage to bowel, bladder, or vasculature with our Essure 

procedures.  We have a very high patient -- rate of patient satisfaction.  I'm very glad we 

were able -- 

 DR. IGLESIA:  Thank you. 

 DR. JURAN:  -- to offer that to our patients instead of abdominal surgery. 

 DR. IGLESIA:  Thank you very much. 

 I'd like to invite Speaker No. 38.  Speaker No. 38.  And when you make your way up 

to the microphone, then just please state your name and affiliation. 
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 MS. ROMERO:  Good afternoon.  My name is Tabatha Romero, and I have no 

affiliation with Bayer. 

 On June 4th, 2012, I was implanted -- oh, I'm sorry.  Excuse me, I have some slides.  

And where is the little monitor that I can -- oh, okay.  Perfect. 

 DR. IGLESIA:  Do we have her slides before I start the timer?  Is that it? 

 MS. ROMERO:  That is it. 

 DR. IGLESIA:  Great. 

 MS. ROMERO:  Okay.  On June 4th, 2012, I was implanted with two different versions 

of the Essure device, ESS305 and ESS305-R1. 

 You can switch the slide. 

 It has been the worst mistake of my life.  I currently suffer from 18 side effects since 

implantation.  The most noticeable and life-altering side effects are severe daily pain, 

extreme fatigue, noticeable hair loss, severe cramping and debilitating menses, continual 

yeast infection, brain fog, painful intercourse, and depression.  After 2 years of receiving 

zero help from my physicians with my pain, dissatisfaction of comfortability with the 

implants, and many other symptoms, I went out in search of what could be done to remove 

Essure. 

 I got a hold of my implanting report, HSG images -- you may click the slide -- and 

radiology report.  It was then that I discovered -- the next one -- several discrepancies in the 

operative report -- the next one -- and radiology reporting, and an even greater finding.  

Both right and left coils were positioned incorrectly, in which you consider a grade 3 

position, too distal into the fallopian tubes. 
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 In months to follow -- next slides -- I would encounter woman after woman joining 

the group who were also suffering from incorrectly placed devices, all the while being told 

by their physicians that everything was normal or that we were the very rare cases of 

Essure.  But not so fast.  Because your Panel was fully aware of many flaws, one that I would 

like to bring the attention to is the failure rate of 12% in the clinical trials.  And that failure 

rate was among expert hysteroscopists.  In fact, your Panel spoke in great detail that the 

probability of the failure rate of 12% would increase when introduced to practicing 35,000 

GYNs who are not experts. 

 Dr. Noller, who was on the Panel, basically screamed from the rooftops about the 

failure rate, and I quote him in regards to the failure rate.  "I expect it's going to be 20% 

among people who don't do this very often.  So even with the 12% rate, if women are told 

up front, unless there is a fallback plan like laparoscopy at the same time, I don't know why 

they would accept this."  He went on to add, "It just doesn't say now that there is a one in 

eight chance that this won't work.  And I think every women deserves to be told up front, in 

big letters in a box, you know, this isn't perfect." 

 Your Panel knew and acknowledged this device wasn't perfect.  Yet, you approved it 

with a preemption status as though it were, and that is criminal.  I want to know why 

physicians who implant Essure are not trained to remove it.  The product labeling clearly 

states that we can demand it be removed.  However, implanting physicians claim it cannot 

be done or that it can only be done by hysterectomy.  I did not sign up at the age of 33, now 

36, to have my female reproductive organs removed.  A hysterectomy is unacceptable to 

me and my family.  My wishes about what happens to my body deserves to be respected.  I 
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am a wife, a mother, daughter, sister, aunt, friend, and business professional who just 

wants her life back. 

 DR. IGLESIA:  Thank you. 

 MS. ROMERO:  This product has altered my life and has killed my spirit, and it needs 

to be recalled. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I invite Speaker No. 39 to the microphone.  And please state your name 

as well as your affiliation. 

 MS. RUSMISELL:  Before I start, we're going to -- she's going to stand over there and 

click my slides for me because the technology is not -- 

 DR. IGLESIA:  No problem. 

 MS. RUSMISELL:  -- provided the same for the public as it was the FDA and Bayer. 

 DR. IGLESIA:  Do we have her slides?  Okay, I'm going to ask you to come over to the 

side and just check on your slides for a second, and we'll come right back to you. 

 We invite Speaker No. 40 to the microphone. 

 MS. CERVANTES:  I have slides also. 

 DR. IGLESIA:  And let's check on her slides as well.  And we do not have your slides.  

Okay, would you like to step to the side as well? 

 Speaker No. 41.  And please state your name and affiliation.  Thank you for your 

patience. 

 MS. HOLT:  My name is Amanda Holt, and I have no financial affiliations to disclose. 
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 I am a wife to Chris, I am a mother to Carter, Cameron, and Cailyn, and I'm also an 

Essure victim.  I'll begin by saying that I don't believe that the FDA will force Bayer to recall 

Essure.  Unfortunately 20,000 similar voices will simply never be statistically relevant 

enough.  I'm here to beg for information, data, and education.  Move information gathering 

outside of the pivotal groups, update labeling on true failure rates, on true side effects, and 

inform women on what can happen when this device fails.  These side effects are real, and 

our experiences are real.  I know this because I was implanted with Essure in January of 

2008.  I was fully occluded; I was deemed a success.  And 4 months later I started getting 

my period every 10 days. 

 Three months after that, I found out I was pregnant by an at-home test in my 

bathroom in the middle of the night.  Because I had no idea what was going on, I went to 

the emergency room.  The emergency room had never heard of Essure, and my doctor had 

never had anyone become pregnant.  Four months after that, during a routine ultrasound, 

we found shadows on my uterus.  Unfortunately, at that point, I couldn't go through any 

other further testing.  I was pregnant.  But we did guess that the coils had either moved or 

migrated or were expelling.  The tech was baffled. 

 Early 2009 I experienced my high-risk pregnancy, getting monitored every 10 days, 

ensuring that my baby was growing.  I did deliver a healthy baby girl in July of 2009, but 

unfortunately, in the first 2 years of her life, she developed a blood disorder. 

 From 2009 to 2011 my health quickly declined.  I had migraines for the first time in 

my adult life.  I had psoriasis covering my head and my shoulders, my fingernails and my 

toenails.  I had hives and rashes.  The autoimmune responses that I was going through, not 
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one doctor could figure out how to help me.  I spent 3 months with the Mayo Clinic trying 

to understand a hemifacial spasm.  The Mayo Clinic sent me home and said I was stressed.  

They had no idea what to do. 

 On October 11th, 2012, we found a softball-sized tumor in the center of my chest, 

and I was diagnosed with Hodgkin's lymphoma.  For years I was sick.  Specialists, doctors, 

the best of the best could not tell me what was going on, and I simply called an allergist.  I 

found out that I was allergic to nickel.  And in March of 2013, while I took out a portacath 

for cancer treatment, I had a hysterectomy to remove Essure. 

 It was the FDA's job to protect us and to inform us and to ensure we knew what we 

were getting ourselves into.  That didn't happen, and I would like to know why. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  Can we have Speaker No. 42?  And then we'll go back up after that.  But 

as you work your way up, just let us know your name and your affiliation. 

 MS. PITT:  My name is Sheila Pitt.  I'm here on my own, with no financial assistance.  

I am a private citizen.  I'm here today as a wife, as a mom, a face to an adverse report, and 

as a woman who thought I would have Essure permanent birth control in me permanently, 

but I had it for just over 9 years. 

 My story is pretty simple.  I got Essure in 2004, and I had it removed in 2013 after 

seeking help for unexplained issues similar to those described by the others today.  I'm 

sorry, I'm very nervous.  Within the first few days after my major surgery for removal, I felt 
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better than I had in years.  At the time I didn't really know and understand what happened.  

Even my sense of smell returned.  I had lost it in 2011, with no explanation.  I am not a 

medical professional.  I ask the Panel, when considering all the questions, that everything 

that you talk about today and any information changes be given to people that currently 

have Essure, not just those who are considering Essure.  It seems to me that adverse effects 

of pain, migration, and even developing metal sensitivity have been added to the list of 

Essure side effects on different websites. 

 Although I no longer have Essure, my question and concern is for those that I know 

personally, and here today, who know so many other people.  My concern is will any 

recommendations made today be communicated to women who have had Essure for years?  

How about the adverse events that have been talked about today?  How are women going 

to know if they have an adverse effect?  They don't even know what they are.  I think 

information needs to be given to current Essure patients and, as we've discussed already 

today or heard, information to be given to patients considering Essure. 

 The Panel has seen, in my opinion, that little info on identifying side effects in 

women that have Essure for years, like over 5, 10 years -- I'm saying that I don't think 

there's much that exists.  For something that is meant to be inside for 50 years, I feel that 

current, not just future, patients need information.  As many women may not return to 

their implanting doctor for various reasons, I think that all medical professionals need to 

know about Essure side effects discussed today, and ways for removal. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 
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 (Applause.) 

 DR. IGLESIA:  We're going to go back to Speaker No. 39, please.  And I think those 

slides are ready now.  So I'd like you to also state your name and your affiliation. 

 MS. RUSMISELL:  Can the technology people just let Carrie know where she needs to 

point the clicker so that it works? 

 My name is Amanda Rusmisell.  I'm from Charlotte, North Carolina.  I have no 

financial conflict of interest. 

 I had Essure implanted in December 2008 during the most painful procedure I've 

ever endured.  After this, my life was altered by pain and debilitating periods until I had a 

total hysterectomy because of Essure.  The 20,000 members of our Essure Problems group 

have been impacted in many ways.  I am here to discuss how Essure economically impacted 

us.  Specifically, we're going to look at the out-of-pocket expenses that our members 

reported on a survey that covered the time from implantation to removal. 

 First slide, please. 

 This is implantation.  We had 229 women participate in the survey.  Essure is sold as 

a low-cost procedure.  Only 30% of our survey had out-of-pocket expenses. 

 Our next slide is confirmation tests.  We had 164 women have some type of 

confirmation test.  Some did not have the test because it was not covered by insurance.  

Out of the 164, we see that 34% had out-of-pocket expenses.  Essure is costing the patient 

more. 

 Our next slide is doctors' appointments due to complications.  Two hundred and 

fourteen women from our survey had doctors' appointments.  This looks at all primary care 
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and specialist appointments.  Now we see the jump; 67% had out-of-pocket expenses. 

 Our next slide is emergency department visits.  One hundred and thirty-three 

surveyed had emergency department visits, emergency visits for things like extreme pain 

and heavy bleeding; 57% had to pay out-of-pocket expenses. 

 Our next slide is tests to diagnose complications.  One hundred and eighty-two 

women from the survey had diagnostic tests.  Some examples are blood tests, ultrasounds, 

radiology imaging, and allergy testing; 52% had out-of-pocket expenses. 

 The last slide is Essure removal.  From this survey group, 113 women have had 

Essure removed; 64% of them had out-of-pocket expenses for removal.  Remember, this is 

up from only 30% having out-of-pocket expenses with implantation. 

 This is just a small peek into the financial impact of Essure.  We were told that Essure 

was low cost.  These statements demonstrate that Essure was anything but low cost.  Essure 

cost us financially, physically, and emotionally.  Every woman should have the right to a 

safe, effective, and affordable birth control.  This is not the case with Essure.  The FDA failed 

us, and the FDA failed our families. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I invite Speaker No. 40 to the microphone.  And I think those slides are 

ready.  They're not.  Okay, pardon me. 

 We will then move on to Speaker No. 43 while we resolve that issue.  Speaker No. 

43.  There you go. 

 (Off microphone comment.) 
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 DR. IGLESIA:  Take your time.  Just state your name and your affiliation. 

 MS. GREAGER:  Hi.  Good afternoon.  My name is Alicia Greager.  I am not here with 

anybody or affiliated with anybody, and absolutely nobody gave me any money, nor will 

they when I get out of here. 

 What Bayer has said, I was the perfect candidate for Essure.  In June of 2008, I went 

to the gynecologist.  I chose to have permanent sterilization.  With the recommendation 

from my doctor, I fully consented and thought I understood everything, and I really and 

honestly thought that Essure was a perfect solution for me. 

 Within a few weeks I went back.  The surgery was okay.  I was asleep, though, I 

believe, because my insurance paid for it.  And a few weeks later I went back, I had a couple 

follow-ups, I was bleeding a lot.  She said, oh, you know, that's going to take a while, that 

will take a while, that will take a while.  I said okay.  It took a while.  Well, it's 2015.  I bleed 

every 12 days, every 12 days, with massive cramping, clotting.  I now have rectal bleeding 

too, which is fun.  I have hair loss, which my grandchildren lovingly crawl right through and 

wrap themselves in.  I lost four teeth, literally popped out of my mouth.  Don't know why.  I 

have no clue. 

 I have excessive sweating, which is lovely, lovely, lovely.  Walking around and people 

randomly walk up to you and say, ma'am, are you okay?  I'm fine.  My heart rate is at 

resting, and when I say resting, I mean when I wake up in the morning, 90 beats per minute.  

Hasn't changed.  I've been hospitalized, and they thought I had a stroke.  My daughter had 

to come to the hospital, and she was in the Marine Corps at the time.  She runs down to the 

hospital, and she comes to me thinking I'm dying.  They can't find anything besides the 
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stroke symptoms, but no signs of an actual stroke. 

 I have a medical record, which I didn't bring with me today only because it's a public 

hearing, that will show you, without a doubt, a clear path from my history, which I have all 

the way from when I was a child to now.  It is the Essure, whether I have an allergy to it, 

which that's another fun thing.  I have nice skin itching.  That's great.  And little boils that 

pop up everywhere.  I have problems with pain every day.  Twitching.  That's another fun 

one.  And one of the worse things about the whole thing is I have to smile and be happy and 

move on.  And it's really hard.  I had to adapt to that.  I had to adapt to all of those things.  

And now, today, I want to tell you how important it is that I'm here.  Right now, at this very 

moment, my daughter is in Washington where I came home from, I live in Pennsylvania, and 

she's in labor with my third grandchild.  And I'm here because my whole family supports me 

to do this. 

 I believe you should recall it.  Bayer, I 100% believe you should set up some kind of 

fund for us and please take them out of here.  You know, the Panel, I think that you should 

tell the FDA -- I trust them, I do.  They stamp my meat, I love meat, and I think you should 

advise them to do something for it. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I'd like to invite Speaker No. 44 to the podium.  And please state your 

name and affiliation. 

 MS. HUGHES:  My name is Kimberly Hughes, and I have no financial conflicts of 
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interest to report. 

 My Essure procedure was done in 2009 in a hospital, with anesthesia, and I wasn't 

asked about metal allergies because if I had, I would have refused the procedure.  The years 

that followed brought pain, confusion, doctors without answers, and two major surgeries.  

My side effects included constant pelvic pain, dizziness, ovarian cysts, heavy and painful 

periods, periods lasting half the month, anemia, vitamin D and B12 deficiencies, weight 

gain, abdominal swelling, and eczema on my hands, all problems that didn't exist prior to 

getting the Essure procedure done. 

 In late 2011, after more complaints of pelvic pain, a CT scan and ultrasounds 

revealed a 10 cm cyst on my right ovary.  So I had surgery to remove the cyst and the ovary, 

but the pain continued.  Dizziness led to two falls down flights of stairs.  The fall in 2011 

resulted in injury to my coccyx and lower back, making it painful to sit or stand for any 

length of time.  The fall in 2013 resulted in a concussion.  Post-concussion syndrome has left 

me with frequent migraines, memory problems, difficulty with word recall, multitasking, 

and concentration, as well as light sensitivity, confusion, difficulty remembering new 

information, noise sensitivity, mental fatigue, sensory processing problems, brain fog, and 

one pupil larger than the other. 

 More than 10 doctors and dozens of tests later, I still didn't have any answers.  None 

of them put the pieces together.  But the simple names of the side effects and problems 

don't even begin to illustrate the occupational, social, financial, and psychological impact 

they have on a person's life.  And that's the true impact of Essure.  It wasn't until I found a 

group of thousands of other women who have been suffering from the effects of Essure 
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that the struggles I had been going through for the past 6 years began to make sense.  I 

found this group of women when I was searching for answers when my period began one 

day and just never stopped.  I was very anemic and weak, and I didn't know what was 

happening. 

 I had to have a hysterectomy in June of this year.  The pathology report showed that 

there was extensive endometriosis and adenomyosis.  A hysterectomy was my only option 

by the time I put the pieces together.  I may have been able to get rid of the constant pain 

and bleeding and some of the allergic reactions; however, I'll have to live with the life-

altering effects of chronic back pain and post-concussion syndrome. 

 The simple procedure that Essure was billed to be turned out to be the most 

devastating mistake I have ever made.  I have no doubt there are thousands more women 

suffering that have no idea that Essure is the cause, because their doctors are not 

connecting the dots or taking the complaints seriously.  Other victims of Essure are the only 

hope for them right now because the FDA has failed to warn and protect them properly. 

 This device needs to be taken off the market now before more women are harmed, 

and Bayer needs to be held accountable to all the women who have suffered with Essure. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I'd like to invite Speaker No. 45 to the microphone.  And if you could 

state your name and affiliation. 

 MS. SCANLAN:  Good afternoon.  My name is Susan Scanlan.  I'm President of the 

Women's Research and Education Institute, or WREI, which has provided timely nonpartisan 
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policy analysis to the women in Congress since 1977.  For 9 years, from 2004 to 2013, I 

served as chair of the National Council of Women's Organizations, a coalition of 240 

progressive women's groups representing 12 million American women.  Women's health 

and reproductive rights were at the top of the National Council's agenda. 

 I have accepted no payment to speak here today and have no financial relationship 

with Bayer.  It's my job this afternoon to tell you how critically important it is for women in 

the United States and around the world to have access to safe, effective, and affordable 

permanent birth control, birth control that Essure provides to so many. 

 Essure represents a vital and growing reproductive option that has been successfully 

performed on more than 800,000 patients over the past 13 years.  A recent practice bulletin 

issued by the American College of Obstetricians and Gynecologists recognizes that 

hysteroscopy tubal occlusion for sterilization has high efficacy and low procedure-related 

risk, cost, and resource requirements. 

 Of course, all of us are concerned about possible side effects that are being raised 

today.  We're not just concerned; we're heartsick.  We do not discount any individual's 

personal claims or suffering, but no form of birth control is without risk or should be 

considered appropriate for every woman.  It is important that female patients discuss all 

risks and benefits with their physicians and adhere to all medical protocols.  It seems to me 

that a lot of them have gone in uninformed, and that is not right. 

 It is equally important that data about possible side effects be collected and 

analyzed in a careful and irrefutable way.  Such scientific fact finding has not occurred in the 

case of Essure, and a fearful message is being sent to people who might most benefit from 
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it.  My concern is that access to this proven medical device could be limited or even denied 

to women who want and need it.  The market shows that American women are looking for 

permanent birth control that is simple, reasonably priced, and does not require a lot of 

recovery time, that can be performed in their doctor's office, that does not require surgery 

or exposure to its potential risks, and that does not contain any hormones.  Essure does 

answer every one of these requirements.  American women have the right to make an 

informed decision to use it. 

 I thank you for listening to me today.  You have a set of tough decisions ahead of 

you, but I'm confident you'll find a way to balance majority needs against the compelling, 

tragic stories that these brave women have told us today. 

 DR. IGLESIA:  Thank you very much. 

 And, finally, I'd like to go back to Speaker No. 40.  And I think those slides are ready, 

and this is our final speaker.  And if you could just state your name and affiliation.  Thank 

you very much. 

 MS. CERVANTES:  My name is Christine Cervantes, and I have no financial conflict of 

interest.  I traveled from Lake City, Texas to be here to speak today. 

 I was a 39-year-old mother of four when I talked to my gynecologist about becoming 

sterilized.  I requested a tubal ligation, but my doctor was quick to recommend Essure as a 

safer, nonsurgical option.  I told my doctor that my only concern, since she had assured me 

of its safety, was of migration.  My younger sister had had Mirena, and it had migrated into 

her abdomen and had to be surgically removed.  I did not want to have a similar experience 

as my sister.  My doctor assured me that migration couldn't happen due to the scar tissue 
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forming around the implant and holding it in place.  She said the migration warning on the 

pamphlet was standard because it was a medical implant. 

 At the time of my HSG test, it was confirmed that my left implant was in place and 

my fallopian tube had occluded.  My right implant was shown to have migrated and, per my 

report, was in my abdominal cavity.  I immediately contacted my gynecologist, very upset.  

Her initial response was to repeat the procedure, putting another implant into my open 

fallopian tube.  By this time I had started noticing changes throughout my body, side 

effects, if you will.  And not only did I not want another Essure device put in my body, I 

wanted the two existing Essure implants taken out. 

 My gynecologist then contacted Bayer to find the proper protocol to remove Essure 

and was informed that there was no protocol for removal once migration had occurred.  

She informed me that she was no longer willing to perform the surgery and forced me to 

become my own advocate.  After calling numerous doctors, I found a gynecological 

oncologist that would take my case, even though I did not have cancer, because she was 

experienced with complicated surgeries. 

 During my LAVH-BS, it was discovered that in fact both of my Essure implants had 

migrated, and both were protruding through my uterus.  You see, there is a complete 

disconnect between doctors and patients when it comes to their response to migrations, 

complications, failures, and side effects.  If doctors are not being trained to handle the 

complications that can and will arise, then they have no business implanting women with 

these medical devices. 

 As a victim of Essure, I'm here to say enough.  Women deserve and demand better 
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than what these devices are doing to our bodies and to our lives.  I'm asking Bayer and the 

FDA to remove Essure from the market. 

 Thank you. 

 DR. IGLESIA:  Thank you very much. 

 (Applause.) 

 DR. IGLESIA:  I apologize, but there were two speakers that were absent.  I'm going 

to just give them one last chance, if they're present, to come up to the podium.  One was 

Speaker No. 10, Michelle Garcia.  And the second was Speaker No. 25, William Myers. 

 MS. MYERS:  Williams Myers is my husband, and we couldn't afford to pay for him to 

come. 

 DR. IGLESIA:  Thank you. 

 (Off microphone comment.) 

 DR. IGLESIA:  Okay.  Well, thank you then. 

 At this time, if we could get the lights back on, I'd like to ask our Panel members if 

there are any Open Public Hearing speakers -- that they have any questions at this time.  

Yes. 

 DR. CHAPPELL:  Brief questions or brief clarification? 

 DR. IGLESIA:  Correct. 

 DR. CHAPPELL:  I have one for Mark Bell, if he is still here.  And I'm supposed to 

announce my name, right?  Rick Chappell.  Yeah. 

 (Off microphone comment.) 

 DR. IGLESIA:  Okay.  Yes, this will be the only opportunity before we reconvene as a 
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Panel.  Are there any other Panel members that may have brief clarifying questions for our 

speakers this afternoon?  The public speakers. 

 Deb. 

 DR. MYERS:  Deb Myers. 

 Speaker Laura Russell, Medsurge, if still here.  In your presentation you talked about 

blood tests for screening patients.  I was hoping you could give additional information on 

that. 

 MS. HENZE RUSSELL:  I will follow up in writing with more detailed information on 

the screening for medical devices.  I'm familiar with similar screening tests for tolerance 

versus toxicity for dental materials, because I had that a blood test can tell you which 

materials you are highly, moderately, and least reactive to.  And I know this because I was 

sick for 20 years from mercury from dental amalgam, which is how I got introduced to metal 

toxicity issues with devices.  I've been trying to track that down because I've been told by 

people who have done orthopedic procedures that there are tests that can be done.  Are 

there any physicians in the audience who could address that? 

 (Off microphone comment.) 

 MS. HENZE RUSSELL:  Orthopedic Analysis does specific Essure testing.  And I believe 

that there are tests that can be done for basically any or all medical devices, and I think 

that's something we should all learn more about and recommend, if not require, before 

devices are installed on a non-emergency basis. 

 DR. IGLESIA:  Thank you very much. 

 DR. MYERS:  Thank you. 
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 DR. IGLESIA:  Dr. Chappell. 

 DR. CHAPPELL:  Yes, thank you. 

 I have a question for Mark Bell.  Could you please clarify -- and I'm sorry if you 

already said this -- whether the photo micrographs of Essure that you presented were new 

products or post-implant or a combination. 

 MR. BELL:  Everything was post-implant. 

 DR. CHAPPELL:  Thank you. 

 DR. ELSER:  Denise Elser. 

 This is for -- I think it was Ms. Reed who is an immunologist, is that right? 

 UNIDENTIFIED SPEAKER:  Dr. Reed. 

 DR. ELSER:  Dr. Reed?  Sorry.  Because we hear a lot of symptoms that may be 

related to some type of -- are you saying it's like having a rheumatology office?  These are 

likely autoimmune diseases that we're seeing, or symptoms.  Is there any testing to link a 

correlation or any others outside of these symptoms and the timing of the procedure? 

 DR. REED:  So one of the things that makes it very difficult to prove cause and effect  

-- and even if you look at diseases that we have a much better handle on, like lupus and 

rheumatoid arthritis, people really can present with a spectrum of symptoms, and there's 

no one symptom that you say aha.  Even with rheumatoid arthritis, some people get joint 

pain, some people have high levels of rheumatoid factors, some don't.  In a case like this 

where, like we said, that the mucosal immune response is not well understood in animals 

much less in this sort of setting, that there's no -- I can't think of a single -- I mean, you 

could look for inflammatory markers, and I bet you'd be high in every one of these women, 



198 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
but that doesn't really tell us anything prognostically. 

 DR. IGLESIA:  Thank you very much. 

 Okay, there being no further questions, I want to take a moment to acknowledge 

and thank all of those who came to speak at our public hearing.  The Panel realizes how 

difficult it is for you to travel here at your own expense and to share your personal stories 

with us about your experiences with Essure. 

 I now pronounce the Open Public Hearing to be officially closed.  We will now 

proceed with today's agenda, and during that deliberation, at the request -- at my request, 

we may be able to take some further questions from the presenters. 

 But at this time we will take a 10-minute break.  Panel members, please do not 

discuss the meeting topic during the break amongst yourselves or with any members inside 

or outside of the audience.  We will resume at 3:59. 

 (Off the record at 3:49 p.m.) 

 (On the record at 4:10 p.m.) 

 DR. IGLESIA:  If everyone could take your seats, we will begin the Panel deliberation 

session now.  So we will now begin the Panel deliberations.  I want to open the floor to the 

experts around the table to begin deliberating on any thoughts that you may have with any 

information you have heard today or the material that you have read in your Panel packets. 

 Although this portion is open to public observers, public attendees may not 

participate except at the specific request of the Panel Chair. 

 Now, first, do any of the Panel members have any questions or comments for FDA or 

Bayer HealthCare before moving on?  I know that there were two.  And please be reminded 
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that during this time, persons may only approach the podium when directed by the Chair. 

 So I know that Ms. De Luca had a question, and Dr. Seifer had a question specifically 

to the FDA.  So we'll start with you, Ms. De Luca. 

 MS. DE LUCA:  Jo-Ellen De Luca, Patient Representative. 

 I was wondering if the women that have problems generally, if they go to the same 

physician.  So if they are going through the Essure process with a physician, do they keep 

that same physician?  It seems to me it would be a bad move to then go to physician Y and 

then Z to prevent the problems from happening in the first place and keeping track of 

anything wrong. 

 DR. IGLESIA:  So does the FDA have any information, Dr. Yustein et al., on lost to 

follow-up where a patient is an index case and may have a problem but does not see the 

same implanting surgeon? 

 DR. YUSTEIN:  I don't think that's information that we normally collect.  It might be 

worth asking some of the audience members who have presented today their experiences. 

 MS. DE LUCA:  I guess I'm looking if some of the poor performers are people who 

neglected to go to their physician in the correct follow-up manner. 

 DR. IGLESIA:  I know that that was mentioned -- 

 DR. YUSTEIN:  Right. 

 DR. IGLESIA:  -- on the -- in the public hearing portion. 

 DR. FISHER:  May I?  Real quick.  Actually, there were a couple questions that were 

asked before lunch that we have prepared answers to, and I believe that one of those -- 

 DR. IGLESIA:  Was Dr. Seifer's. 
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 DR. FISHER:  One of our responses kind of addresses that question, and it has to do 

with the lack of follow-up.  So maybe if we -- before we get into additional questions, 

maybe if we had a chance to respond to the questions that we had. 

 MS. DE LUCA:  I'm looking for follow-up in an explicit way, not just go to Dr. Smith 

and then go to Dr. Somebody Else, get another answer, and never probably getting their 

original problem seen and followed. 

 DR. FISHER:  So I understand your question.  That is not information that we have.  

But, once again, I think that some of these patients, from what I've heard, it sounds like 

they have gone to multiple doctors, but that's not information that we have. 

 DR. IGLESIA:  But I do recall that Dr. Seifer was the one who had the initial question 

about some of the complications.  Is that what you had to prepare? 

 DR. FISHER:  Well, there were three questions, and if you don't mind, can I go ahead 

and -- 

 DR. IGLESIA:  Please address. 

 DR. FISHER:  -- try to address those? 

 DR. IGLESIA:  Please. 

 DR. FISHER:  Okay.  So there were three basic questions.  I want to start with  

Dr. Coddington, and it had to do with lost to follow-up.  And lost to follow-up can be 

interpreted a couple different ways.  True lost to follow-up -- I think your question to FDA 

was, do you get additional information on patients?  Can you get additional information 

from the company on lost to follow-up?  And we can request additional information, but 

usually lost to follow-up is lost to follow-up, and there's not a lot of information that comes 
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with those patients.  Now, I will say that going back and looking at the IDE studies, true lost 

to follow-up, there were only three patients that were lost to follow-up, okay?  But I would 

like to make a distinction here because there's also something that has to do with patient 

discontinuation. 

 And if you look at the Executive Summary, Table 4 is on page 16, and it talks about 

events that delay and prevent the reliance on the Essure device for contraception, and it 

lists a couple different reasons why a patient may not continue on in the study.  They would 

still be followed, but it has to do with perforation, expulsion, maybe they got a unilateral 

implant, I think.  And I can ask the company if they would like to clarify this.  Probably the 

only patient that they wouldn't follow would be one where they couldn't get an insert in at 

all, okay?  So that's where there's a little bit of difference there between loss of follow-up 

and discontinuation with patients. 

 Now, when we talked briefly, there was also the question kind of like lost to follow-

up.  What happens with a patient during that compliance period where you lose them?  This 

is a method, so they have to come back for that confirmation test.  And one of the things 

that we had presented, we had presented ranges of patient confirmation, and it ranged 

from 28% to 100%.  Now, the information that we have is from the scientific literature, and 

I'm going to ask Allison O'Neill to come up, and she can put the slide up to show you where 

we're getting these numbers, okay, because these were not part of the IDE.  These are non-

sponsor -- non-company sponsored studies.  And in addition to that, I think she has some 

information as to some of the reasons behind why patients failed to come back for that 

confirmation test. 
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 MS. O'NEILL:  So I believe it's the next slide, please.  Yes.  So this is a slide that shows 

some of the compliance rates that we found in the available literature.  This represents 

studies from both the U.S. and outside the U.S., so it's not exclusively HSG.  But this is 

where we got those ranges that we presented. 

 The first two references with the lowest compliance rates, both represent clinic 

populations where a majority of the patients had public insurance.  And in reviewing those 

two references, we found a couple of reasons that patients may not be compliant with HSG, 

including health insurance coverage or lack of.  Second, the patient may be responsible for 

scheduling their own HSG with a radiology unit, especially when there's a lack of patient 

tracking or follow-up by a staff member.  And another reason could be scheduling 

difficulties between -- coordinating between the gynecology and radiology unit and possible 

inconvenience related to that.  So this is just a quick snapshot of kind of a spectrum of 

compliance rates, and a little bit more detail can be found in Appendix A of our review 

memo. 

 DR. SEIFER:  Do you have any estimation about the lack of insurance coverage for the 

HSG?  In other words, was it more than half of the noncompliance that could be explained 

by that? 

 MS. O'NEILL:  I believe in the first study it wasn't half, but it was the first -- it was the 

most common reason. 

 DR. FISHER:  Okay.  And then I think that there was -- thank you, Allison.  I think that 

there was a third question that Dr. Milner had, and it was in regards to metal allergy or 

allergic reactions and how it was defined during the IDE studies.  And we went back, and we 
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looked at that, and there was no solid definition of reporting an allergic reaction.  But I 

would like to bring Dr. Corrado up, if I could, please, to provide some insight as to when we 

started looking at this issue of some of these other symptoms and considering could it be an 

allergic reaction and some of the things that we did. 

 So, Dr. Corrado, could you come up? 

 DR. CORRADO:  So I'm just going to very briefly say that it's our recollection that we 

were not explicitly advised of nickel allergies in the Phase II and pivotal studies at the time 

of the premarket review.  However, in approximately 2011, in one of the PMA supplements, 

we were discussing labeling around potential nickel allergy, and the Sponsor at the time, 

Conceptus, informed us of the following: 

 Records of over 650 women in the Phase II and pivotal trials were reviewed for 

adverse events potentially related to nickel allergy.  The women were followed for up to 5 

years after being implanted with Essure micro-inserts.  There were no chronic reports of 

skin rash or itching.  Four reports of itchiness, hives, rash, or eczema occurred that were not 

attributed to another cause.  All were of short duration and resolved with medication.  

Micro-insert removal was not required for any of those reports.   

 So that was the information as it evolved from the premarket review to postmarket. 

 DR. MILNER:  So just so I understand, so they were thought perhaps to be related to 

the insert; is that correct? 

 DR. CORRADO:  Basically by default.  They could not be attributed to anything else. 

 DR. MILNER:  Okay. 

 DR. CORRADO:  And so what the Sponsor was trying to do at the time was say we 
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didn't identify anything as an allergy per se.  However, we went back on records, and we 

found these four symptoms, essentially signs or symptoms, and we're telling FDA -- we're 

telling you about that because they could be evidence of nickel sensitivity. 

 DR. MILNER:  Okay.  But then what was the criteria that was used to decide what is 

an allergy? 

 DR. CORRADO:  That is a question I am unable to answer.  I'm sorry.  Maybe the 

company would like to take a crack at that one. 

 DR. IGLESIA:  Would you like to address that? 

 DR. MILNER:  If there's an answer, yeah, sure. 

 DR. IGLESIA:  Would Bayer like to respond about the allergy issue?  And just please 

state your name. 

 DR. ZAMPAGLIONE:  Sure.  Great, thanks.  Edio Zampaglione, Bayer HealthCare, U.S. 

Medical Affairs. 

 No, there was no criteria per se in the studies to identify or to say this is an allergic 

reaction.  So we also do not have that. 

 DR. MILNER:  So how is it that you can declare that there's no allergy if you don't 

have a criteria for whether there's an allergy or not? 

 (Applause.) 

 DR. ZAMPAGLIONE:  So the symptoms that are with these allergic reactions, they're 

broad.  There are so many different etiologies.  We're exposed to so many different types of 

chemicals, of foods, et cetera.  It comes down to clinical understanding and clinical 

judgment with these and trying to determine is this due to the inserts or potentially due to 
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something else?  And it seems to us that it ends up being an exclusion at the end of the day, 

that you just rule out what it is and what might be the cause, and then you're left with, you 

know, in the cases that I'm hearing, possibly that it's the insert.  But it still is very rare from 

all the data that we have seen and looking at the literature. 

 DR. IGLESIA:  Dr. Schalock. 

 DR. SCHALOCK:  Peter Schalock. 

 My question is this, how can Bayer and the FDA have no knowledge of nickel 

allergies when the original package insert prior to 2011 -- at least my quote from my own 

talks state that a contraindication is a known hypersensitivity to nickel confirmed by skin 

test.  How do we not have data on this? 

 DR. IGLESIA:  Is that a question for Bayer or for the FDA? 

 DR. SCHALOCK:  It was a question for anybody who will answer it.  How do we not 

have data on nickel allergy when we have a device that's 55% nickel, and 20% of women -- 

approximate numbers -- are known to be nickel allergic?  Why is there no data?  How can 

you put this in your package insert and then have no clue? 

 DR. IGLESIA:  I just want to remind everybody, even when you come back to the mike 

-- and I'm Dr. Iglesia -- that we have to state our name each time for the transcriptionist. 

 And I'm going to invite Dr. Zampaglione or anybody else from Bayer, if you have an 

answer to that question from Dr. Schalock. 

 DR. ZAMPAGLIONE:  So Edio Zampaglione, Bayer. 

 The skin test, the requirement for that has shown that there's no correlation.  From 

the studies that were done by Dr. Zurawin in 2011 that was published, there was no 
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correlation.  You know, you're talking about dermatologic reactions as compared to 

something that's inside the body.  But let me bring up one of our allergy specialists who can 

help shed some light on this as this is not my extreme area of expertise. 

 Could I have Dr. Hamilton, please? 

 DR. HAMILTON:  Hi.  Robert Hamilton, Johns Hopkins University School of Medicine.  

I am a Professor of Medicine, and I oversee a diagnostic allergy laboratory. 

 Allergy, for me, is immediate-type hypersensitivity.  So the definition really has to be 

clearly defined.  And when we're talking about T-cells, we're talking about slightly different.  

So for those that are not immunologists, there are four types of hypersensitivity, and three 

of them involve antibody.  Today we're talking really about T-cell responses or Type IV 

hypersensitivity.  So I take a quote from Dr. Schalock's nice review where he said, basically, 

that either cutaneous or systemic reactions can occur from implants, even though they're 

very rare. 

 And so if I could have the first slide, please. 

 So we've been already told, both by Bayer and by the FDA, that nickel released from 

the Essure device is actually very minimal, and compared to levels that are released from 

other devices and also from environmental exposure, they're very, very insignificant. 

 So if I could have Slide No. 2, please. 

 So if we can define nickel allergy as an exaggerated immune response that only 

occurs in genetically predisposed individuals when exposed to nickel, the key here is high 

exposure and genetic predisposition.  It occurs most commonly after skin contact to nickel, 

and the most common exposure we have in the environment is to nickel jewelry, where we 
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get a contact dermatitis.  In fact, I have a Type IV hypersensitivity to nickel due to a ring I 

bought.  Another example of contact dermatitis is poison ivy, which involves the contact of 

urushiol from the actual plant itself. 

 And nickel allergy is mediated by the white blood cells, called T-cells for those of you 

that are not immunologists, and classified immunologically, as we mentioned, as a Type IV 

hypersensitivity.  And there are four classic symptoms of a Type IV inflammation associated 

with Type IV hypersensitivity, and those are swelling, redness, heat, and pain.  And I believe 

these are the four symptoms that have been used to select the criteria for trying to define 

whether the observed symptoms were in fact "latex allergy," which I would like to suggest 

now we talk about as -- I mean nickel allergy.  I suggest we talk about it as nickel sensitivity 

or hypersensitivity at this point. 

 DR. IGLESIA:  I'd like to ask if Dr. Wills-Karp has a question, and then we'll get back to 

you, Dr. Schalock. 

 DR. WILLS-KARP:  I think your -- 

 DR. IGLESIA:  And just introduce yourself again. 

 DR. WILLS-KARP:  Marsha Wills-Karp. 

 I think your points are well taken, and as you pointed out, the nickel sensitivity is 

lower, although in my reading of it, it's increasing with increasing exposure of the 

population by piercing and earrings and other things.  The incidence of nickel sensitivity is 

increasing.  But, in the population of the studies you did, you might not have picked it up or 

had the power to detect it because it is a very small population, but it does seem that 

listening to today's conversation, that it's worth going back and revisiting this and taking a 
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look at it, so that if some of these side effects are really attributed to that, that could be put 

as a contraindication to the use of this device.  It's not clear at this point whether all the 

symptoms that were being reported are due to that, but it's possible and it's unknown.  So I 

think there needs to be some further analysis of the data. 

 So I don't know if I can do this, but how many people in the audience actually know 

they're allergic to the nickel? 

 DR. IGLESIA:  I have to ask the questions. 

 DR. WILLS-KARP:  Oh, I'm sorry. 

 (Laughter.) 

 DR. WILLS-KARP:  That's why I said I didn't know if I could do it. 

 DR. IGLESIA:  Yeah, that's okay.  I'm going to go with Dr. Schalock here for a second, 

just to finish up the conversation. 

 DR. SCHALOCK:  I'm going to reiterate the same question I asked before.  You -- well, 

Conceptus, maybe not Bayer -- listed initially to consider testing for nickel in patients pre-

implant.  I may be paraphrasing too broadly.  Where is your data?  Where did you test these 

people?  How did you test these people?  What did you test them with?  And what in the 

world happened to that information, or does it not exist? 

 DR. IGLESIA:  So, to paraphrase, you're asking about what kind of screening was done 

prior to implantation, if any, on instructions for use? 

 DR. SCHALOCK:  Well, considering that they listed it as a contraindication 

themselves.  At least from my understanding, if they're listing it, are we just making this up 

just for fun, or is there data?  Do we have data?  That's what I want to know. 
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 DR. IGLESIA:  And does Bayer have any information about the screening for such, 

since it was listed as a potential relative contraindication? 

 DR. ZAMPAGLIONE:  Sure.  Edio Zampaglione. 

 Let me call up Dr. Kimberly Rosen.  She's head of our clinical development group for 

Essure, and she will hopefully be able to answer that. 

 DR. ROSEN:  Thank you.  Kimberly Rosen, global development. 

 So I don't think I can exactly answer your question, but I can at least explain how the 

initial protocols were worded with respect to metal or nickel allergy, which is there were no 

contraindications and there was no screening in advance of entry into the Phase II or pivotal 

studies for nickel allergy.  We were not, as a sponsor, involved at the time of the initial PMA 

approval with discussions in terms of what was included in the initial contraindications, but 

there were no in- or exclusion criteria related to nickel allergy for the pivotal and Phase II 

studies. 

 DR. IGLESIA:  Dr. Milner. 

 DR. MILNER:  Josh Milner. 

 I just wanted to get back again to the question about allergy.  Certainly, from an 

allergist's point of view, we do like to be very, very careful about what we call an allergy 

versus a Type IV hypersensitivity, which is not mediated by IgE, which is not necessarily 

mediated by mast cells, and it does cause a tremendous amount of confusion to patients.  

For them, it's all the same thing.  And I agree that those do need to be separated.  But, 

either way, the patient needs to know about both things.  So they need to know about if 

there is a Type I hypersensitivity and there are clear criteria for that, and if there is a Type 
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IV hypersensitivity and there ought to be clear criteria for that, which would be laid out a 

priori in any instance of contact to something like that.  And I think that's -- otherwise you 

get a zero, which is not true. 

 (Off microphone comment.) 

 DR. IGLESIA:  Dr. Myers. 

 DR. MYERS:  Deb Myers. 

 A question.  Are we aware of any animal models or any sort of basic science models 

that involved nickel?  Not skin contact, but within the body cavity.  A general question. 

 DR. IGLESIA:  And that's a question for Bayer or FDA or other? 

 DR. MYERS:  Other. 

 DR. IGLESIA:  Dr. Corrado or Ben?  Because you mentioned the 2012, the four cases 

that potentially could have had some relationship to the implantation device, did that 

spawn any more basic science research in this area? 

 DR. FISHER:  So I know that there was traditional biocompatibility testing done for -- 

with the PMA.  Most of the biocompatibility testing came back negative.  The one that came 

back positive had to do with -- I believe it was the muscle implantation, but I have a 

gentleman behind that will correct me if I'm wrong.  But it had to do with, I believe, the PET 

fibers actually being able to initiate that ingrowth.  So it wasn't something that was 

surprising to us. 

 DR. IGLESIA:  So the PET is the polyethylene terephthalate coating. 

 DR. FISHER:  That's right. 

 DR. IGLESIA:  So would that person like to address that topic right now? 
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 DR. FISHER:  Ron, do you have anything that you can add to that? 

 (Off microphone response.) 

 DR. IGLESIA:  Would you like to come to the microphone? 

 DR. FISHER:  No, I don't think that he has -- well, I shouldn't speak for him. 

 (Off microphone comment.) 

 DR. IGLESIA:  You have to come to the microphone and introduce yourself. 

 DR. BROWN:  Ron Brown, toxicologist, CDRH. 

 Actually, Dr. Fisher, I hadn't had the opportunity to see those data.  And so my 

efforts on this device are really focused on the potential risk of adverse effects occurring 

from the nickel exposed to the device.  So I haven't had a chance to look at those data. 

 DR. FISHER:  Okay.  Thank you, Ron. 

 So I don't know that any of the biocompatibility testing or any of the animal testing 

specifically addressed an allergic response, and I am not the person to say what an 

appropriate model for something like that would be. 

 DR. CHAPPELL:  May I follow up? 

 DR. IGLESIA:  Let's just go down the line.  I know that Cynthia -- 

 DR. CHAPPELL:  It's similar. 

 DR. IGLESIA:  Okay.  If we're on the same topic, I'll let you go, Dr. Chappell.  And 

introduce yourself. 

 DR. CHAPPELL:  Rick Chappell. 

 On the same topic of sensitivities to polyethylene terephthalate, besides reactions to 

the organic compounds in it, there is a metalloid element, antimony, which is used as a 
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catalyst in its production.  And I know of that because there is what many countries 

consider excessive levels in juices and other liquids that are used.  They're used for 

beverage containers, which makes me a bit worried about having it contact with -- constant 

contact with an internal organ. 

 (Applause.) 

 DR. CHAPPELL:  Will that worry may be justified?  I don't know.  But I would be 

interested in data to see if there is any evidence of antimony leaching, and that can be 

determined from blood samples or other kinds of very direct and relatively cheap 

measurements.  So the question is whether that has been done or contemplated, and it's 

directed to the FDA and Bayer. 

 DR. FISHER:  And I would say that that was not part of the information that was 

provided with the PMA. 

 DR. IGLESIA:  And Ms. Chauhan. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 My question sort of follows Dr. Chappell's.  I'm wondering about the percentage of 

nickel to other metals in the device.  I'm wondering if there has been any looking at the 

interaction of those metals with each other that may cause something to happen.  And 

putting this metal device in a soft tissue organ seems to me to possibly be different.  They 

brought up other implants, but this is different from those others, I think.  So I'd like to hear 

from the -- no.  Immunologists?  Allergists -- about these things.  Or the toxicologists.  I just 

think there should probably have been more pre-human studies and -- 

 DR. IGLESIA:  And would you like to start with the FDA or with Bayer? 
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 MS. CHAUHAN:  I'm open. 

 DR. IGLESIA:  Okay. 

 MS. CHAUHAN:  Whoever would like to start. 

 DR. IGLESIA:  Well, let's start with Bayer, for the allergists and/or immunologists, the 

gentleman from Johns Hopkins perhaps.  And the specific question is the metal on metal 

and direct contact with mucosal surfaces. 

 MS. CHAUHAN:  Metal on metal, percentage of metal to metal, for direct contact 

with an organ in the body as opposed to a bone implant or something like that. 

 DR. HAMILTON:  Okay.  Dr. Hamilton, Johns Hopkins University. 

 When metal ions are released, they're actually targeted to proteins that contain 

sulfhydryl groups.  So we know that they attach to proteins, and as such, they could come 

from haptens to actually intact proteins that can be viewed as foreign by the immune 

system. 

 In terms of metal on metal, we don't have any -- I don't have any data that really 

speaks to that issue.  But we do know that when metal ions are released, they target to 

proteins that contain sulfhydryl groups.  And therefore you can argue that a metal ion 

released from a device and a metal ion that is ingested in food could very well form the 

same interactions with proteins, and therefore, they might very well represent similar 

exposures.  Does that address your question? 

 MS. CHAUHAN:  It addresses it.  It doesn't completely answer it.  It just seems to me 

that more testing should be done.  I don't know if the FDA has something they want -- 

 DR. IGLESIA:  Dr. Fisher. 

Utilisateur
Mettre en évidence



214 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
 DR. FISHER:  Yes.  Before you sit down, could I ask a clarifying question?  I'm sorry.  

Then I promise that I'll bring the FDA guys up.  But speaking to metal allergies, is there a 

level of nickel that if you go over is safe, and if you go under you're not going to have a 

problem? 

 DR. HAMILTON:  Well, I believe that the Academy of Sciences has defined 35 µg/day 

as safe.  And we do know that levels released from devices, both the Essure and also the 

cardiovascular devices, are well below that, which may reflect why we don't see a lot of 

obvious allergy.  I'm not talking about IgE antibodies, but more like T-cell related responses 

that are very obvious.  And, in fact, I know that when I got nickel allergy, it was because I 

had high-dose exposure from the nickel jewelry that I used.  It far exceeded what I actually 

was consuming for many years in my food as an environmental exposure, 300 µg/day. 

 DR. FISHER:  Okay, thank you. 

 And yes, I would like to call Ron Brown up to address the issue for FDA.  Thank you. 

 DR. BROWN:  Ron Brown, toxicologist, FDA. 

 I think you raise a very good point in general about the potential for metals to cause 

toxicological interactions.  In the case of this device, we know that the primary metals are 

nickel and titanium.  So titanium for the most part is biologically inert and, when combined 

with nickel as in nitinol, has a long history of safe use in many types of medical devices, 

including cardiovascular devices.  So although I think it's true in general that we have to be 

concerned about potential toxicological interactions of metal, here's an example of an alloy 

that's very well characterized and has been used for many years for a number of clinical 

applications. 
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 I do just want to make one clarifying point.  And our colleague from Bayer 

mentioned a tolerable intake of 35 µg/day as being safe.  I have to take either partial credit 

or blame for coming up with that number.  And I just wanted to point out that when we 

derived that number, we purposely excluded hypersensitivity reactions as the basis for that 

value.  So we believe that 35 µg/day -- and I should point out, that's a provisional value 

because that hasn't been published by FDA at this point.  It was just derived in response to 

a workshop that was held 3 years ago, actually in this room, to look at the safety of nickel 

leached from nitinol in cardiovascular devices.  So even though it's a provisional value, we 

were very clear that it was not intended to be protective for hypersensitivity ranges. 

 DR. IGLESIA:  So may I ask a clarifying question for that?  So if somebody does have a 

hypersensitivity, then that level of exposure could be much, much less.  This is akin to like 

latex allergy.  If someone is really, really allergic, I mean, just opening a pack of gloves can 

cause a major antiepileptic reaction similarly. 

 DR. BROWN:  It is.  And, in fact, that's a good analogy.  So we recognize that there 

are some individuals in the population that are uniquely sensitive to certain allergens, and 

we don't feel that that colorful intake value is appropriately protective for those individuals. 

 DR. IGLESIA:  Now Dr. Katz and then Dr. Baird.  Thank you. 

 DR. KATZ:  David Katz. 

 I had a compound question, and part of it was answered.  But while you're here, is 

there anything unique about the epithelium in the tube, in making quantitative inferences 

about how much is too much, compared to the other sites where such testing has been 

done with other types of implanted devices? 
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 DR. BROWN:  That's a very important question for implanted devices.  How does the 

local environment that surrounds the local tissues that surround that device, will they play a 

role in any toxic effects that might be manifested?  I think that's best addressed by the 

biocompatibility testing that Dr. Fisher was mentioning.  So if the device is tested in a 

clinically relevant environment, then if adverse effects were likely to be seen, we would 

hope that the biocompatibility tests would pick them up. 

 DR. IGLESIA:  Does that answer your question, Dr. Katz?  You said it was compound, 

so I assume there was another question, Dr. Katz? 

 DR. KATZ:  The first part of it was already answered by the prior question. 

 DR. IGLESIA:  Dr. Baird. 

 DR. BAIRD:  So if this is a hypersensitivity reaction, are there ways to test for that? 

 DR. BROWN:  Actually, since that's beyond my scope of expertise, I'm going to defer 

to my colleagues who are immunologists and allergists. 

 DR. IGLESIA:  Yes, Dr. Milner, would you like to comment?  Or Dr. Schalock? 

 DR. MILNER:  Well, certainly, I'll just say from one point of view, which is sort of bets 

are off when it's inside the body.  So you really can't say much of anything in terms of a test.  

There's not going to be a test that you could definitively say it's because we just don't know 

enough about that.  One could end up finding out that a skin test has some sort of 

predictability, but we don't know that now.  So I think that would be the most 

straightforward question. 

 (Off microphone comment.) 

 DR. IGLESIA:  Microphone.  And your name. 
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 DR. BAIRD:  Donna Baird. 

 It sounds like it isn't very predictive from what's already known. 

 DR. IGLESIA:  Dr. Schalock and then Dr. Fisher. 

 DR. SCHALOCK:  Just briefly.  Peter Schalock. 

 Yes, I think the patch test, which is at least a skin test for nickel -- and I hope we can 

maybe define our terms a little bit better here.  We're falling back into the term allergy.  

What type of allergy are we talking about?  Are we talking Type I, Type IV, something else?  

Because they're very different things, and there are different tests for both of them.  There 

are different cell lines involved.  So I think we need to define our terms on what in the heck 

we're talking about.  So as far as my end of things, the patch test is a good skin test for Type 

IV allergy, but it may not be relevant for mucosal findings, and it's kind of -- the data we 

have so far basically show that a positive patch test doesn't necessarily predict you're going 

to have a reaction when you have a device placed. 

 DR. IGLESIA:  Dr. Fisher and then Dr. Milner. 

 DR. FISHER:  I was just going to say, these are the issues that we're going to ask the 

Panel to deliberate.  So, you know, if there are clarifying questions that you have for either 

FDA or Bayer, we'd be happy, but what the Panel is talking about right now are the exact 

same questions that we're going to be asking you to deliberate and discuss. 

 DR. IGLESIA:  We'll let you get a comment, and then we'll maybe redirect specifically 

to FDA and Bayer. 

 DR. MILNER:  No, it's a question, and the question is about biocompatibility studies 

and the question is (a) how reliable would nickel hypersensitivity be in the biocompatibility 
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studies that were performed in those models?  And then duration as well, as it compares to 

the duration that we're talking about in the patients who have been reporting. 

 And just one last question is, whenever anyone has reported this, has pathology -- 

we heard one person mention pathology in the uterus, but I would be most interested in 

knowing what the pathology directly surrounding the device looked like upon removal in 

someone who removed it by choice because they wanted to get pregnant versus someone 

who was having adverse effects and did it correlated to their adverse effects.  So I'm sorry 

for the three questions. 

 DR. BROWN:  So with regard to the first question -- this is Ron Brown, FDA -- since I 

didn't have the opportunity to review the biocompatibility studies for this specific device, I 

can't answer it specifically.  But, in general, we evaluate the potential for allergic reactions 

to occur, Type IV allergic reactions to occur, using two animal tests.  One is a guinea pig 

maximization test, and one is a local lymph node test in mice.  There are concerns about 

using either of these for metals, in terms of their accuracy.  So I can't speak specifically 

about the ability of these tests to pick up a potential nickel hypersensitivity reaction. 

 And with regard to the second question, I think I'd have to defer to people who had 

seen the submission and can answer that directly.  The histopathology. 

 DR. FISHER:  So this is Ben Fisher, FDA. 

 So the testing, the biocompatibility was done according to ISO 10993, what was ever 

in place back in 2000 -- excuse me -- yeah, 2000 or when these studies were being 

conducted.  So some of the biocompatibility testing has been changed, but I would say that 

actual devices were not tested for the biocompatibility testing, especially sensitization.  
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These were extraction studies that were done and tested in animal models.  We can bring 

up some backup slides if you would like to see specifically what was done.  It looks like 

you're about to get them anyway. 

 DR. IGLESIA:  Okay, go for it.  While we're putting it up, I actually do have a question, 

and maybe I would like to bring Bayer back in because, you know, one of the reasons why 

maybe they didn't screen was because they thought that the background rate of nickel 

allergy was so low.  But my question is what rate were you going at as being so low?  And 

also what is the potential of developing one de novo?  You know, because now you're being 

exposed on an epithelial surface.  So those are questions that I'd like answered.  We will 

have FDA bring this up, though, first. 

 DR. FISHER:  We could.  This is just a summary slide of the biocompatibility testing 

that was performed for the PMA.  It shows the different tests that were done.  I can 

probably get more information if it was done on mouse or rabbit.  I just want to, you know, 

let everyone know that these are not -- these are in vivo tests, but they're done in animal 

models.  And I would like to say that from what I recall from reviewing the data, all the 

tests, the biocompatibility testing was negative, with the exception of the one test. 

 DR. IGLESIA:  Yes, Doctor.  And introduce yourself. 

 DR. WILLS-KARP:  Marsha Wills-Karp. 

 Can I ask you if these studies were done in backgrounds of animals that were known 

to be susceptible to these type of responses? 

 DR. FISHER:  Okay.  So these studies would have been done under GLP, okay?  So 

they are done -- usually they're done in rabbit or mice.  Most of the tests were done in 
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mice.  They're standard inbred strains.  The rabbit, I'm not quite sure which actual strain 

was used.  But most of these tests are done by a contract research organization or done 

in-house according to GLP.  So the protocols are set for both strains and exposure 

conditions. 

 DR. WILLS-KARP:  So do you have a positive control? 

 DR. FISHER:  I cannot say if positive controls were done in these studies.  Some of 

these -- I think some -- well, do you know if any of these require a positive control? 

 DR. IGLESIA:  There's the mike, Dr. Brown. 

 DR. BROWN:  Some of the test methods do require positive controls, and others 

don't.  Generally, the in vitro ones are ones that positive controls are used in. 

 DR. IGLESIA:  Dr. Milner, was your question completely answered on this pathology 

question?  And then I'm going to revisit the question that I had with Bayer. 

 DR. MILNER:  No, I just -- and the question again was either to Bayer or to the FDA, 

as to whether actual pathology of the surrounding tissue of removed implants was 

examined in both cases of suspected inflammation and where there's no suspected 

inflammation. 

 DR. IGLESIA:  And, quite honestly, that question would maybe help address the de 

novo development of nickel allergy. 

 DR. FISHER:  So just a quick response.  Was pathology done?  Yes.  Pathology would 

have been done for the chronic and the subacute systemic -- oh, I'm sorry. 

 DR. MILNER:  Josh Milner. 

 I'm talking about the patients. 
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 DR. FISHER:  Oh, patients.  Right, I was -- okay. 

 DR. IGLESIA:  So please introduce yourself again. 

 DR. ZAMPAGLIONE:  Sure.  Edio Zampaglione, Bayer. 

 Yeah.  In the preclinical trials, the women who were pre-hysterectomized, they got 

Essure, and then there were sections that were done.  Let me bring Dr. Mario Caturegli up 

here, who can explain and give some information on these.  And we do have some slides 

also that will show this. 

 DR. CATUREGLI:  Good afternoon.  My name is Patrizio Caturegli.  I am originally 

from Italy, as you can tell.  I trained as endocrinologist, and then I trained as a pathologist at 

Johns Hopkins University, where I am an associate professor, and I am also the director of 

the Autoimmune Disease Research Center. 

 I reviewed the study that was published by Valle, about 51 patients that were 

predicted to go to hysterectomy and had the Essure implant device.  So I reviewed those 

images.  You're going to get the slide, but I reviewed the images, and the images show 

evidence of inflammation, which is what you would predict to see in a patient that received 

an implant. 

 So this slide shows an example.  On the left side is a cross-section of a fallopian tube.  

You can see the lumen in the center line by the mucosa, and they are basically around the 

inflammatory cells that infiltrated the mucosa. 

 And then the middle section is an example of a woman that is -- the utero was 

sticking out 1 week after the implant.  You can see that around the device there is an 

accumulation of inflammatory cells.  This magnification is difficult to see, but the cells are 
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represented by -- mainly by polymorphonuclear cells.  So it's an indication of acute 

inflammation. 

 And on the slide on the right you can see, about 3 months after the implantation, the 

acute inflammatory cells are gone, and what predominates the architecture is the position 

of collagen fiber, which is basically a scar.  So it's a fibrotic reaction that is the attempt of 

the body to wall off and form a barrier around the device. 

 DR. MILNER:  Josh Milner. 

 I guess the question was -- this is exactly what you would expect to happen when 

you implant it.  The question was when they were removed for pathological reasons when 

inflammation was going on, compared to when they were removed not for pathological 

reasons. 

 DR. CATUREGLI:  Yes, this is a very good question.  We discussed it, and nobody has 

the data.  If the data can be acquired, we'd love to look at those slides. 

 DR. IGLESIA:  Ms. Chauhan. 

 MS. CHAUHAN:  My question is on FDA protocol.  Can I ask that now? 

 DR. IGLESIA:  Actually, can I ask one question about -- Bayer, about what you quoted 

or thought is your rare background rate of nickel allergy, for the reason not doing a 

screening for it?  How did you define rare? 

 DR. ZAMPAGLIONE:  So Edio Zampaglione. 

 Are you referring to from the original PMA and getting into the label? 

 DR. IGLESIA:  Correct. 

 DR. ZAMPAGLIONE:  We don't have that information now.  We can try to look and 
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see if we can get it for you, and if we can, we will.  But at this time we don't have it. 

 DR. IGLESIA:  Sorry, Ms. Chauhan.  Go ahead. 

 MS. CHAUHAN:  No, that's okay.  Cynthia Chauhan. 

 If approval is continued, does the FDA have the authority to have a company cease 

and desist any consumer advertising as part of the approval? 

 DR. FISHER:  As part of the approval? 

 MS. CHAUHAN:  Yeah.  You know, you can keep this device -- 

 DR. FISHER:  So we would review -- right, we would -- 

 MS. CHAUHAN:  -- but not advertise directly to consumers.  Can you do that? 

 DR. FISHER:  So this was -- okay.  So this was reviewed under a PMA, which is -- this 

was reviewed under a PMA.  Oh, okay.  Ms. Wolf will answer that question, from the Office 

of Compliance. 

 MS. WOLF:  I'm Deborah Wolf.  I'm regulatory counsel in CDRH's Office of 

Compliance, and I deal primarily with promotion and advertising issues. 

 The Agency doesn't have the authority to tell a company not to advertise, and we 

don't -- generally, we're very different from the Center for Drug's authority.  If anybody is 

familiar with Drug's authority, Devices' authority is very different.  We don't pre-review or 

review, as CDER does, simultaneously look at promotional launch of materials.  So the only 

advertising authority that we have for restricted devices, which this is because it's a Class III 

device, is to require that advertising include a statement of the product's intended use and 

any relevant risk information that's related to that, to the use. 

 DR. IGLESIA:  So we have about 15 more minutes left on this deliberation.  I know 
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that Dr. Stubblefield had a question way back, if you still remember it.  And I will also go 

around the table for anybody who has not spoken. 

 Dr. Stubblefield. 

 DR. STUBBLEFIELD:  Phil Stubblefield. 

 This is a completely different topic.  We were shown today, by more than one of the 

speakers from the public, copies of research forms that had been crossed out and new 

information put in, and we were also told that in some cases the investigators just filled out 

the forms for the patients and the patients didn't see them.  Can someone speak to this? 

 DR. IGLESIA:  The FDA and Bayer. 

 DR. FISHER:  What's that? 

 DR. IGLESIA:  The FDA and Bayer, for their pivotal trial. 

 DR. FISHER:  Sure.  So yes, I would like to point you to page 19 in the Executive 

Summary from FDA, and it says that "The FDA is aware of allegations from women who 

participated in the original Essure clinical trials that the feedback they provided about the 

comfort wearing the device was not recorded accurately by clinical staff."  At the time of 

the issuance of the PMA, there are inspections that take place during that time.  And I think 

the concluding statement there is that "These inspections audited data provided in support 

of the PMA, as well as sponsor activities during the studies, and did not report findings 

concerning the case report forms or patient comfort/satisfaction data submitted in support 

of the PMA." 

 Now, the one thing that I cannot do right now is comment, I can't acknowledge, I 

can't give updates on any compliance actions that might be under way. 
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 DR. IGLESIA:  May I ask Bayer to comment as well? 

 DR. FISHER:  Sure. 

 DR. IGLESIA:  Would you have additional comments?  And state your name. 

 DR. ZAMPAGLIONE:  Sure.  Edio Zampaglione. 

 So, first of all, no one has alleged that anyone at Bayer has changed these records, 

okay?  These allegations are part of a telephone interview from 2002 that was initially 

completed by a research assistant and then updated by the lead investigator.  What was 

shown on the screen before was totally good clinical practice followed.  Changes were made 

that were crossed out, initialed, and dated.  And when you actually look at the entirety of 

the forms, you'll see some areas where there was a yes, adverse event, then crossed out to 

no.  But if you look later on towards the end of it, you will see a no that was crossed out and 

then a yes put in.  So we can only speculate, and I can't comment any further than that, but 

all I can say is good clinical practices were followed, all the rules were followed.  It just 

seemed like things were being moved around a bit. 

 DR. YUSTEIN:  Dr. Iglesia, Dr. Corrado wanted to add a couple of statements 

regarding that issue. 

 DR. IGLESIA:  Please.  Dr Corrado. 

 DR. CORRADO:  So when FDA became aware of this issue at the time of the meeting 

we had with some patients who had had bad experiences with the product, we took it very 

seriously, and we looked into whether it was possible to audit all of the case report forms 

from the Phase II and pivotal studies, and we were told that these forms are not required to 

be maintained beyond a few years.  So that was not possible for us to do.  What we did do 
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is we were in the process of reviewing the -- a later IDE study for the transvaginal 

ultrasound protocol, and that study enrolled approximately 600 women.  And as part of our 

review, when we became aware of this and saw the evidence that the patients brought us, 

we thought that we should do everything that we could to determine whether there was a 

pattern and whether similar events were happening in subsequent IDE studies and whether 

there was a pattern that this was happening across many women. 

 So I will tell you what we did, and that is that we asked the company to look at 

specific case report forms for that study on which adverse events were collected.  There 

were Case Report Form 7, 8, 12, and 13, at which time information on adverse events was 

collected.  Case Report Form 16 was a form that collected data on unscheduled visits or 

study contact.  So we asked the company to identify where any -- on any of these case 

report forms someone reported pain or another adverse event and whether if on that case 

report form there was also information on comfort wearing the device, because we wanted 

to know if there was discordance between reporting of pain or an adverse event and, at the 

same day, excellent or very comfort wearing the device.  And the company provided 

extensive records following an audit of all of those case report forms. 

 And what I will share with you, and I'm hoping it's okay with the company, is that it 

appears that there were approximately six cases of the approximately 500 or 600 patients 

where it was possible that there was a discordance.  Although not having been there, we 

can't say that, you know, somebody intentionally misrepresented someone's level of 

comfort wearing the device.  But, because of that very small number, six out of a very -- 

approximately 600 patients, we concluded that there was not a pattern of discordant 
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reporting.  So that is how we handled that.  Put it to the Panel to discuss. 

 DR. IGLESIA:  Was that just one particular site where this was a problem or just -- 

 DR. CORRADO:  No. 

 DR. IGLESIA:  Okay. 

 DR. CORRADO:  No, no.  So these were sporadic case report forms across multiple 

sites. 

 DR. IGLESIA:  Yeah.  Thank you very much. 

 Does that answer your question, Dr. Stubblefield? 

 DR. STUBBLEFIELD:  I guess that's the best we could get. 

 DR. IGLESIA:  I'm going to move down the line here. 

 Dr. Elser. 

 DR. ELSER:  This is Dr. Denise Elser. 

 This is for either the FDA or for Bayer.  In the reports coming in now through MDR, 

does there seem to be any geographic pattern?  Are these clustered or all over the place? 

 DR. IGLESIA:  Would you like to answer? 

 DR. YUSTEIN:  Yeah, sorry.  Ron Yustein from FDA. 

 In our analysis, we did not break it down by geographic location within the United 

States.  Most of the reports are from within the United States.  We also do get some reports 

outside -- from outside the United States, but most of them are U.S.  But we don't have it 

broken down by geographic region.  Sorry. 

 DR. IGLESIA:  Bayer, would you like to respond as well? 

 DR. ZAMPAGLIONE:  Sure.  So Edio Zampaglione. 
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 I'd like to call up Dr. Andrea Machlitt, our global pharmacovigilance lead for Essure. 

 DR. MACHLITT:  Andrea Machlitt, Bayer HealthCare, Global Pharmacovigilance. 

 We do collect adverse event information from postmarketing sources worldwide, 

and we pay attention to the geographic location.  Regarding Essure adverse event reporting 

from postmarketing, we have to state that the large majority of cases are reported from the 

United States.  That can in part be explained by also over 60% of the devices having been 

sold in the United States, but it is also emphasized in postmarketing reporting in general. 

 If you would bring up Slide 1, please. 

 Our global safety database contains about 17,563 adverse event reports in total.  So 

this is all cases regardless of the causality or of the source of information, and as you can 

see, United States accounts for about 15,000 of these reports.  Other countries that present 

with a larger number of case reports are France, Netherlands, Spain.  And that is also 

representative of the market share Essure has in other countries than the United States. 

 DR. IGLESIA:  Thank you very much.  We'll just go down the line. 

 Deb, do you have any questions?  Dr. Myers? 

 DR. MYERS:  Deb Myers. 

 A question about post-procedure time period.  Probably this is directed to Bayer.  It 

sounds like you have resources for physicians to call when they have a complicated patient 

and need some guidance.  Are there patient hotlines or resources as well for patients who 

are having problems and need expertise? 

 DR. ZAMPAGLIONE:  Edio Zampaglione. 

 Yes, there are.  We have a dedicated phone number for patients, and there's also 
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one that could be used to call the medical information line.  But there is a specific line that's 

dedicated for Essure that women can call. 

 DR. IGLESIA:  Dr. Chappell, anything? 

 DR. CHAPPELL:  No further comments or questions. 

 DR. IGLESIA:  Thank you. 

 Dr. Coddington. 

 DR. CODDINGTON:  One following up on Dr. Elser's comment.  Do you have it 

divided, as far as the comments, by size of practice?  In the other countries that were listed, 

it's very commonly done at the center, knowing where the expertise is.  In the United 

States, there would be a greater chance that it might be done more in a private practice 

setting or whatever.  There is a learning curve on anything.  Is there a way to have this -- 

and probably Bayer might have it more than FDA -- where it would be broken down by 

practice size or by number of procedures done?  We heard individuals stating about how 

many they had done. 

 DR. IGLESIA:  So, for clarifying, you're trying to figure out whether or not there are 

outliers who have higher than expected complications rates based on technique, learning 

curve.  I mean, Doctor, they did explain how there are modules and simulation models and 

then the proctoring of a minimum of five cases before actually implanting.  But the question 

is, where is the due diligence on sort of the outliers who may have greater than expected 

complications? 

 DR. CODDINGTON:  Right. 

 DR. ZAMPAGLIONE:  Thank you.  So Edio Zampaglione again.  Excuse me one second. 
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 So I just want to make sure I understand the question.  So your questions pertain to 

are we looking at outliers to see those clinicians or offices who have had higher rates of 

adverse events? 

 (Off microphone response.) 

 DR. ZAMPAGLIONE:  Okay.  It's very difficult to track, and we're not able to.  What 

we do track or are starting to look at a little bit more closely, really, is the replacements 

that are coming in for various reasons.  And if we do see -- in the cut-up, it was around four 

or five replaced for bent tips, let's say.  That could potentially indicate a technique issue 

where we then have our Essure specialists go and find out what's going on.  Is there a need 

for retraining?  Is there a need for a proctor to go in?  Is there a need for anything else to be 

done to try to find out what is going on?  So that's the best that we're doing right now. 

 DR. IGLESIA:  Does that answer your question, Dr. Coddington? 

 DR. CODDINGTON:  Not ideally, but it's an answer. 

 DR. IGLESIA:  Grace Janik, do you have any questions?  You might want to follow up 

on your fragmentation question from the first session. 

 DR. JANIK:  I have thoughts about things.  The fragmentation.  Why I was concerned 

about that is removal, and the long-term consequences for patients are much more 

profound if it's gathered through the abdomen, if you can't remove it completely.  And then 

I question, with removal in general, what type of resources are available to patients, of 

who's capable of removing, what kind of outcome they have, how can you direct patients, 

and how do you know what those outcomes will be?  It seems like that's a very important 

source of information, is these people that are being removed both from a pathological 
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evaluation perspective, evaluating what symptoms brought them there and then their 

follow-up after.  So what's done with this resource? 

 DR. IGLESIA:  Would you like to take that question?  I mean, you talk about the bent 

tips.  And do you have a recommendation of who to go to for complicated removals? 

 DR. ZAMPAGLIONE:  Sure.  So Edio Zampaglione again. 

 Yeah, there is a physician locator on the website that a woman could put in her zip 

code and whatever radius she wants to or is willing to travel.  We also again, with the toll-

free number, between -- from patients or even if it's a physician who has an Essure patient 

and is not sure, they contact us.  They contact us through our medical information group, 

and we have a network of consultants.  These are very highly expert Essure physicians, a lot 

of experience with the placement, but not only with the placement, the management and 

even removals.  So we do offer as much guidance and especially peer to peer. 

 I mean, that's the most important thing, is to have that peer-to-peer guidance.  Each 

patient is going to be different.  Each case is going to be different.  Each removal is going to 

be different.  So it's really us trying to facilitate a physician who has that question, to 

connect them with somebody with a tremendous amount of experience to help guide them 

through. 

 DR. JANIK:  If you have experience with placement, that really doesn't mean you 

have experience with removal.  It's a completely different skill set, isn't it? 

 DR. ZAMPAGLIONE:  Correct. 

 (Applause.) 

 DR. JANIK:  Oh, my name is Grace Janik. 
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 So I question how you really vet those people and what kind of outcomes you see, 

and with this, what percentage of them are fragmenting when they are removed, and how 

much follow-up of those removal experiences do you have? 

 DR. ZAMPAGLIONE:  Okay.  So it's a very good comment because you're absolutely 

right; placing it does not mean you're an expert at removing it.  And that is again a couple of 

things.  Number one, the instructions for use recently was updated with some more 

guidance, some more information about removals.  We are incorporating a little bit more 

removal information into our training programs to try to -- to cover this, to try to give as 

much guidance as possible. 

 The experts that we have, these are well known in the minimally invasive world.  

They just have a tremendous amount of experience.  We consult with them all the time, we 

interact with them all the time, learning from them, getting guidance, getting advice.  That's 

how we vet them through, and these are the ones that we are utilizing.  In fact, Dr. Basinski 

is one of them and really again has -- this resource has been proven to be very invaluable 

for the physicians out there.  And we're working towards more -- providing more 

information and training on removal.  There was more to the question.  It was about 

fragments.  I apologize, I didn't get the whole thing. 

 DR. IGLESIA:  Tracking of fragments. 

 DR. JANIK:  When they are removed, what percentage have fragmentation?  Is the 

path evaluated, and is any history evaluated with removals? 

 DR. ZAMPAGLIONE:  Okay, let me bring up again Dr. Machlitt from our global 

pharmacovigilance group to help answer that question. 
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 DR. MACHLITT:  Andrea Machlitt with Bayer. 

 So, in preparation of this meeting, we attempted to analyze all the information we 

have on women who undergo surgical procedures subsequent to the Essure procedures, 

including salpingotomies, salpingectomies, hysterectomies, and hysteroscopies, and many 

of them are in relationship with removal.  Even so, that is not always reported verbatim. 

 I have a slide.  Excuse me.  Can we bring up Slide No. 1, please?  Regarding 

complications of the device removals, I have a slide here that lists the total number of 

events we could identify, and that is 1127 reports of subsequent surgery, as I described 

beforehand.  And what you can see here on that slide is a breakdown of cases with reported 

removal complications, and that accounts for 4.8% of the cases, and 95.2% were reportedly 

without complications.  And you can see here that fragmentation is among the possible 

complications.  But we also found that sometimes it's reported that the removal procedure 

could not be completed or the physician was unable to locate a device.  Other 

complications such as postoperative infection or even more severe outcomes like embolism 

due to the conducted hysterectomy are very rare. 

 DR. IGLESIA:  Dr. Seifer. 

 DR. SEIFER:  Given what we've heard about migration and perforation, it seems like 

placement of these coils may be fundamental to that.  Can someone just review for us what 

the actual proctoring is of these five or more than five cases that are done?  Can you go into 

detail about -- are those five cases, where there's bilateral placement, consecutively or is 

this five cases -- can we hear the details about that?  What effort has been made to -- you 

know, this started 13 years ago.  Is it the same instruction and the same training that went 
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on 13 years ago that's going on today?  Have you modified it over time? 

 DR. ZAMPAGLIONE:  Okay.  So Edio Zampaglione. 

 I think I understand your question.  What you were asking again is how is the 

training done?  Is one case truly one case or just one attempt?  Is that what you were 

asking? 

 DR. SEIFER:  Can you give us some detail about the -- I know they read the manual, 

they go through the course, the proctoring process -- 

 DR. ZAMPAGLIONE:  Sure, okay. 

 DR. SEIFER:  -- and how you sign off on saying somebody knows how to do proper 

placement. 

 DR. ZAMPAGLIONE:  Sure.  So basically, again, as you had said, they go through the 

didactic, they get all the clinical information.  They then do the simulator, whether it be the 

uterine model or the electronic simulator that very well simulates these cases.  They then 

go on to live cases.  That is done whether in the physician's office or an operating room by 

our Essure specialists.  They are there to make sure the physician understands the 

appropriate steps following the delivery catheter, going to the specific markers on the 

delivery catheter, being able to release it appropriately, and that they have the proper 

amount of trailing coil, such as between three to eight is what is the ideal number of trailing 

coils that are left inside the uterus. 

 Though most of the time it is able to be done in one setting, sometimes it's not.  If 

there's a tubal spasm going, that's really one of the major things to stop, do not keep trying 

to force.  That's where you really increase the risk of perforation, but that is not considered 
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one case.  If they have to go back and make a second attempt then and it's completed, that 

would be considered the one case.  After that fifth case, then there's the sign-off case 

where again, if they're able to demonstrate that they know the procedure, they're able to 

place it properly or successful bilateral placement, they then get their certificate of 

completion. 

 DR. SEIFER:  And that's pretty much the end of the training process.  They're signed 

off, and then is there any other surveillance after that? 

 DR. ZAMPAGLIONE:  The physicians themselves, no, they no longer followed a 

proctor intentionally.  If they ask, if they say, you know, I would like another case to be 

supervised, that's where -- or if they even request another physician to come in, that's the 

proctor program that we have that is peer to peer.  But once they get the sign-off case and 

they get their certificate of completion, they are done. 

 DR. IGLESIA:  Thank you. 

 Ms. De Luca. 

 MS. DE LUCA:  Looking at the other end of the spectrum, I live in a small community 

now, and it's a lot of poverty in our community, and unfortunately most of the people have 

no insurance, and if they can't go to the free clinic or the family clinic nearby, or the man 

that has the roving wagon that does free physicals, they're probably not going to seek 

anything.  They're just going to stay at home and suffer because they just have no other 

options, and that's pretty much a large part of the deep southern population.  So I'm just 

bringing that up.  It's not always just Bayer's fault or the doctor's fault or following people.  

It's just a matter that people don't seem to have a choice, a path that they know that they 
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could follow. 

 DR. IGLESIA:  Or lack of access. 

 Ms. Chauhan. 

 MS. CHAUHAN:  This is a question for Bayer.  You've been asked to specify 

geographical distribution of adverse events, and you always go to international, where the 

distribution shows that the United States has more.  I would like to see if you have 

information on the distribution within the United States geographically. 

 Also I'd like to know, are all the devices manufactured in the same place and subject 

to uniform quality control?  If they're not manufactured in the same place, have the 

problems come from one site more than others? 

 (Applause.) 

 DR. ZAMPAGLIONE:  Okay, Edio Zampaglione. 

 So, breaking down geographically in the United States, that was your first question.  

That we do not have.  I don't know if we're going to be able to get that.  I mean, it's not 

something we'd be able to get right at this point in time. 

 But the other question -- I apologize.  What was the second part of your question? 

 MS. CHAUHAN:  The second part was about manufacturing sites.  Are they all 

manufactured in the same place?  Are they all subject to the same quality control?  If 

they're not manufactured in the same place, have you noticed that one manufacturing site 

may have more problems than others? 

 DR. ZAMPAGLIONE:  Got you.  Great.  I'd like to bring up Michael Reddick for that 

question.  He's in our quality assurance department. 
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 MR. REDDICK:  Michael Reddick, with QA product technical complaints. 

 So all of the product that is being distributed is all manufactured in one facility, and 

so they're all contained within the same quality system.  Does that answer your question?  

So there is one quality system that controls the entire process. 

 MS. CHAUHAN:  Have you noticed any timeline difference in the ones that cause 

problems? 

 MR. REDDICK:  Timeline difference.  No.  We do a very rigorous postmarket 

surveillance review of our data, and we have taken a look at that data to see if it correlates 

with any type of timeline or any certain lots, and we have not seen a correlation with that. 

 DR. IGLESIA:  Dr. Gardner.  And then I'll come back to this side.  I think there were 

two questions here. 

 DR. GARDNER:  Jim Gardner. 

 And this is a little bit of a piggyback on Cynthia's question.  We talked about 

complaint rates in the U.S. and outside the U.S.  We talked about the fact that you really 

can't use those well to establish actual rates.  Having said that, probably a lot of us sit here 

and try to do the math in our head and understand, well, what might the rates be?  Can you 

share with us again what are -- how many devices have been placed since the inception and 

how many of those have been in the U.S. and how many of those have been outside the 

U.S.? 

 (Applause.) 

 DR. ZAMPAGLIONE:  So Edio Zampaglione. 

 Since approval, approximately 1 million units or kits have been distributed 
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worldwide.  We are not able to track each individual patient or how it gets to, because of 

the distribution process that incurs.  And this is just standard with these type of devices in 

the industry.  Most of the sales are in the U.S., as I think Dr. Machlitt had shown.  Essure is 

distributed in 23 different countries.  The U.S. has the biggest portion of the sales or 

distribution.  I don't have a percentage off hand at this point.  I'm sorry, I just got it.  It's 

60% are in the United States.  The other 40% are in the other 22 different countries 

worldwide. 

 DR. IGLESIA:  Dr. Katz, did you have another question? 

 DR. KATZ:  Two questions back on that question.  So we're trying to understand the 

distribution of complications and adverse events, and we're trying to understand what the 

denominator is and the way we think about it, as well as the details of the provider.  Now, 

does Bayer have -- you showed a chart in which you looked at the prevalence of AE 

reporting, and I think the number was something like 87% was in the states, and the other 

13% were in about 20 countries.  Can you take that chart and at least normalize each 

number by the sales to that country?  Because the impression is that the incidence of these 

reports is much higher in the states and that, in fact, it may not be simply -- and I think one 

of the key questions is, is it because more devices are in the states, or is it the way the 

devices are being provided in the states? 

 DR. ZAMPAGLIONE:  I'm going to bring up Dr. Machlitt to help with that one.  Yeah, 

Dr. Machlitt. 

 DR. MACHLITT:  Thank you.  We can certainly break down the numbers of the per 

sales in a certain country, but let me point out one aspect, and that is we are talking about 
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postmarketing reporting, which is acknowledged to have a factor of underreporting.  

Typically that degree of underreporting is fluctuating.  What we have seen in recent years is 

strong input from the side of the consumers with a lot of consumer reporting.  We believe 

that the social media plays an important role in that aspect.  So what we currently see is 

stimulated reporting, many reports that also date back to previous years, as you also heard 

today.  And that all has an impact also on the distribution of the adverse events generally.  

When we try to understand the safety profile of a device, we look on the global data, and 

we currently base it on an estimated 1 million devices sold overall and the related number 

of women who are potentially exposed to the device. 

 DR. KATZ:  And then part two.  On quality control, what is the quality control? 

 (Applause.) 

 MR. REDDICK:  Michael Reddick, with QA technical complaints. 

 So we have one quality system that governs the process from the very beginning to 

the very end.  Our oversight of quality begins at our suppliers.  We provide our suppliers 

with specifications that have to be met for the raw materials and subcomponents that we 

use.  Once those materials get into our process, we have an incoming inspection process 

that there's defined procedures and things that we look for, things we inspect for. 

 Once we inspect those materials and they pass, they get into the production process.  

As with any device manufacturer, there are multiple steps in a manufacturing process.  So 

with every one of those steps, we have very clearly defined and established work 

instructions, procedures, specifications that have to be met by the product at every single 

step.  Once the product gets all the way through the process, there is a testing that occurs 
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at the end.  So every production lot that's made, we pull samples from that lot.  We do 

destructive testing on the samples.  We do functional testing.  After we confirm that the 

device works as intended, we then tear apart the device and test the individual components 

to make sure that those components meet our specifications.  After all that testing is done, 

we then send the product to a sterilization process.  After the sterilization process, we then 

do additional sampling from the same lot.  So we sample again, and we do functional 

testing again.  And then we do visual inspection throughout the entire process.  So we feel 

that we have very, very good, tight controls over our manufacturing process to make sure 

that we get the best product out to our customers. 

 DR. KATZ:  Some of that testing is, of course, going to be in accordance with 

standards organizations, like the materials that you receive, focusing upon the completed 

devices.  Now, has any of that testing been created specifically for -- to be suited to the 

performance of Essure?  Is there anything unique to the testing of the Essure device? 

 MR. REDDICK:  We have a couple different types of testing that we do.  Some of it is 

just like tension testing, making sure that bonds are to a certain strength, testing materials 

to make sure that they have the strength required.  We do have a functional test that we've 

developed, which basically simulates the actual uterine cavity and how the device actually 

moves.  And so we do have a functional test that we use, and we also have standard testing. 

 DR. KATZ:  So that's a mechanical test simulating the in situ environment.  Is there 

any testing done where you simulate the in vivo environment?  It's like accelerated aging, 

but you take the final device and you look at it under those conditions to see what it's like 

at high temperature, for example, to look at what it's like months later, for example. 



241 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
 MR. REDDICK:  That's not part of our normal production process. 

 DR. IGLESIA:  Okay, I think we have two final questions before the break.  Dr. Baird 

and Dr. Wills-Karp. 

 DR. BAIRD:  Dr. Baird. 

 I wondered about the people who don't have success on the first time, and there has 

to be another trial to get a bilateral implant.  And do you know how many of those -- how 

does that work?  Do they have to pay double, then, or what happens with the costs?  And 

who provides the extra?  And can you estimate how many of your million implants that 

have gone out actual are not actually placed?  And does that vary by country? 

 (Applause.) 

 DR. ZAMPAGLIONE:  I'm sorry, I couldn't hear the second part of the question. 

 DR. BAIRD:  And does that vary by country? 

 DR. ZAMPAGLIONE:  Is it by country?  Okay, there is no extra cost to the patient.  

Okay.  So if there has to be a replacement, that's taken care of.  Let me see who would have 

the other part of the question, that if we have -- do we have anything on the number, you 

know -- and you're talking postmarketing, of course, right?  You're not talking from the 

clinical trials. 

 DR. BAIRD:  Right. 

 DR. ZAMPAGLIONE:  Correct. 

 DR. BAIRD:  Correct. 

 DR. ZAMPAGLIONE:  Yeah, we'd have to look into -- yeah, we'd have to look into that 

one because that's postmarketing information.  Yeah.  We have it for the clinical trials.  



242 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
Would that be helpful? 

 DR. BAIRD:  No, I'd really like it for postmarketing. 

 DR. ZAMPAGLIONE:  Sure, sure.  Yeah.  We'll try to get that for you. 

 DR. IGLESIA:  Okay.  And then maybe before the next question session.  Last question 

before the break. 

 Dr. Wills-Karp. 

 DR. WILLS-KARP:  Marsha Wills-Karp. 

 In listening to the speakers this afternoon, it seemed like there were a lot of 

complaints of autoimmune-type responses.  So I'm wondering if any family history of 

autoimmunity or any data was collected.  You may not have known that a priori obviously in 

the clinical trials.  But do you have any information suggesting also that perhaps that 

information should be collected at some point? 

 DR. ZAMPAGLIONE:  Sure. 

 DR. IGLESIA:  Right, somebody mentioned HLA type. 

 DR. ZAMPAGLIONE:  So Edio Zampaglione again. 

 No.  For the clinical trials, that information was not collected or asked ahead of time. 

 DR. IGLESIA:  Okay, we will now take a 10-minute break.  Panel members, please do 

not discuss the meeting topic during the break amongst yourselves or with any members 

inside or outside of the audience.  We will resume at 5:42.  Thank you. 

 (Off the record at 5:32 p.m.) 

 (On the record at 5:50 p.m.) 

 DR. IGLESIA:  At this time let us focus our discussion on the FDA questions.  Copies of 
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the questions are in our folders.  I want to remind the Panel that this is a deliberation 

period among the Panel members only.  Our task at hand is to answer the FDA questions 

based on the Executive Summary, the presentations we heard today, and the expertise 

around the table.  With this said, I would ask each Panel member to identify him or herself 

each time he or she speaks to facilitate transcription. 

 FDA, please read the first question. 

 MS. BLYSKUN:  This is Elaine Blyskun, Branch Chief for OB/GYN devices at FDA. 

 Based on available information, the following events have been reported to occur in 

association with use of the Essure device (Note:  This list is not intended to be a complete 

listing of all adverse events reported to have occurred in association with Essure): 

a. Procedural pain that is persistent, or new pain that arises at a later point 

b. Perforation of the uterus and/or fallopian tubes by the Essure insert 

c. Intra-abdominal or pelvic device migration 

d. Post-implantation bleeding irregularities 

e. Metal (nickel, nitinol) allergy or hypersensitivity reaction 

f. Pregnancy (e.g., ectopic pregnancy) 

g. Other 

 Please discuss each item and comment on the following: 

a. The degree of association of the item with use of the Essure device 

b. The reasons for this conclusion 

c. The level of your concern for the item, if any, and the level of evidence to 

support the concern 
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 DR. IGLESIA:  Okay, I'd like to lead off the discussion actually with our Patient 

Representative and to see if you have any other concerns or any other information and your 

general impression on this particular question. 

 MS. DE LUCA:  All right.  Jo-Ellen De Luca, Patient Representative. 

 I feel that the answer, from the patient point of view, is still out there.  I think that 

this has been a great opportunity to find some possible answers, but I think there's still 

some great unknown.  I lead a very large support group, and I know a lot of patients will be, 

knowing I'm here today, but will be concerned around the country, knowing -- looking for 

answers when this comes out.  And I think that we have plenty of patients that have been 

here that don't have their questions answered, and I feel that will continue. 

 DR. IGLESIA:  Ms. Chauhan. 

 MS. CHAUHAN:  In thinking about these, I've been thinking about the large number -- 

oh, Cynthia Chauhan.  I'm sorry. 

 DR. IGLESIA:  No problem. 

 MS. CHAUHAN:  Cynthia Chauhan, Consumer Rep. 

 In thinking about these, I've been thinking about the large number of women who 

have identified themselves as having problems and a kind of consistency of the problems.  It 

made me wonder if there's a role for genomic variants testing in this, where I think a real 

issue if this drug -- I'm sorry -- if this device stays on the market is, going forward, how do 

you find people for whom this is an appropriate device, who will not be subject to these?  

And I think, looking at this cohort that's existing and planning from that and considering 

genomic variants may be useful. 
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 DR. IGLESIA:  Thank you very much. 

 Would anyone like to lead off the discussion regarding these listed complications 

and the degree of association of the Essure device?  Let's start with pain. 

 Dr. Stubblefield. 

 DR. STUBBLEFIELD:  Procedural pain that is persistent seems to me to be highly likely 

to be associated with the device.  Pain, a new pain, less clearly associated.  Could be, could 

be something else.  So many different structures that can cause pain in the pelvis. 

 DR. IGLESIA:  May I ask, is that -- you're saying that it's going to persist because 

you're off, you've changed the modality of contraception from something that may have 

also addressed the pain, i.e., continuous birth control pills, to something else or -- or what 

led you to that conclusion? 

 DR. STUBBLEFIELD:  Well, I think you're absolutely right.  I wasn't actually thinking of 

that at the time. 

 DR. IGLESIA:  Oh. 

 DR. STUBBLEFIELD:  I was thinking of it as related to the surgery -- 

 DR. IGLESIA:  Okay. 

 DR. STUBBLEFIELD:  -- or to the procedure.  But that's an important consideration -- 

 DR. IGLESIA:  Okay. 

 DR. STUBBLEFIELD:  -- as we've already discussed.  Abandoning the previous 

hormonal contraception. 

 DR. IGLESIA:  Dr. Coddington, then Dr. Janik. 

 DR. CODDINGTON:  Dr. Charles Coddington. 
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 I agree with Phil, and I think the practical point is that probably 1-2% of the fallopian 

tubes are not just straight shots in the sense that they're very tortuous, and the 

development of the female genital tract has aspects of that, as a woman develops her 

cervix, also may be very tortuous.  So I think the point is, is that there are going to be some 

anatomic variations, so it would not be inappropriate for there to be some implant that 

would be more painful or certainly less comfortable.  There will be some, if you will, that it 

will just drop right in and there won't be a problem at all.  

 So I think that just kind of looking at separating potentially these two things out 

where there is procedural pain, and then we can talk about how to evaluate for that and 

that sort of thing from the other in the sense that, yeah, the device could migrate out the 

tube causing a similar type of pain, true, but I think one of the things that I think has broken 

down here, no pun intended, is the fact that the physician/patient bond has been broken in 

the sense that many of the young ladies we heard from today did not have the confidence 

and good interaction with their physician, that they could come back with a problem and 

get a reasonable evaluation and answer.  And I think that is a concern that I have of some of 

the things that I've heard, so I think we need to try and figure things out as close to the 

point of service as we can so that people do not suffer for a month or whatever before 

something is done and evaluation carried out. 

 DR. IGLESIA:  Dr. Janik.  Thank you. 

 DR. JANIK:  Grace Janik. 

 I look at the pain as different, too.  If you look at some of the literature, most of the 

pain that's procedural pain is resolved by 99% by 7 days, so if you have pain that started at 
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the procedure and it's still persistent at a week, you probably have a problem and maybe 

you should intervene and it shouldn't be -- 

 (Applause.) 

 DR. JANIK:  -- many, many months to years before it's addressed.  So I think there's 

an opportunity for early intervention analysis of a placement issue. 

 And then there's the second, of pain that develops later and -- which could (1) 

coming off of OCPs or whatever was the previous birth control method, or is there delayed 

pain that could be device related, and I think that the only way to really know that is more 

study.  I don't think you can really answer that with the data that we have available.  But I 

do wonder how much support that physicians and patients have gotten for that early phase 

when they call and what should I do, and maybe early intervention before we risk bowel 

obstruction as the thing has migrated through should be a change in protocol thought 

rather than wait it out and see what happens. 

 DR. IGLESIA:  So your level of concern seems rather high? 

 DR. JANIK:  I think it's high.  It reminds me of endometriosis -- 

 DR. IGLESIA:  Um-hum. 

 DR. JANIK:  -- patients which wait 7-8 years before they have a diagnosis and three or 

four surgeries before it's corrected. 

 DR. IGLESIA:  Um-hum. 

 DR. JANIK:  So it has that same feel to it. 

 DR. IGLESIA:  Um-hum.  And so -- and maybe you might recommend some imaging 

earlier rather than just general -- 
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 DR. JANIK:  I would suggest imaging if, you know, if you're not resolved definitely by 

a week.  You do some imaging, 3-D ultrasound, you probably can see if you have migration, 

perforation.  You can see if you have a problem early. 

 DR. IGLESIA:  Other discussion on this topic of pain? 

 Dr. Myers. 

 DR. MYERS:  One thought as we've been listening today is some sort of -- like some 

sort of protocol change.  Maybe there's a post-procedure ultrasound that's done to confirm 

placement in the tube, is it already perfed through the tube, you know, something a little 

bit more timely than 3 months -- 

 DR. JANIK:  And I think that would be wonderful, too, if you have problems at a week 

or ideal would be if you do the procedure and you do 3-D ultrasound -- 

 DR. MYERS:  Right then and there. 

 DR. JANIK:  -- right after the procedure, you're done.  It's like part of the procedural 

package. 

 DR. MYERS:  Exactly, yes. 

 DR. IGLESIA:  Other comments on pain?  Yes, and then we'll move on. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 My question is to Dr. Coddington and Dr. -- I'm sorry, I can't - - Janik.  Would there 

be any usefulness, given your comments about the physiology and your comments about 

the length of pain, to pre-procedural imaging to check the tubes to see that they can handle 

this? 

 DR. JANIK:  Grace Janik. 
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 No, because you can't see it.  It's all just -- and it's all soft tissue, it's all angled, it's all 

how you manipulate things, and there's not imaging that would really help you with that. 

 DR. IGLESIA:  I actually do think that this is a nice -- this conversation is a nice segue 

to 1b and 1c, you know, because of the anatomic variations and the possibility of whether 

or not, when you put it there initially, is it in the right spot for a perforation and/or is it in 

the right spot and then -- or is it out of the right spot and has already migrated.  And so that 

then leads to this question of intraoperative evaluation or early procedural intervention for 

imaging.  Is there discussion on that? 

 DR. JANIK:  I agree with everything you said.  Grace Janik. 

 So I think immediate ultrasound or very early ultrasound -- complications to -- for 

documentation. 

 DR. IGLESIA:  Yeah. 

 DR. JANIK:  Rather than waiting to discover. 

 DR. IGLESIA:  Rather than waiting up to 3 months for just occlusion because you're -- 

 DR. JANIK:  Because there's two things you want.  You want, one is -- 

 DR. IGLESIA:  Confirmatory. 

 DR. JANIK:  -- placement damage, and then the second is occlusion.  It's two different 

topics.  So separating the two answers could be beneficial for the patient. 

 DR. IGLESIA:  Quite frankly, I do think that there is an issue, it seems maybe 2-3%, I'm 

trying to figure that out, where it's not working, whether it be tubal spasm, the anatomical 

variant of the tube.  I'm saying if this is not going smoothly, we need a Plan B.  I mean, the 

patients need to be saying, okay, we can't get this in.  You want permanent sterilization, we 
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have permission to go ahead and proceed with the tubal ligation or whatever you end up 

deciding to do.  I'm not necessarily sure that that conversation is happening. 

 Dr. Coddington. 

 DR. CODDINGTON:  I think a lot of them, there were a few young ladies that had had 

the procedure done under anesthesia, and that would be a very reasonable Plan B.  But 

many of them have them done in an office with maybe a paracervical, if that. 

 DR. IGLESIA:  Yeah. 

 DR. CODDINGTON:  And so I don't know if you could reasonably do that, but it's a 

great thought. 

 DR. IGLESIA:  Oh, I'm not saying on the same day, but you'll say -- 

 DR. CODDINGTON:  Oh, yeah.  Yeah. 

 DR. IGLESIA:  -- oh, we're aborting this, this is not going smoothly.  We, you know, 

need to schedule it. 

 DR. CODDINGTON:  Right, yeah. 

 DR. IGLESIA:  Absolutely. 

 Dr. Wills-Karp. 

 DR. WILLS-KARP:  So Marsha Wills-Karp. 

 I agree.  I also think that if you decided early on that it wasn't working for some 

reason for that individual, removal at that time would be a lot less complicated -- 

 DR. IGLESIA:  Yeah. 

 DR. WILLS-KARP:  -- than waiting until it's embedded and causing other problems. 

 DR. IGLESIA:  Yeah.  It didn't go in smoothly, you have more coils, you know, no more 
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coils are left, and so you know that this thing is probably in too deep or there's too many 

coils and the whole thing, so it's going to expose because you're not in far enough.  Abort.  

Abort and go get a Plan B. 

 Dr. Elser. 

 DR. ELSER:  Denise Elser. 

 Several of the articles in the literature comment on that perforations and 

complications were more likely when they went back and asked the clinicians if they had 

difficulty with the procedure.  So, again, there may be more guidance on if it's not going 

smoothly, you can wait for spasms, spasms should alleve, and then it goes in smoothly 

again.  But if you're still putting pressure, putting pressure, and the device does not go in 

the tube smoothly, maybe -- you know, we don't want to force it in, and there could be 

stronger guidelines. 

 DR. IGLESIA:  Is that good discussion?  I think we can move on to the bleeding 

irregularities, then.  I will summarize, so we'll have more time, opportunity for discussion.  

And I know 1e is going to be one that's going to require probably a longer discussion.  But 

the post-implantation bleeding irregularities, would someone like to lead this off? 

 Denise. 

 DR. ELSER:  Well, I think this one is actually -- 

 DR. IGLESIA:  Dr. Elser. 

 DR. ELSER:  Denise Elser. 

 I think this one's actually hardest -- because unless we know how many women came 

off of hormonal contraception at the time of their Essure, and are they developing bleeding 
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abnormalities related somehow to the implant, or is it their own physiology that they are 

having bleeding abnormalities because of their age, their hormonal status.  And I think we 

heard some comments, too, about people developing pain and found to have adenomyosis, 

endometriosis, and we can't comment if that's device related at all because that's a 

common finding in women who are not on hormone contraception. 

 DR. IGLESIA:  Other questions, I mean comments on this, for the bleeding? 

 (No response.) 

 DR. IGLESIA:  Okay. 

 Dr. Stubblefield. 

 DR. STUBBLEFIELD:  On that question, I think that I understood, from reading the 

presentations, that part of the time the bleeding could be associated with perforation, and 

if that's the case, then maybe bleeding warrants at least an ultrasound to look for that and 

not just assume that's just endometrium. 

 DR. IGLESIA:  That's a good point.  Maybe one of the early intervention protocol to 

add that to the list, the checklist. 

 Dr. Coddington. 

 DR. CODDINGTON:  I think in -- I mean, your point is well taken.  In looking at this, 

we deal with abnormal uterine bleeding.  And if you've increased the menstrual flow, then 

we kick over into a paradigm of working out the bleeding.  I mean, heaven forbid she could 

have a polyp or other things like that that are intervening, or a myoma.  All of those things 

are possible.  They could -- you know, I can't necessarily relate them to the device in that 

sense, but what I'm saying is, is that we then address the problem of the bleeding and go 
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about that aspect so -- 

 DR. IGLESIA:  And clearly there were some case reports about pretty significant 

infections and abscesses and endometritis, and I think, you know, developing a uterine 

infection is also in there and is a cause for bleeding. 

 So let's tackle 1e, on the nickel allergy.  I think we might start with Dr. Wills-Karp or 

Dr. Milner on this.  Is that okay? 

 DR. WILLS-KARP:  Yes.  Well, first of all, I think we need more data, and I don't think, 

in the literature, that there's sufficient data to predict how nickel exposure in the 

reproductive organs, actually, how you respond to them.  And is that different than skin or 

other sites?  So I think we definitely need to understand that better.  But I think in the 

context of the study, it would be worth collecting information about nickel sensitivity in 

people who have these devices and see if that is, with the larger sample size now, to see if it 

is connected with some of the symptoms.  It may or may not be, but it seems like it's worth 

pursuing.  I think on the same -- and I'm going to group it in here with the sensitivity 

because I think there may be some other altered immune phenotypes associated, and this -- 

hypersensitivity in general.  It may not be to nickel alone, it could be to other aspects of the 

device or just the foreign body response by itself.  So also to clear up -- 

 DR. IGLESIA:  Can I ask about your degree -- your thoughts on the degree of 

association of that with Essure and your level of concern?  Just in terms of do you think that 

that would be an absolute contraindication or relative contraindication even right now as a 

recommendation? 

 DR. WILLS-KARP:  Well, I agree with Peter, who I had also found that they had had 
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that as a contraindication early on and seem to have been lost somewhere along the way.  I 

think it would be worth including at this point, but more data would probably be good 

because it may not be simply nickel; there may be some other aspects that need to be 

explored.  I wouldn't want to just say it was nickel and then it would be something broader 

than that. 

 DR. IGLESIA:  Dr. -- 

 DR. SCHALOCK:  I think -- 

 DR. IGLESIA:  Your name. 

 DR. SCHALOCK:  Sorry.  Peter Schalock. 

 If we want more data, we need to find what we're looking for, assuming a Type IV 

allergy, a delayed hypersensitivity.  So, first of all, we need to define what test we're going 

to do to define what this allergy is, so we need to decide are we going to be doing a patch 

test for this, which, in general, even though it's not a perfect test and certainly data has 

shown it's not conclusive, does it predict anything?  But at least it gives us some data:  Is 

the patient nickel allergic or not? 

 The other option, which I think was brought up, I forget whose question it was, is 

there a blood test?  There is a blood test that's available through, I believe it's Orthopedic 

Analysis, as well as some other companies out there, which is not FDA approved and not 

standardized, called the lymphocyte transformation test.  Or the MELISA is, I think, a little 

variant of that.  I would be a little hesitant to recommend something until it is a little bit 

more standardized and approved, but that test is out there, and some people believe that 

it's useful.  So maybe that's something that needs to be explored, is doing a simple blood 
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test going to be enough to give us nickel data or -- as well as the other stainless steel 

components. 

 And my concern on this, I just feel like there's a disconnect between the number of 

women who are nickel allergic versus the information from the study, the Zurawin study, 

where they found essentially nobody had nickel problems, just -- I don't know.  I just feel 

like if there's no data, that's -- I don't necessarily say the study is wrong, but on the other 

hand we don't have data, we don't know who is allergic, are they allergic, how often is it 

relevant.  And maybe with a big enough sample size, we can actually do statistical analysis 

and figure out maybe there is a link.  So I would be in favor of collecting this data somehow. 

 DR. IGLESIA:  Dr. Milner. 

 DR. MILNER:  So I think, first of all, we need to sort of separate out what we're 

talking about, as was discussed with Dr. Hamilton, and it's more likely that it's -- quite likely 

that it's more than one hypersensitivity.  Whether it's a Type I and a Type IV, it's probably 

even something else.  And, in particular, as it relates -- and with respect to the numbers 

that are coming up, being nickel sensitized and having a reaction are going to be two very 

different things.  And then developing nickel sensitization once it's embedded are also 

separate things, and I think we've been confusing all three of those. 

 DR. IGLESIA:  Right. 

 (Applause.) 

 DR. MILNER:  So a point that I think is sort of bringing together what a lot of folks 

have mentioned during the public comment with respect to this auto-immune constellation 

or inflammatory constellation, so point No. 1 on that is, is that it would be great if we could 
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actually capture the inflammation, which is why I was so focused on what the biopsies of 

these specimens from people who had it removed -- and we've captured everything. 

 We know whether they've resolved, we know what they've been complaining about 

when they did, so getting a biopsy and looking to see what's going on seems to be an 

extraordinarily obvious thing to do to really get a sense of is there inflammation, because 

you can point to that, you can see it, and if it correlates with the complaint, then you have a 

pretty good sense that there's something that's happening, we don't know what, but 

something is happening. 

 Another point, though, that I think is important to make is that the constellation that 

a lot of folks have described, and in particular the downward slope of one thing and the 

next thing and the next thing and the next thing.  So we actually -- it's important just to 

point out that especially in allergy, where we get brought lots of stuff where people don't 

know what's going on, we actually see that in many, many different scenarios well before 

Essure ever existed and well before -- in a variety of different settings. 

 Very often it is a major event.  It could be trauma, it could be stress, it could be 

surgery or anything like that, and very often we see patients come in after such an event 

and begin to develop a series of complaints very, very similar to those which were brought 

up here.  I have to be very clear.  That doesn't mean that the response to this device is not 

one of the ways that this happens directly related to the device and not directly related to a 

trauma, but it just has to be pointed out that in addition to that, if -- to the extent that 

there is a direct correlation there, there does exist, even with autoimmune phenomenon, 

the emergence of antibodies, the emergence of specific complaints, and also in terms of 
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non-directly measurable things, which are unfortunately put together as functional 

complaints like bellyaches with no pathology or headaches with no pathology.  Those are 

often unfortunately all thrown together, but they are very often seen in an allergy setting 

where it's completely unclear where it's coming from.  And I just think it's important that it 

be out there that that's there, but not to sit and blame that possible thing which very often 

people say it's in your head, not to ever dare to do a thing like that, but just to be aware 

that it exists in both places. 

 (Applause.) 

 DR. IGLESIA:  Okay.  We'll go down the line, one, two, three.  Sorry. 

 DR. CHAPPELL:  Rick Chappell. 

 I would like to expand upon Dr. Wills-Karp's and Dr. Schalock's comments.  More 

specifically, they asked that we get more information about allergies or sensitivities not 

only to nickel, but also perhaps stainless steel.  And there's a third component, which is PET 

or its trace contaminants, which may well have undesirable inflammatory responses, 

because as far as I could tell, and I'm not the expert in this, but from reading Bayer's own 

material, it has a desirable inflammatory response, and that's how it implants.  If it doesn't 

have an inflammatory response, it won't be effective.  And therefore -- well, so that's a 

good -- it's intentional, right?  And these patients should all know this if they were 

educated.  But then it could perhaps not stop at the desirable level and keep going. 

 (Applause.) 

 DR. IGLESIA:  Dr. Coddington. 

 DR. CODDINGTON:  That was exactly what I was going to say, is not forget the PET, I 
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mean, because that -- 

 DR. IGLESIA:  And Dr. Seifer. 

 DR. SEIFER:  David Seifer. 

 So this issue about the systemic reaction to mercury is just one example of many 

issues that we're concerned about in terms of collecting more data.  Even the 

numerator/denominator incidents of these complications, pregnancy, blah, blah, blah, and 

what's been suggested by more than one person from the floor is the idea of a registry 

going forward so we can have an accurate assessment of the frequency of what's going on, 

whether it be this reaction or the other five or six issues that we're discussing. 

 DR. IGLESIA:  Great.  I think we have had a good discussion on the 

hypersensitivity/allergy.  I'd like to move on to the pregnancy, if that's okay, issue and 

would anyone like to lead that discussion?  I know that some Panel members talked about 

CREST 2.0 and -- Grace. 

 DR. JANIK:  Grace Janik. 

 So it seems like the data when -- uses -- with follow-up at 3 months is done correctly 

is really pretty good.  So I think that's the positive side.  But it's disheartening that there's a 

disconnect between placing the device and follow-up for the 3-month evaluation, and 

especially that finances and insurance is part of the holdup.  I feel like if you don't have the 

second part cleared, you shouldn't do the first part.  They should be linked. 

 (Applause.) 

 DR. IGLESIA:  Dr. Seifer. 

 DR. SEIFER:  So if they're going to be linked, then they should be -- it should be 



259 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
committed to, to begin with, so they should be financing this whole up front so that it's part 

of the procedure and it's almost guaranteed that it happens. 

 DR. IGLESIA:  Yeah, I think that the actual economic financing and stuff is probably 

beyond the scope of this particular group; however, the concept of the bundling of the 

whole method as one procedure, I understand. 

 Dr. Elser, Dr. Coddington. 

 DR. ELSER:  Denise Elser. 

 Just for practically for part of the problem, because people are not the clinicians 

doing this, may not understand some of the implications of that.  If the procedure is done in 

a surgery center and the surgery center accepts public aid because Essure is public aid, pays 

okay at that surgery center, but that they don't do HSGs there.  And so then some places 

the HSG is done by a radiologist, some places it's done by the gynecologist and radiologist 

together, but now you're in another facility with another clinician charging, and so it's very 

complicated to make it a bundled payment if it's not the same facility. 

 DR. IGLESIA:  Good point. 

 Dr. Coddington. 

 DR. CODDINGTON:  Charles Coddington. 

 One of the things is we might want to hold on that because, as I understand, there's 

a study coming up with ultrasound, and I think that that might be something that would be 

in the hand of the gynecologist and a bundling type of process could take place.  So, like you 

say, we can't control the financial dynamics, but I think they're going to -- we'll have some 

information here relatively soon, I think.  I don't know -- 
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 DR. JANIK:  But I don't think it's responsible to put it in if you don't have that second 

part.  And if it's not all worked out, I just feel like that should be a "no" barrier to going 

forward.  You just can't offer it if you can't work it out at your system. 

 DR. IGLESIA:  Ms. Chauhan. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 I think the bundling is really important, and I think a third component of the 

bundling should be skill in removing the device.  I don't think people -- 

 (Applause.) 

 MS. CHAUHAN:  I think skill in removing should be on the same level of importance 

as skill in placing, given the problems we've seen. 

 (Applause.) 

 DR. JANIK:  Can I comment? 

 DR. IGLESIA:  I do think that physician training is Question No. 2, but thank you for 

that comment. 

 DR. JANIK:  Grace Janik.  I just want to comment. 

 The skill to remove is so different and such a higher level that I don't think you 

necessarily have to be the same person, but you have to access, you have to have a plan of 

where in your system they're going to go.  It doesn't have to be the same person, but -- 

 DR. IGLESIA:  Yeah, I agree. 

 DR. JANIK:  -- it shouldn't be a mystery of now what are we going to do. 

 MS. CHAUHAN:  It's the bundling that matters, yes. 

 DR. IGLESIA:  Dr. Elser, then Dr. Stubblefield. 
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 DR. ELSER:  Denise Elser. 

 So, once again, part of that is the way our payer system works currently that makes 

it a problem so that -- you know, I'm in Chicago, so let's say a lady has an Essure done at her 

doctor's office or a clinic in southern Indiana and they know that I may be the closest expert 

that knows how to remove it.  I'm out of pocket because I'm not in her insurance plan.  

That's a huge barrier.  So they might know where to send them.  It doesn't make it doable 

for the patient financially. 

 DR. IGLESIA:  Dr. Stubblefield. 

 MS. CHAUHAN:  May I just respond? 

 DR. IGLESIA:  Sure. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 It's my understanding we can't consider finances as part of our deliberations, but in 

the interest of good patient care, I think if you do not have access to someone who can 

remove successfully, you should not be implanting. 

 (Applause.) 

 DR. IGLESIA:  Dr. Stubblefield. 

 DR. STUBBLEFIELD:  Stubblefield. 

 While we're on the topic of the removals, I was really quite amazed to see that so 

often they are hysterectomies, and it sounds like often hysterectomies and bilateral 

salpingo-oophorectomies were being done, which is kind of like swatting flies with a 

cannon.  Why do we need to do that?  I don't know.  Maybe part of the time there is other 

pathology, and it certainly makes sense if the patient wants to, but the amount of expense 
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and the amount of risk of doing a total hysterectomy as opposed to a laparoscopy or mini-

lap removal with a linear incision, just no comparison. 

 DR. IGLESIA:  All right.  And I think some of this is also going to be in one of the 

questions about the removal.  So is there any other discussion for Question 1?  And we have 

the letter (g) as well to consider, if there is any other.  I don't want to sort of limit the 

discussion to (a) to (f). 

 Dr. Myers. 

 DR. MYERS:  Deb Myers. 

 Going back to the hypersensitivity events, what is -- and this might get answered 

later, but what is the current language in the patient insert?  You know, is there some 

language in there that -- or could be added, you know, that this is a possibility, that some 

hypersensitivity might occur for the patients?  In patient info. 

 DR. IGLESIA:  I guess I would have to ask Dr. Fisher about -- 

 DR. MYERS:  I don't know.  I'm just asking.  If it isn't, is that something that we 

should consider recommending? 

 DR. IGLESIA:  Dr. Milner, while waiting for that question, do you have a comment? 

 DR. MILNER:  I'm not sure how you're going to be able to answer that because since 

the criteria were not laid out as to what the hypersensitivity is, it couldn't have been 

captured properly, so how could we answer that in -- the labeling, whatever it says right 

now, couldn't reflect what's actually being -- what's not captured. 

 DR. IGLESIA:  Well -- you have another?  Great. 

 DR. ELSER:  This is not related to autoimmune.  Denise Elser. 
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 But while they're looking for the answer, I just want to point out also, yes, getting 

sterilized is an elective procedure.  We always want to weigh the risk and the benefit.  But 

pregnancy is dangerous.  Pregnancy is dangerous, and ACOG has recently supported that 

hormonal contraception should be available over the counter because we felt it was -- or 

ACOG felt it was safer to let women go to the store and decide to take OCPs without a 

doctor visit than to be pregnant overall.  So we want to just remember that, that yes, having 

a laparoscopic tubal ligation is not without complications as well, and patients get chronic 

pain after pelvic surgery, they get abscesses, they can become disabled also.  So I just want 

to remember the context at which we're looking at this. 

 DR. IGLESIA:  Great. 

 Dr. Yustein. 

 DR. YUSTEIN:  So, in response to Dr. Myers' question, the current patient labeling 

brochure has the following statements:  "The Essure insert is made of materials that include 

a nickel-titanium alloy.  Once placed inside the body, small amounts of nickel are released 

from the inserts.  Patients who are allergic to nickel may have an allergic reaction to the 

inserts.  Symptoms include rash, itching, and hives." 

 DR. IGLESIA:  So it's there as a potential known risk.  Okay. 

 DR. YUSTEIN:  And hold on, there's one more. 

 DR. IGLESIA:  Oh.  There's more. 

 DR. YUSTEIN:  There's a section in there that says "You should speak to your doctor 

if," and it has a couple of bullets.  One of the bullets says, "You have or think you may have 

a nickel allergy." 
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 DR. IGLESIA:  Dr. Milner. 

 DR. MILNER:  So, again, that just -- that would then narrow it down to nickel when it 

could be from any number of sources. 

 DR. IGLESIA:  Right. 

 DR. MILNER:  And that's going to miss who knows what by doing that. 

 DR. IGLESIA:  Good point. 

 DR. MILNER:  So, again, when you just talk about hyper-sensitivities, that's any 

hypersensitivity, and if you narrow it to nickel, then that's going to be misleading. 

 DR. IGLESIA:  We don't know what we don't know. 

 Dr. Seifer. 

 DR. SEIFER:  I was just going to beg the question about the symptoms that were, I've 

heard about today, go way beyond that cutaneous reaction, and so I'd like to beg the 

question if it should be a little more -- 

 DR. IGLESIA:  Whole autoimmune? 

 DR. SEIFER:  -- explicit. 

 DR. IGLESIA:  Yeah. 

 DR. SEIFER:  Yeah. 

 DR. IGLESIA:  Okay.  Let me see if I can try and summarize, unless there's anyone who 

has any parting comments on this. 

 Dr. Chappell. 

 DR. CHAPPELL:  Chappell, right. 

 DR. IGLESIA:  Yeah. 
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 DR. CHAPPELL:  Rick Chappell. 

 I do have a parting comment.  Because we are not asked, as part of Question 1 or 

any other question, to provide FDA with advice under general strategy, but the situation we 

find ourselves in today absolutely demands it because postmarketing studies behind huge 

clinical trials, I'd say that postmarketing studies are especially good for detecting rare 

outcomes.  A clinical trial even with a couple of thousand could not detect some rare 

outcomes.  But as Dr. Juran commented today, she showed that many of the medical issues 

faced by the patients we heard from, as severe as they are, are very common in the general 

population, pain, et cetera. 

 And so we find ourselves in a situation, 13 years after this device was approved by 

the FDA, of asking ourselves about pain and bleeding irregularities and other very common 

outcomes.  And we are doing so because this was approved on the basis of a so-called 

pivotal trial which was not randomized, not controlled; it was single armed.  And I say so-

called dismissively because I don't see how a pivotal trial can be a non-randomized, 

uncontrolled trial.  Therefore, I recognize the logistical difficulties, the expense, but 

therefore, I strongly urge the FDA to abide by its own statement, which it made in 1967, 

that the gold standard is a randomized clinical trial. 

 (Applause.) 

 DR. IGLESIA:  I think we can probably address that as well with Question No. 2. 

 So, to summarize, with regard to the assessment of clinical events, procedural pain, 

perforation, intra-abdominal device migration, there seems to be a problem for which we 

have some concern.  And the concerns relate to the fact that we need more guidance for 
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practitioners who are doing this to be able to identify earlier, most early on before long-

term complications occur, that we could have a problem.  That could be done 

intraoperatively by assessment of intraoperative imaging to see exactly where these devices 

are located to mitigate the risk for accidental perforation or migration someplace else. 

 Or if the symptom of pain persists outside the typical, what one would feel is the 

typical time period of which one would have the usual procedural related pain, i.e., 7 days 

or whatever, then an early intervention analysis should take place.  Same thing with regard 

to the development of bleeding and other, maybe unrelated to whether or not a different 

kind of contraception had been previously used.  But if there are signals, then we need 

some type of protocol to be able to identify that early. 

 Does that summarize for those three? 

 (No audible response.) 

 DR. IGLESIA:  With regard to the post-implantation bleeding abnormalities, the range 

is all over the place because the differential diagnosis for abnormal uterine bleeding is quite 

large, and there may be other causes that are unmasked because you've stopped other 

forms of contraception or you may have developed new reasons, i.e., polyp formation or an 

infection as a cause for bleeding.  Again, some type of post-procedural protocol to be able 

to evaluate that earlier on would be helpful. 

 With regard to metal, nickel, PET or other -- stainless steel or other allergy or 

hypersensitivity reaction, this is a pretty significantly high level of concern, and we seem to 

have only scratched the surface in identifying nickel as a potential problem if someone has 

already a nickel hypersensitivity.  But what we need is more data that's related to testing 
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pre-implantation, if at all possible, to include patch testing, blood test including -- I'm sorry, 

the lymphocyte MELISA test, and what I think makes a lot of sense is anything that is 

actually removed to have post-implantation biopsy/analysis/histopathology and analysis of 

the actual pathology of the device in relationship to the surrounding tissues to see if that is 

related to a hypersensitive reaction, inflammation or whatnot. 

 That being said, we also talked about the need for registries for identification of 

things that are rare, potentially such as this, a hypersensitivity to something, and even a 

registry for the common.  There seems to be some general consensus that postmarket 

surveillance with some type of registry would be helpful. 

 Does that summarize that for that?  For the allergy hypersensitivity issue. 

 Finally, with regard to -- no.  Okay.  Finally, with regard to pregnancy, seems to be 

that we need long-term data with good follow-up and some comparator data, I mean, what 

Dr. Chappell was referring to in terms of a randomized clinical trial, some type of 

comparator.  You know, randomized clinical trials are obviously the gold standard.  We had  

-- since I only saw that there was one study that had a comparator with the gold standard 

laparoscopic procedure, any type of prospective cohort with the comparator which can be 

done within the auspices of a registry might be feasible as well. 

 Now I brought up something else, I probably opened up another can.  But go ahead, 

Dr. Chappell. 

 DR. CHAPPELL:  Thanks.  I want to clarify that, alas, I was not recommending a 

randomized clinical trial right now, in the present instance, because the window of 

opportunity may well have passed and it would take too long.  But I am pointing out that it 
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was a mistake not to have done so and that I request the FDA not repeat it for future 

devices. 

 DR. IGLESIA:  Dr. Coddington.  I didn't do a great job on that last one. 

 DR. CODDINGTON:  No, I think you did fine.  Because I think the reality is, is that to 

be honest, we don't know what we don't know.  And, you know, when you do randomized 

trials, you have to be able to figure out what you're trying to randomize from what.  And we 

have two expert allergists, and we're not sure where we are there.  I mean, I think we need 

to kind of better define that, if we get a specimen that we can look at the pathology and 

find different types of reactions -- 

 DR. IGLESIA:  Yeah. 

 DR. CODDINGTON:  -- and different types of cells in the histopathology.  That's going 

to make a world of difference.  So I think more of a registry is a good place to go. 

 DR. IGLESIA:  Dr. Fisher and Dr. Yustein, is this adequate?  Do you have other 

questions? 

 DR. JANIK:  Sorry. 

 DR. IGLESIA:  Oh, no.  No. 

 DR. JANIK:  Dr. Janik.  One comment. 

 You forgot in the pregnancy summary is to have the follow-up study linked with the 

procedure. 

 DR. IGLESIA:  Correct.  Thank you. 

 DR. YUSTEIN:  Dr. Iglesia, we specifically let (g) on there to make sure that we 

weren't leading the Panel into just a focused discussion of things that we thought we had 
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focused on.  Were there other topics?  Because here's the chance to bring those up -- 

 DR. IGLESIA:  Okay. 

 DR. YUSTEIN:  -- because the other questions are kind of follow-ons to this question, 

so if there are other concerns, you heard a lot of different adverse event types discussed 

today by all the presenters, not just the external presenters, but FDA and the manufacturer 

as well.  Are there other issues of particular concern that we might be looking to in future 

questions to address in terms of mitigation strategies, labeling changes, et cetera?  I just 

want to make sure that we have that. 

 DR. IGLESIA:  I guess to summarize that some people were talking about the 

availability of other contraception, making sure that women were informed about options 

for other contraception, and the bundling.  This is a method, that the procedure itself 

should be linked to the necessary 3-month post-procedural follow-up for, you know, 

complete analysis.  And also if there is a complication that's necessitating a removal, that 

that also be linked, that, you know, if you can't put it in, you can't -- if you can't take it out, 

you shouldn't be able to put it in.  I think we had those kinds of discussions. 

 DR. YUSTEIN:  Right, I understand.  I just want to make sure, like, you heard people 

talk about, you know, infection.  You heard people talk about headache, fatigue, weight 

gain.  There are other adverse events that were mentioned today that we didn't include on 

that list, but we just want to make sure that there's no other major type of event that 

people are concerned about. 

 DR. IGLESIA:  Dr. Milner, then Dr. Elser. 

 DR. MILNER:  You can even add -- you should also probably add cancer since -- it may 
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be more rare but obviously looms quite large to anybody who would be thinking about that.  

I think the issue that we're all sort of struggling with is that, well, we need some sort of 

criteria for how we capture any of this, so how can we register an opinion on it if we're not 

satisfied with the method by which any of this was captured?  So I think that that -- so, 

therefore, if the label needs to reflect, and since we can't capture it, we're going to have to 

say everything, then that's what it has to say. 

 But, you know, there are theoretical ways you could explain all of those things in 

direct relation to nickel or anything, like other theoretical ways.  They're not proven 

necessarily, but there are theoretical ways.  And, again, with respect to the functional 

complaints like -- that can't be pinned down to a pathology, like a headache or a bellyache 

or something like that, you know, that can go along with a variety of general reactions to 

things, and this can be one of them. 

 DR. IGLESIA:  Dr. Elser. 

 DR. ELSER:  Denise Elser. 

 I think for "other," we would kind of refer to what might be a new onset of 

autoimmune disease as we're kind of throwing in with the allergy and hypersensitivity, but 

it may be a totally separate phenomenon, is that is it related or not?  We don't know.  And 

we haven't really talked much about just hypersensitivity disorders in general where we -- 

you know, some people are hypersensitive; is there a relationship to IBS or fibromyalgia, 

and would these folks not be good candidates for an implant?  And we don't know that 

either. 

 DR. IGLESIA:  Dr. Fisher. 
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 DR. FISHER:  Dr. Janik, I just want to get clarification on your comment about 

pregnancy.  There was talk about the need for long-term follow-up on outcome data, and 

then you had added something at the end, and I'm sorry, I didn't catch that. 

 DR. JANIK:  That pregnancy oftentimes seems to happen because people don't come 

to their follow-up study, so there's a gap.  But if before the procedure is placed you have 

your follow-up 3-month study paid for, organized, it's a package, you can't put it in until the 

second part's organized, so it's not, oh, well I guess we need to set it up, my insurance 

doesn't cover it, I can't afford it.  You just can't start if you can't finish. 

 DR. FISHER:  Got it.  Okay, thank you. 

 DR. IGLESIA:  All right.  Dr. Coddington. 

 DR. CODDINGTON:  Just one other thing.  We've addressed some issues in dealing 

with the instructions to the person that is implanting the device. 

 DR. IGLESIA:  Yes. 

 DR. CODDINGTON:  The other that I think would be very helpful, and I did not see it, 

it may be there and if I missed it, I apologize, but is to give some instruction about how to 

interpret the HSG.  In other words, there were some young ladies that brought the films up 

and showing that said my HSG is abnormal, something you could obviously tell, but -- 

 DR. IGLESIA:  This is Question No. 2. 

 DR. CODDINGTON:  Yeah, okay.  Sorry. 

 DR. IGLESIA:  So if we're done with Question No. 1, I think we might be able to move 

to Question No. 2.  Thank you. 

 MS. CHAUHAN:  Cynthia Chauhan. 
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 Could I ask one question of the FDA? 

 DR. IGLESIA:  Of course. 

 MS. CHAUHAN:  Following up on Dr. Chappell, I know that it is not usual to go back 

and say you have to do a randomized control trial, but it seems to me so many of our 

questions would not be here if that had been done directly in the beginning.  Is that 

something you can never say? 

 (Applause.) 

 DR. YUSTEIN:  I think one of the questions that we have coming up will ask you if you 

believe additional clinical information needs to be collected, and that'll give you the 

opportunity to provide us with further input on what you think it needs to look like and 

what needs to be collected. 

 MS. BLYSKUN:  Elaine Blyskun. 

 Question 2:  For each of the events of concern discussed in your response to 

Question #1, please discuss the clinical implications and possible risk mitigation strategies, 

such as changes to physician labeling, patient pre-operative evaluation or selection, or post-

operative monitoring. 

 DR. IGLESIA:  Who would -- we did talk a lot about this, but would someone like to 

just summarize and have a little bit more of a discussion? 

 Dr. Gardner. 

 DR. GARDNER:  Yeah, Jim Gardner.  So I did have a question related to that. 

 DR. IGLESIA:  Sure. 

 DR. GARDNER:  We discussed quite a few notions about changing practice protocols 
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and physician training.  I think the Sponsor is probably wondering what would their 

involvement be in that, what should it be, who should be responsible for establishing these 

protocols and then doing the training.  Is that sponsor, FDA, professional societies, medical 

school, training residencies?  Any thoughts about that from the clinicians in the Panel? 

 DR. IGLESIA:  Dr. Elser. 

 DR. ELSER:  Denise Elser. 

 You know, the question came up earlier when we were asking Bayer about, you 

know, someone does five procedures with someone watching them, and then who makes 

the call if they're trained or not trained, should get credentials?  So industry manufacturers 

do not credential physicians; you have a local credentialing board that does.  And some 

hospitals are going to, you know, absolute numbers in order to keep their privileges, so 

whereas if you don't do 10 of a certain procedure in a year, then you lose your privileges 

and you have to be proctored again. 

 Now, that applies to hospital settings, but there is no credentialing oversight in 

private practice offices and in a lot of clinics, so there's a lot of -- there's a lot -- I've given 

you a lot of questions to your question, because there is not one board who decides how 

many you have to do that makes you confident, if you have a problem, what happens.  And 

when I looked at our data at our hospital a number of years ago, I looked at all the Essures 

done in a year and looked at -- we were looking at follow-up and complications.  And we 

found that over 75% of the perforations were by one physician on a staff of like 45 people 

doing the procedure, and so that was one reason I asked the geographic to see if there are 

clusters of problems based on what can we localize into a certain place, a certain type of 
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hospital.  There are so many things that we could learn from better tracking. 

 DR. JANIK:  I agree with individual tracking, but I disagree with a specific n number 

because you can have somebody that does 50 and they're still perfing; somebody who does 

very few -- so that number correlation, I think, is -- gives a false sense of security.  It needs 

to be tracking of outcome. 

 DR. IGLESIA:  Dr. Seifer. 

 DR. SEIFER:  Yeah.  But if you have a registry and you review it every 6 to 12 months, 

you're going to see something like that pop up, it will be a red flag. 

 DR. IGLESIA:  Okay.  I'm going to go around the table. 

 Okay, Dr. Baird. 

 DR. BAIRD:  The tracking also would be much easier for problems if there was this 

after 7 days kind of an ultrasound or an immediate ultrasound because then you have 

something to go by, to track with, so it seems like we've discussed things that would make 

this much easier. 

 DR. IGLESIA:  Great.  So I mean, I just want to go around the table to see if anyone 

has anything additional to add about training, preoperative evaluation, or postoperative 

surveillance.  I'll start this way. 

 Deb. 

 DR. MYERS:  Deb Myers. 

 Yeah, thoughts that I've had to try and lessen perforation rates or unrecognized 

perforation would be like ultrasound, like either post-procedure or like within a week, just 

to kind of ensure where the placement is.  A thought I just had off the top of my head now 
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is similar to the IUD, it has a string.  You know, if you put a string on the end of it and if the 

string is gone, then you know the coil's gone somewhere.  I'm just thinking in my head.  

Something to think about.  I also think that maybe some more bolder, specific information 

needs to be given to patients.  We've been talking a lot about autoimmune responses, what 

it is, whatever the condition is, but either a patient card, a patient guide, you know, kind of 

a highlighted bulleted piece as opposed to a big long list of lots of information. 

 DR. IGLESIA:  Thank you. 

 Dr. Chappell, anything to add? 

 (No audible response.) 

 DR. IGLESIA:  Dr. Coddington, anything to add to training, pre-op evaluation, or post-

op? 

 DR. CODDINGTON:  Sure.  Charles Coddington. 

 I think the post-op aspect that I mentioned regarding the interpretation of the X-ray 

films would be helpful and then would make things more standardized as far as the post-op 

process, and I think the results would be all the more clear. 

 DR. IGLESIA:  Can I just ask, is that like a quality control, like somebody's going to 

actually be a second set of eyes reviewing the films, sending it to -- 

 DR. CODDINGTON:  I think -- no, no.  All I'm saying is relative to the uterine cavity, 

when you do an HSG, you can see where the device is. 

 DR. IGLESIA:  Right. 

 DR. CODDINGTON:  And it's -- the device lights up on X-ray, seen it, done it, been 

there, and it's just a question of is there something that if the device is not in the uterine 
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cavity, Houston, you have a problem?  I mean, you know, in other words, if it's migrated out 

of the tube and that sort of thing.  So that would be the point.  And I think also in changing 

the physician training is to allow the physician to not pursue when the situation is not going 

to be easy, as you mentioned.  If there looks like there's spasm, you can identify spasm 

when you're looking through the hysteroscope.  This is not hard.  And/or -- yeah, some of 

the comments, and forgive me, we've gotten them from everywhere, about looking at not 

getting good "visualization."  If you don't have good visualization, you shouldn't be doing 

the procedure, or at least not at that time.  So I think that giving some guidance allowing 

people to give up. 

 DR. IGLESIA:  Dr. Janik, anything else to add? 

 (No audible response.) 

 DR. IGLESIA:  Dr. Seifer. 

 DR. SEIFER:  There were two things that -- we talked about at 3-month procedure to 

verify that the instrumentation, where it's supposed to be, but we didn't talk anything 

about the additional contraception that people are supposed to be taking for those 

3 months.  So I don't know how much of that may or may not contribute to the pregnancy 

outcome, but it seems that that would be something that we could stress more than maybe 

what's already being done.  The other thing is on the labeling.  I think it says give a history 

of pelvic inflammatory disease, you shouldn't have this placed, but even though it seems so 

basic, I don't know if there's -- everyone's doing screening for STDs before they place this. 

 DR. IGLESIA:  Ms. De Luca. 

 MS. DE LUCA:  Jo-Ellen De Luca. 
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 Thinking on the autoimmune diseases and being a person with a very limited 

immune system remaining, looking from M.D. to M.D., every doctor I go to gives me 

another drug or tries to, and so often, you know, I've gone from methotrexate to Remicade, 

Imuran, and I've taken the wide gamut; so have a lot of these patients for another reason.  

And I think maybe the response, if we could somehow make sure that all the physicians are 

on the same page and recognize what they're doing, because we might be overmedicating 

with autoimmune problems and then the device itself gets -- comes into question. 

 DR. IGLESIA:  Ms. Chauhan. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 I do believe very strongly -- I understand that licensing is not the purview of the 

company, but I believe training is the ethical responsibility of the company, and part of that 

training should be what, I believe, was Dr. Coddington touched on, not only how to implant 

the device but when you refuse to implant the device.  I think there needs to be far more 

rigorous screening of patients, taking into account some of the other risk factors that were 

briefly mentioned but we haven't gone into in great detail, like obesity, and really being 

willing to say this is not the best procedure for you and to help the patients look at other 

options as well as this option with a well-trained circuit of physicians. 

 DR. IGLESIA:  Dr. Gardner, anything to add? 

 (No audible response.) 

 DR. IGLESIA:  Dr. Wills-Karp. 

 DR. WILLS-KARP:  I guess I'd have to say I'm amazed listening to the speakers today 

that their physicians allowed a lot of these abnormal events, bleeding, et cetera, to go on 
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for such a long time.  And I just -- 

 (Applause.) 

 DR. WILLS-KARP:  -- think that it requires a lot more physician training.  But the 

patients also should be told if these things persist past a certain period, you know, go and 

camp out at the doctor's office.  Don't just let it go.  Not saying they did, but it's also the 

physicians didn't seem to do the proper follow-up, and I think they absolutely have to. 

 DR. IGLESIA:  Thank you. 

 Dr. Baird? 

 (No audible response.) 

 DR. IGLESIA:  Peter.  Dr. Schalock. 

 DR. SCHALOCK:  Peter Schalock. 

 Just a thought.  From dermatologic medications, Accutane or isotretinoin, every 

patient fills, reads, signs off on multiple points on a single consent form that's provided 

through a program at least monitored by the FDA.  Maybe this would be something we 

could recommend, is develop a consent form, a uniform consent form for the patients that 

brings up our concerns.  I mean, do you think you're nickel allergic?  Okay, well, you know, 

you signed off on it.  And that was some things brought up by the community speakers, that 

if they knew they were metal allergic or if they knew it was metal, they wouldn't use it.  So I 

don't know what's happening, but something like that may be useful where, here are the 

things we need to know, and put it on a piece of paper that is a formal consent form. 

 DR. IGLESIA:  Dr. Katz? 

 (No audible response.) 
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 DR. IGLESIA:  Dr. Stubblefield. 

 DR. STUBBLEFIELD:  I listened to all those stories for 2 hours.  There is a wealth of 

information there.  Perhaps a lot of it is written down, at least on the websites, which I 

haven't looked at, but seems to me like we really don't have a full grasp of what this 

problem is.  We can't really even agree for sure that there is a problem.  It may just be that 

the device is a red herring, just to let you know you were going to get a fibroid and the fact 

that you've got this device didn't make you get the fibroid.  But there's just a whole lot of 

details in here, and is there room for a sort of broad epidemiologic analysis, getting 

together a lot of the stories and writing them down and trying to see what's there and 

maybe what isn't there and think about other exposures, trying to get a better overall grasp 

of what the problem is? 

 DR. IGLESIA:  Finally Dr. Milner. 

 DR. MILNER:  So, just quickly, I mean, it was suggested before, but I do think it's 

important to point out that those who walk in already with -- you called them 

hypersensitivity.  I'm not sure for all of them I would call them that, but if there is a 

substantial autoimmune history and a substantial history of functional complaint such as 

headache and IBS or other things of the such, until we have more information that that 

really isn't a risk factor, it's just -- and it's really the purview of the FDA to decide, you know, 

what trips that.  But I'm sure that in plenty of our experiences, that putting someone like 

that through another experience, until there's data to prove otherwise, these types of 

things are going to come up, so at the very least they should be pre-identified, you know, in 

that regard. 
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 DR. IGLESIA:  Okay, thank you very much. 

 Any comments?  I'm going to summarize otherwise. 

 Dr. Fisher. 

 DR. FISHER:  I just had one follow-up question for Dr. Myers. 

 Dr. Myers, you suggested that it might be useful to have a patient card, and I was 

unclear as to if you meant that a card that you give the patient that really outlines what 

they're about to get into, or if it was a card that says I'm a card-carrying Essure patient, 

because it sounds like from a lot of these patients, they're getting passed around from 

doctor to doctor to doctor, and a lot of them don't even really know what this device is 

about.  So I was wondering which one you were suggesting. 

 DR. MYERS:  Deb Myers. 

 I was actually thinking of the first, more of a patient information, like this is the 

procedure, these are the kind of like key highlights of things you need to know, are you 

nickel allergic, do you have autoimmune, you know, history of infection.  But, actually, I like 

your second thought as well.  You're talking about "I have an Essure in me." 

 DR. FISHER:  Right. 

 DR. MYERS:  Right. 

 DR. FISHER:  Right. 

 DR. MYERS:  Yeah.  I like that as well. 

 DR. IGLESIA:  Okay.  Dr. Seifer and Dr. Coddington. 

 DR. CODDINGTON:  Charles Coddington. 

 Following up on that, I like -- they've got a great resource over here at 1-800-CALL-A-
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FRIEND, and I heard a number of people went to the ER and they went "huh," and to avoid 

that, have a card or something, "I've got an Essure; if you don't know what it is, call 1-800."  

They have that. 

 (Off microphone comments.) 

 DR. CODDINGTON:  Oh, okay. 

 DR. FISHER:  So it sounds like we have a good idea, but it's not being implemented 

very well across the board, so -- or it's not being -- or people aren't understanding it when 

they see it. 

 DR. SEIFER:  So, in terms of patient labeling, it was brought up from the floor about 

whether or not this is really a nonsurgical procedure.  I mean, given what we've seen in 

terms of the complications and the extent of them, maybe we should consider changing 

that. 

 (Applause.) 

 DR. IGLESIA:  Okay.  Okay, all right.  Let me try and summarize here. 

 With regard to Question No. 2, in events of concern regarding training, there seems 

to be some additional training that is necessary, not just in the initial implantation with 

regard to going through the modules and the didactics, the simulation, and the 

preceptoring/proctoring of a minimum of five cases; we need to have some type of 

oversight afterwards so that we can see whether or not, and track whether or not, there are 

certain surgeons who are implanting who have higher than expected complication rates.  

 Number 2, the surgeons also need additional training in when to pull out, meaning 

when this is a contraindication, this is not going well, we should not be putting this in, you 
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know.   

 And, number 3, there needs to be additional training and/or resources available for 

the training for removal and particularly complicated removals for things that are 

fragmented, migrated, and/or -- you know, complicated with regards to the multi-

modalities, the way you can remove this, either hysteroscopically, laparoscopically, and the 

kinds of dissection, short of hysterectomy. 

 With regard to preoperative evaluation, we had a lot of discussion about the consent 

form and whether or not there should be a checklist that includes screening for 

autoimmune diseases, other hypersensitivities, other -- headache, irritable bowel, history of 

pelvic inflammatory disease, or even current sexual transmitted screening and -- in order to 

develop a list of maybe even absolute or relative contraindications to undergoing this.  And 

the patients need to understand that and maybe even have an official consent form which 

is gone over so we have understanding and signature. 

 Secondly, the preoperative evaluation, even including the intraoperative evaluation, 

may include additional imaging relatively soon, that where you placed it is where it's 

supposed to be, and/or if there are complications in the short postoperative period, that we 

get that imaging even before the 3-month mark.  With regards to the postoperative 

evaluation, again, imaging comes out; we should have a checklist of complications that 

would lead to the additional imaging that may be needed.  We should have a way to 

evaluate the quality of the interpretation of even that 3-month HSG or images that occurred 

that were indicated and taken even before that 3-month time period.  Again, this speaks to 

the registry and to the development not just of the patient cards are given that Essure was 
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implanted but even perhaps a unique device identification number or some better way of 

tracking these.  And guidance, more guidance is needed on the long-term management of 

complications. 

 Did we miss more -- 

 DR. SEIFER:  Is it too late to discuss whether or not it should be a surgical procedure 

or -- 

 DR. IGLESIA:  Oh, that's on the patient -- yeah.  That's on No. 3.  Patient labeling is 

the next question, so -- okay. 

 So, Drs. Fisher and Yustein, is this adequate?  Or do you have any other questions for 

the Panel? 

 DR. FISHER:  No, good.  Thank you very much. 

 DR. IGLESIA:  Oh, you're welcome. 

 Elaine. 

 MS. BLYSKUN:  Elaine Blyskun. 

 For the events of concern discussed in your response to Question 1, please provide 

any additional general recommendations for modifications to the physician and/or patient 

labeling which might help to address that concern.  If there are any additional other general 

labeling recommendations which do not pertain to a specific type of event, please provide 

those as well. 

 DR. IGLESIA:  Who would like to begin this discussion? 

 Dr. Elser. 

 DR. ELSER:  Denise Elser. 
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 So I would like to respond to what Dr. Seifer said.  I think there is certainly a 

precedent for plenty of intra-office procedures that we do that are not labeled as surgeries 

because there's no incision but certainly can have some serious adverse effects.  So calling 

it a surgery, I don't think changes that you have to be aware of what serious events can 

occur and how closely to monitor for them and what to do if they occur. 

 DR. IGLESIA:  Dr. Janik. 

 DR. JANIK:  Grace Janik. 

 But a hysteroscopy is surgery.  I mean, so just because -- 

 (Applause.) 

 DR. JANIK:  -- it doesn't have to have an incision doesn't make it nonsurgical, so to 

me all hysteroscopies are surgery.  You could say placing an IUD is not surgery, but I think 

anything that's hysteroscopy is surgery. 

 DR. IGLESIA:  Dr. Seifer. 

 DR. SEIFER:  And the sorts of complications that come with hysteroscopy fluid 

overload and all the ramifications of that.  And to Bayer's credit, they say, you know, if you 

have a 1500 cc deficit or it's taking more than 30 minutes, you should stop.  I mean, those 

are the same kind of warnings that we give for doing hysteroscopy in the OR. 

 DR. IGLESIA:  Are there -- oh.  Anything on this side with regard to patient labeling?  

 Dr. Baird. 

 DR. BAIRD:  Dr. Baird. 

 It seems to me that the current labeling, which I read the whole material, is very 

benign, and there's no indication of the possible need for removal and what the 
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ramifications of that can be.  And so I think at least more information needs to be given 

about possible adverse events. 

 (Applause.) 

 DR. IGLESIA:  Dr. Milner, do you want to piggyback? 

 DR. MILNER:  Yeah, I just -- so I guess we mentioned it, but here is where the 

appropriate time is, which is that you can't limit the hypersensitivity warning to nickel 

allergy. 

 DR. IGLESIA:  Ms. Chauhan. 

 MS. CHAUHAN:  Is it appropriate for part of the patient labeling to be to tell the 

patient be sure that you have discussed in detail the risk of this procedure with the 

physician before proceeding?  And the -- 

 DR. IGLESIA:  Sure.  That's part of the informed consent. 

 MS. CHAUHAN:  The risk factors. 

 DR. IGLESIA:  Yeah.  Yeah, so part of the informed consent would be talking about 

not only the benefits of a procedure but also the risks and the potential alternatives as well. 

 MS. CHAUHAN:  I agree.  That's -- and I've got that down in my notes, informed 

consent is very important.  But this is even pre.  This is when you're looking at the label.  In 

case someone got sloppy and went through the informed consent too quick or said here, 

this is really good, you know.  That's just another stop to say this is a serious procedure, to 

be thought about seriously, and to put something like that in the patient labeling. 

 DR. IGLESIA:  And so I just want to just put -- so are you talking about, like, 

mentioning the development of new pain, abnormal bleeding, plus the potential for 
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migration/perforation? 

 MS. CHAUHAN:  I wasn't even being that specific.  I certainly don't object to that. 

 DR. IGLESIA:  Okay. 

 MS. CHAUHAN:  What I was saying is something in the patient labeling saying be sure 

you have discussed with your physician the risk -- 

 DR. IGLESIA:  Okay. 

 MS. CHAUHAN:  -- and issues in this procedure before proceeding. 

 DR. IGLESIA:  Got it. 

 Dr. Katz. 

 DR. KATZ:  Just to elaborate -- David Katz. 

 I think the take home message here is that we want to provide information for the 

woman that she can acquire going into that visit where she has that interaction with the 

physician about the possibilities so that she already has relevant and necessary information 

to be self-informed as she goes into that first experience, that consult. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 Exactly.  So that she goes in with a knowledgebase. 

 DR. KATZ:  Right. 

 DR. IGLESIA:  Ms. De Luca, do you have any other recommendations for patient 

labeling? 

 (No audible response.) 

 DR. IGLESIA:  Okay, all right.  I think I'll summarize. 

 Oh.  I'm sorry, Dr. Stubblefield.  I didn't see you back there. 
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 DR. STUBBLEFIELD:  We've had a lot of talk about, too, lumping things all together to 

begin with.  Autoimmune disorders, some people appear to have developed them while 

wearing the device.  Are we concerned about people that already have these autoimmune 

disorders?  Should they know that this perhaps might predispose them to something else? 

 (Applause.) 

 DR. STUBBLEFIELD:  That said, the downside of that is people that are already sick 

are going to be much safer having a hysteroscopy under a local than -- or general anesthesia 

for an alternative tubal ligation. 

 DR. IGLESIA:  Dr. Janik. 

 DR. JANIK:  Grace Janik. 

 The main thing that concerns me about that, it may be true, but we really don't 

know.  So I hate to write something down that's saying, you know, if you have autoimmune, 

you shouldn't have this; we really can't say it.  So I think you can say possibly, because we 

have some possible indications, but I don't think we should overstate without data. 

 DR. IGLESIA:  Okay.  Any more comments? 

 (No response.) 

 DR. IGLESIA:  I'm going to try and summarize with regard to patient labeling and 

even general labeling, that this is a surgical procedure that requires the insertion of an 

instrument called a hysteroscope to place a device, and that's a permanent implant.  I think 

that people need to understand that, you know, that -- what that implant is made of and 

that that implant may need to possibly be removed at some time, and sometimes the 

removal can be complicated.  In addition, there may be some possible concerns for people 



288 
 

Free State Reporting, Inc. 
1378 Cape St. Claire Road 

Annapolis, MD 21409 
(410) 974-0947 

 
who have known hypersensitivities to X or underlying autoimmune diseases and that more 

data is needed for that.  And I think that's it.  I think the most important thing, though, is 

what Ms. Chauhan said, is that there has to be some kind of checklist to say that this 

discussion actually happened and so that, you know, the patients are aware and some 

documentation made. 

 Dr. Yustein, Dr. Fisher. 

 DR. YUSTEIN:  So if I can just address a comment that Ms. Chauhan made and that 

you just talked about, Dr. Iglesia.  We do have a couple of examples where we have patient 

information brochures for some PMA products where the last page is kind of a checklist that 

recommends that the patient and the physician both initial by each item and it goes down 

several different things and says we discussed this and the patient initials it, the doctor 

initials it.  We do have a couple of examples where we have asked companies to do that at 

the back on the last page of the brochure.  Now, again, FDA doesn't intervene in patient 

informed consent procedures and whether or not that takes place at the office level 

between the patient and the physician.  You know, the document would help promote that, 

but it wouldn't guarantee that that discussion takes place. 

 MS. CHAUHAN:  So that's not within -- Cynthia Chauhan. 

 That's not within the purview of the FDA's authority? 

 DR. YUSTEIN:  We can ask the company to put something like that on the patient 

brochure, but we certainly can't be in the room watching the patient and the physician 

initial each item and make sure that that takes place. 

 MS. CHAUHAN:  Cynthia Chauhan. 
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 So you cannot mandate an informed consent, beyond the brochure?  You cannot 

mandate an informed consent -- 

 DR. YUSTEIN:  Right.  The brochure is more of an informed decision making; it's 

giving information.  But the informed consent process is really the patient-physician 

process. 

 DR. IGLESIA:  Dr. Fisher, then Dr. Seifer. 

 DR. FISHER:  Yeah.  We're splitting hairs here, and it is kind of an informed decision 

form because informed consent is really, it's really tied to an investigational device.  I mean, 

that was the intent, that's our authority for informed consent, actually deals with an 

investigational device.  So this is something that we're talking about, it would be an 

informed decision form or something, but it wouldn't be called an informed consent. 

 DR. YUSTEIN:  So I think what -- sorry.  Dr. Yustein. 

 I think what Dr. Fisher is clarifying is that in the case of an IDE study, certainly FDA 

reviews the informed consent document and has input with the company on what should 

be in those informed consent documents, but for a procedure like this for an approved 

device, we don't regulate the informed consent document that a physician and a patient 

would have in their office. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 So if it gets moved to being a surgical procedure, then can you demand it? 

 DR. SEIFER:  You don't have to. 

 MS. CHAUHAN:  You don't? 

 DR. SEIFER:  Sorry.  David Seifer. 
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 You won't have to because it's a surgical procedure, and that requires informed 

consent. 

 MS. CHAUHAN:  That's what I was saying. 

 DR. SEIFER:  Yeah. 

 MS. CHAUHAN:  Yeah. 

 DR. IGLESIA:  Okay.  Dr. Fisher, Dr. Yustein, is this adequate or do we have other -- 

for Question No. 3? 

 DR. FISHER:  I think we're good.  Thank you. 

 DR. IGLESIA:  Okay. 

 Elaine. 

 MS. BLYSKUN:  Elaine Blyskun. 

 For the events of concern discussed in your response to Question #1, please discuss 

whether you believe any additional post-market bench and/or clinical data should be 

collected by the sponsor to better understand the events or inform mitigation strategies.   

 If so, for each outcome, please comment on the following: 

a. The patient population to be evaluated 

b. The clinically relevant endpoint(s) to be assessed 

c. Appropriate duration of follow-up 

d. Ancillary tests (e.g., labs, imaging, etc.) that should be conducted 

 DR. IGLESIA:  Okay. 

 DR. SEIFER:  So if you have a registry, I wonder who should be in charge of that.  It 

may not be the best option to have the sponsor running that, but I don't know who the best 
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monitor of that would be. 

 DR. IGLESIA:  You know, I have been involved in the development of several 

registries, and I'll just disclose that vaginal mesh was one of them.  And the industry as well 

as the FDA, as well as the relevant medical societies and patient representatives, as well as 

insurers were all involved in the development of that for the postmarket surveillance and to 

answer some of the 522 orders that were then eventually initiated, so it is possible to be 

done.  So that point is well taken, a registry of the relevant parties, including patient 

representatives.  For the patient-centered outcomes. 

 Other discussion?  Grace? 

 MS. CHAUHAN:  Cynthia Chauhan. 

 Is this where we talk about another clinical trial? 

 DR. JANIK:  That's exactly what I was going to say. 

 MS. CHAUHAN:  I am mindful that there are a large number of women who use this 

device successfully, and we're not addressing those today, but I'm mindful that they exist, 

that sterilization is an important option for women.  I would really like to see a randomized 

control trial done with a population, a control population, and that would, I think, address 

some of the issues that Dr. Milner brought up about some of these symptoms happen to 

people because of trauma, whatever the trauma is, and if you've got a control set, you 

could begin to clarify some of that.  I think given the large population that's affected, the 

differences in outcomes, another randomized -- not another, there wasn't one.  A 

randomized control trial would be an appropriate thing to look at for this device. 

 DR. IGLESIA:  Dr. Janik, then Dr. Elser. 
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 DR. JANIK:  That's really what I was going to start to say, and I think that it's more 

important; I think we have pretty good pregnancy outcome data.  I don't necessarily think 

that's what our endpoint is.  I think our endpoint is more what kind of complications and 

symptoms do we have coming off of one form of birth control going to tubal ligation, 

standard tubal ligation versus Essure.  Is it the same, this bleeding profile?  How many 

people go on to develop autoimmune issues, reactive issues?  We assume it's the device, 

but unless we compare, we'll never answer the question. 

 DR. IGLESIA:  Dr. Elser. 

 DR. ELSER:  Denise Elser. 

 My concern would be that we don't really know that denominator or the incidence 

of how many people may or may not have autoimmune problems.  Could we power a study 

to be able to capture rare events, you know, given the expense of an RCT?  And how many 

patients, how long do you follow up, how do we figure out how to power it? 

 DR. IGLESIA:  Other comments? 

 Dr. Stubblefield. 

 DR. STUBBLEFIELD:  Just a little wild guessing.  I mean, if the phenomenon we're 

talking about, if this is 1 or 2 per 1,000 patients and the sample size gets us something that 

the Defense Department would have to support, no one else could afford it. 

 DR. IGLESIA:  Okay. 

 DR. WILLS-KARP:  Some power issues.  I think some of this information may come out 

of -- 

 DR. IGLESIA:  Just state your name, sorry. 
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 DR. WILLS-KARP:  I'm sorry.  Marsha Wills-Karp. 

 I think some of the information that's needed or in the complications may come out 

of the registry. 

 DR. IGLESIA:  Yeah. 

 DR. WILLS-KARP:  Prospectively. 

 DR. IGLESIA:  Not necessarily RCT. 

 Dr. Katz. 

 DR. KATZ:  David Katz. 

 Another question would be is there any more that we can learn from the ongoing 

studies?  Now, the big study is in Europe, it's not here, that the Sponsor is conducting.  And 

we asked all the questions that need to be asked from the data that exists to date and from 

anything that's ongoing now.  It's already underway. 

 DR. IGLESIA:  Okay. 

 Final comments?  Let me -- 

 Oh, Dr. Gardner. 

 DR. GARDNER:  This is on a somewhat different topic.  We've been talking about 

needing histopathologic evidence. 

 DR. IGLESIA:  Yeah. 

 DR. GARDNER:  And I'm wondering, is it standard of care today if there's an explant 

done, is that specimen sent off to path for assessment?  And if so -- I see some heads going 

up and down and some -- if so, are we sitting on that data now, and can we work with the 

patient groups and identify people and get their consent to share their records and get that 
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information? 

 DR. IGLESIA:  Okay.  All right, let me try and summarize Question -- the answer to 

Question No. 4, then. 

 DR. FISHER:  Before you do -- 

 DR. IGLESIA:  Oh. 

 DR. FISHER:  Sorry.  Dr. Fisher. 

 DR. IGLESIA:  That's okay, Dr. Fisher.  Go ahead. 

 DR. FISHER:  Yeah, Ben Fisher. 

 We have (a), (b), (c), and (d) up there, and I really didn't hear anything specific.  I 

heard randomized control clinical trial -- 

 DR. IGLESIA:  Got it. 

 DR. FISHER:  -- but I didn't hear anything about patient population, I didn't hear 

anything about endpoints, duration, and we would really like to have your input on if you're 

to say that you want another randomized control trial.  What exactly would you be looking 

for? 

 DR. IGLESIA:  We talked a little bit about the endpoints with regard to complications 

versus pregnancy rate, and we really didn't talk a lot about the duration or ancillary tests. 

 DR. FISHER:  Or the population. 

 DR. IGLESIA:  Or population. 

 DR. CHAPPELL:  At the risk of repetition and giving words that burn in my mouth as 

they leave it, this is too late for a randomized controlled clinical trial, and that I agree with 

Dr. Katz' and others' suggestions that we piggyback and get the best information we can in 
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2015.  But to those at the FDA, perhaps I shouldn't mention Congress, I would suggest that 

a randomized clinical trial is the way to go for the future.  Other devices. 

 (Off microphone comment.) 

 DR. IGLESIA:  Oh, put your mike on. 

 MS. CHAUHAN:  I'm sorry.  Cynthia Chauhan. 

 Could you clarify why you think it's too late?  Because we're talking about a device 

that will be used for a long, long time if it stays approved. 

 DR. CHAPPELL:  Rick Chappell. 

 Perhaps I shouldn't be so negative, but I really worry about accrual.  I do have some 

practical intuition, and if I were to try to convince a clinician or her patients to enroll in a 

clinical trial because we have grave concerns about the safety of a device, that would not be 

a big selling point.  It's hard enough to randomize device trials, surgical trials at any rate.  

It's easier to randomize two pills, but there's enough challenges.  I just don't think it would 

accrue. 

 DR. IGLESIA:  Dr. Seifer, Dr. Coddington. 

 DR. SEIFER:  I mean, maybe we approach this in stages.  We do the registry, we see 

what the real incidence is, we get real numerators, denominators, then we think about 

doing an RCT that's going to cost and take so much time to do.  We'll see if it's really 

determined if these are real recurring issues. 

 DR. IGLESIA:  Do you have an opinion about the patient population or the length of 

follow-up? 

 DR. SEIFER:  With regard to the registry?  I think it should be, for now, pretty much 
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indefinite.  I mean, until -- or at least for the foreseeable future, and it should be reviewed 

every 6 to 12 months so you can see what's coming up. 

 DR. IGLESIA:  Yeah.  I know that the vaginal mesh registry was a 3-year endpoint.  I 

mean, there's some feasibility issues here.  And it was not a randomized trial.  The 522 

studies are actually prospective cohorts with a shared -- tissue arm and the vaginal mesh 

arm.  It's every 6-month follow-up for 3 years with real patient-centered outcomes that 

patients can populate regardless of which position they're seeing. 

 DR. SEIFER:  Some of the comments we've heard here, they have developed over 

some long period of time, so I -- 

 DR. IGLESIA:  Yeah. 

 DR. SEIFER:  You know, depending upon the reality of the situation, I would think 

3 years a minimum.  I'm thinking more like 5. 

 DR. IGLESIA:  Five years. 

 DR. SEIFER:  Yeah. 

 DR. IGLESIA:  Dr. Coddington. 

 DR. CODDINGTON:  Charles Coddington. 

 Thank you for bringing up the mesh because, I mean, that's a perfect model to -- 

perfect model.  Not paralleling, but in other words, every 6 months for 3 years we've got 

some 5-year data here that may guide us a little bit about whether there were things that 

came up.  I haven't looked at that data specifically to see if you had some increased 

incidence of problems and that type of thing.  But I think looking at it in that regard will help 

us.  So I think, you know, patients that have the Essure, patients -- I think if we want to go 1 
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to 5 years with the aspect, we could be more specific if we see something at 1 year, if there 

are things that really jump out at us in regards to either application or complications of the 

way in which the device is implanted, that's going to come out quicker than something 

dealing with autoimmune. 

 DR. IGLESIA:  Yeah. 

 DR. CODDINGTON:  So I think that this is something that can be done in a very 

positive and ongoing way to help evaluate, as well as patient care. 

 DR. IGLESIA:  Thank you. 

 Dr. Wills-Karp.  And do you have -- any other ancillary tests?  Okay. 

 DR. WILLS-KARP:  First, I was going to say I don't think it makes sense to do a 

randomized trial at this point because you're not going to have the power to pick up some 

of these events with the size studies that are generally done, so I don't think that would 

change the data that's obtained.  I think it's more relevant to follow the registry of these 

folks and see what's happening actually.  And it's the length of time that sort of revealed 

the number of these issues, complications.  Other tests, I think we've sort of said it several 

times, but trying to figure out exactly what some of these immune changes are, adding 

those on.  Certainly, nickel and whatever the types of tests, we probably need to have more 

extensive conversation about that.  But just put that in the record that they need to find out 

more carefully what are these actual immune responses. 

 DR. IGLESIA:  Dr. Milner. 

 DR. MILNER:  Just briefly, just to follow up.  It was brought up, I think, by someone 

else, but to put it into here, which was that, you know, the standard for nickel leaching, and 
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honestly, we probably should look for everything else, is to put it in water or saline, I forget 

what it is, but it would seem to me that the better assay here would be to put it into -- 

whether it's, I don't know, an animal or something like that and to actually try to measure 

within the tissue if the amount that's being released is more than you would have thought it 

would have been instead of just putting it in water, which doesn't -- not really what's 

happening here. 

 DR. IGLESIA:  Okay.  Dr. Janik. 

 DR. JANIK:  I do think that patients that are having these removed are a very useful 

source of information, and maybe we should do something expanded with that subgroup. 

 (Off microphone comment.) 

 DR. JANIK:  I thought it's No. 4. 

 DR. IGLESIA:  No, it's part of it.  Patient population. 

 DR. JANIK:  Okay.  No, no.  As far as a population -- 

 DR. IGLESIA:  Yeah. 

 DR. JANIK:  -- to follow the path, maybe we want more than standard path.  I don't 

know what testing you guys would recommend with the tubes that are removed.  Also, 

some expanded history of what brought them to that situation, then their outcome of 

removal. 

 DR. IGLESIA:  Okay. 

 DR. JANIK:  I would add that onto that subgroup. 

 DR. IGLESIA:  Okay, I'm going to try and summarize now, then. 

 So the question regards postmarket, bench, and/or clinical data that should be 
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collected by the Sponsor to better understand events in order to inform mitigation 

strategies.  Population of patients to be evaluated include patients who have had 

complications and have had removal, that necessitate removal, and we would want to know 

what -- their symptomatology, the history, and what -- obviously, an evaluation of the 

actual pathology of the removed device and/or tissue surrounding it.  Another population of 

patients are those who are currently enrolled in clinical trials and trying to extend that past, 

beyond, the 3- to 5-year duration, specifically looking for outcomes that are a little bit more 

rare like some of the autoimmune disorders in addition to the ones we've already 

mentioned with the complications. 

 It seems that, in terms of a clinically relevant endpoint, we're all aware that if 

properly done in a proper -- the method has been completed and the follow-up imaging 

shows occlusion, that the pregnancy rate is okay, may be comparable, but the complications 

are something that we're a little bit more interested in, in terms of a clinically relevant 

outcome.  Is that correct?  Overall and general.  But it is a process that needs to be looked 

at, so complications even over pregnancy prevention. 

 And then, finally, in terms of study design, we have some concerns about whether or 

not a randomized clinical trial is practical or even feasible at this point, given the social 

media and the negative outcome on this.  However, we do feel that postmarket surveillance 

of these devices is necessary and that a registry would be useful in that way, and the 

registry should include pretty significant close follow-up, whether it be every 6 months, 

every 1 year, and if we can extend it past 3 years to even 5 years or longer, if feasible, 

particularly for some of the more rare outcomes.  I think -- you know, we talked about 
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seeing some of that with regard to the ongoing studies, but the problem is, is that we would 

like to compare that, have some kind of comparison group, which you can do in a registry 

with prospective cohorts, which we can't do currently with the PMA trials and the 

premarket studies that we have in place. 

 Dr. Baird. 

 DR. BAIRD:  I'd like to consider also adding some sort of imaging to the ongoing study 

for a later time -- 

 DR. IGLESIA:  Oh, right. 

 DR. BAIRD:  -- other than just the standard imaging. 

 DR. IGLESIA:  Yes, I didn't mention the ancillary tests and the other imaging.  You 

know, we need some other, not just post-procedural, the 3-month, but possibly even some 

delayed imaging to understand better the migration/perforation issues and also the blood 

tests, skin test, bench, xenografts or whatever we're using in terms of animal models for 

how the tissues act, the device is acting in vivo in animate and human subjects. 

 Dr. Yustein, Dr. Fisher, does that summarize, or do you have more questions? 

 DR. YUSTEIN:  So can I make one comment and then a couple questions?  So I believe 

that the TVU study is a 10-year study? 

 DR. FISHER:  Yes. 

 DR. YUSTEIN:  So that study still has many years to accumulate data, just to point 

that out. 

 DR. IGLESIA:  That's good. 

 DR. YUSTEIN:  So, in terms of outcomes that would be evaluated in a prospective 
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trial, whether -- whatever form that looks like, can we get a little bit more definition from 

the Panel in terms of are they the items that we've generally been speaking about for the 

last couple of hours?  Are there other patient-centered outcomes or adverse events that we 

haven't mentioned that should be particularly tracked in a registry or whatever form that 

we do this? 

 And then my other question is there seemed to be a lot of talk earlier today about 

various bench testing related to allergies and nickel testing and things like that.  Are there 

any other nonclinical evaluations that the Panel believes is necessary to further evaluate? 

 DR. IGLESIA:  Dr. Chappell. 

 DR. CHAPPELL:  Rick Chappell. 

 Removal. 

 DR. YUSTEIN:  Right.  That's the ultimate rejection of the intervention, is to have it 

reversed. 

 DR. CHAPPELL:  Right.   

 DR. YUSTEIN:  And I heard that that was one outcome that, in particular, we want to 

be following, and the outcome of the patient symptoms following removal, so certainly we 

heard that.  Are there other particular ones other than the items we've kind of focused on 

throughout the day?  Are there other outcomes or adverse event types that should be 

specifically captured? 

 MS. CHAUHAN:  Cynthia Chauhan. 

 DR. IGLESIA:  Yes. 

 MS. CHAUHAN:  When you say the ones we focused on today, are you talking about 
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the small group or the long list? 

 DR. YUSTEIN:  Well, I was referring to the ones that we've been speaking about 

during the question and answer session.  We've been focusing on things like vaginal 

bleeding irregularities, metal hypersensitivity.  I don't want to, you know, mischaracterize 

that, that quote.  Perforation, migration, removal.  Those are the things we've been focused 

on, but certainly you saw the longer list, you've heard other issues from patients in the 

audience, so I just want to make sure that we have that discussion. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 I think -- I don't mind giving you work.  I think it should be the long list because that's 

going to filter out, to help filter out where focus needs to be.  If we just do the top five, 

then you may be losing some really important information. 

 (Applause.) 

 DR. IGLESIA:  I think what you're referring to or alluding to is some more of the 

quality-of-life issues.  I mean, there was some concern about dyspareunia, the overall 

fatigue, the depression, the headache.  And, you know, certainly we have validated 

questionnaires like the SF-36, and we have validated questionnaires like the Female Sexual 

Function Index, you know, that can be added, because you don't know what you don't 

know. 

 DR. YUSTEIN:  On the other hand, you know, I'm not a registry expert, but if you have 

a list of 400 things that you're asking a physician to check off, how accurate is that going to 

be?  So somewhere along the way we need to focus it down to -- 

 DR. IGLESIA:  Yeah. 
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 DR. YUSTEIN:  -- a feasible set of items, and I just wanted to try to get an idea from 

the Panel which they thought were the most feasible, because although I agree the list of 

several dozen things would be nice, I don't think that's going to be realistic. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 That's why PROs are important because you don't just filter through the physician; 

you get direct information from the patient that's validated. 

 DR. IGLESIA:  Yeah.  Patient reported outcomes. 

 Dr. Fisher, do you have any other questions or comments that we -- 

 DR. YUSTEIN:  I'm sorry, can I? 

 DR. IGLESIA:  Oh.  I'm sorry, Dr. Yustein. 

 DR. YUSTEIN:  Can we go back to the -- was there anything from the preclinical 

standpoint?  I just want to make sure we covered that. 

 DR. IGLESIA:  Oh. 

 DR. YUSTEIN:  Was there any -- 

 DR. IGLESIA:  Dr. Milner. 

 DR. MILNER:  It's hard to know what the question is to ask.  I mean, make up a great 

model in vivo, intra-organ model for nickel hypersensitivity, that would be great.  I don't 

know when that's going to happen, you know; that's not an easy thing to accomplish. 

 DR. YUSTEIN:  So you're not aware of anything that's obvious and easy right off? 

 DR. MILNER:  There are plenty of models of surface sensitivities which lead to some 

of the stuff that's being discussed here, but this is a different story.  And certainly, you 

know, implanting this into mice or something else for a longer period of time and really 
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following it and seeing what happens, but I don't even know that you're going to get the 

outcome you're looking for when you do that.  So without a model, you know, I -- it's 

certainly worth -- I should make it clear that, you know, we're not complete experts on 

nickel allergy, and so diligence should be done that if such a model does exist, that that 

should be found. 

 DR. YUSTEIN:  And, sorry, can I ask Dr. Milner one more question? 

 Sorry, Dr. Milner.  I'm going to ask you the same thing you asked us earlier.  How 

would you define, if you're asking clinicians to check off a box that said hypersensitivity or 

allergic reaction, how would you define that? 

 DR. MILNER:  So I think what I was more asking was, was there a standard that was 

being held?  What my definition is and what everybody else's definition is, it's going to be 

different for different people, but the fact that an a priori standard didn't exist was what 

was disturbing me.  And so I think that it's well known what an immediate hypersensitivity 

looks like, it's well known what a delayed type hypersensitivity looks like; when it's inside of 

your body, that's not well known.  And so at least to be able to capture the things that are 

known, you'll be able to report them.  What bothered me is that we said that the 

hypersensitivity rate was zero, and there were four things in there which I would have 

called a hypersensitivity. 

 DR. YUSTEIN:  Thank you. 

 DR. IGLESIA:  Dr. Fisher, are you satisfied? 

 DR. FISHER:  Yes, thank you. 

 DR. IGLESIA:  Okay. 
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 Elaine, Question No. 5. 

 MS. BLYSKUN:  Elaine Blyskun. 

 The current physician labeling provides information related to "Insert Removal," 

focusing on the technique of removal of an intra-fallopian insert via salpingotomy or 

salpingectomy or of an intraperitoneal insert with the use of fluoroscopy. 

 Please discuss and provide any further recommendations regarding the decision to 

pursue hysteroscopic or laparoscopic removal of Essure inserts. 

 In particular, please consider the following scenarios: 

a. Patient having persistent abdominal/pelvic pain without objective evidence of 

insert malpositioning, migration, or perforation 

b. Patient having persistent abdominal/pelvic pain with evidence of malposition, 

migration or perforation 

c. Asymptomatic patient found, or suspected, to have device malpositioning, 

migration, or perforation on standard follow-up imaging (e.g., 3 months or 

following unintended pregnancy) 

d. Other scenarios you deem relevant 

 In addition, please provide any comments regarding the current instructions for 

removing inserts. 

 DR. IGLESIA:  Okay, Dr. Elser.  And if you want to take a particular scenario, let us 

know. 

 DR. ELSER:  Okay.  Just a few comments.  Denise Elser. 

 I want to make sure that we don't say that if a patient develops pelvic pain, that we 
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assume immediately that it's caused by the implant.  So even if it looks like it's not in the 

perfect position on ultrasound, do we want to make this patient undergo a major 

abdominal surgery if other causes of pain haven't been addressed?  So keep in mind that 

we, as pelvic specialists, see all the time kidney stones, constipation, myofascial disorders 

that occur in women with or without implants.  So we don't want to say pelvic pain, get an 

ultrasound; doesn't look like perfect position, operate.  And then, secondly, I would say that 

consensus among hysteroscopists, I've often heard is that if there's more than the eight 

trailing coils, more than expected, and you're relatively recent to the implant, you would 

attempt a hysteroscopic removal, and otherwise you would attempt it laparoscopically or 

by laparotomy. 

 DR. IGLESIA:  Other comments? 

 Dr. Janik. 

 DR. JANIK:  I think if the problem is relatively immediate, it's different than chronic, 

and chronic is when endometriosis, all the other things you mentioned, get to be more of 

the issue.  It's immediate, it doesn't seem in the patient's best interest to make it go on 

when, you know, it happened right after the event, it's not clearing, and especially you get 

more problems with all other types of infectious issues and gets more -- or inflammatory 

issues.  It's more difficult to operate, too, when you get past that window.  So I think we 

have to think of it as two different problems.  And I also think it's difficult to have one way 

of removing it.  This is where I think you just need to have a very high skill level surgeon 

because it depends on what it's poking into and what's tangled up with it.  So you can't 

have a formula of how to remove it. 
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 DR. IGLESIA:  Should we just tackle the question and let's do patient, let's do (a) and 

let's talk about it, immediate.  So you have a patient with abdominal pain, it looks like it's in 

-- the device is in good position.  She has pain and it's immediately after, not chronic. 

 (Off microphone comment.) 

 DR. IGLESIA:  Under 3 months because chronic pelvic pain is generally defined as 

greater than 3 months, right? 

 Dr. Coddington. 

 DR. CODDINGTON:  Charles Coddington. 

 I was thinking that we have the data that Grace alluded to earlier, of a week.  So I 

mean, you know, if there's -- obviously, if there is extreme pain and there's concern by the 

physician of perforation, one has to have clinical suspicion and do probably an ultrasound 

right then and there. 

 DR. IGLESIA:  Okay. 

 DR. CODDINGTON:  If there is a comfort level of 3 to 5 over 10, then maybe okay, 

wait a week and then see where you are.  I think there has to be some clinical aspect to 

that.  I know that's not very specific, I apologize, but I think that the week is where we have 

some data to work on. 

 DR. IGLESIA:  Okay.  So immediate pain, we'd need some kind of imaging. 

 DR. CODDINGTON:  Um-hum. 

 DR. IGLESIA:  We would probably want to try some type of medical management of 

pain, assuming that there's no acute hemodynamically -- 

 DR. CODDINGTON:  Agree. 
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 DR. IGLESIA:  -- unstable situation going on like sepsis or something. 

 DR. CODDINGTON:  Yeah. 

 DR. IGLESIA:  And then -- but if it persists despite medical management and it's in the 

right position and it's in the wrong position, those are -- how would you like to proceed? 

 DR. JANIK:  Grace Janik. 

 I think if it's the wrong position, on you go.  That's the easy one. 

 DR. IGLESIA:  Yeah. 

 DR. JANIK:  And I think if it's in what -- I think our confidence of cracked position 

maybe isn't as great as we think, so I think if you're out past -- I'd give it at least a week 

because 99% were okay within a week.  But if you're out a week, then I think it's -- I think 

you need to require 3 months or -- 

 DR. IGLESIA:  Yeah. 

 DR. JANIK:  -- leave people go on and on. 

 DR. IGLESIA:  Or maybe we should just get a second opinion with regard to the 

review of the imaging, you know.  It seems like some people had some issues with the 

interpretation of the imaging.  So that might be another thing to recommend. 

 Other comments on this side? 

 Dr. Myers. 

 DR. MYERS:  Deb Myers. 

 Not really having expertise in this particular thing, but if you have just done a 

procedure, you are now a month -- it looks like it's in the right place but the patient's having 

severe pain, I would think you'd just go take it out.  I mean, assuming ultrasound and 
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everything else -- 

 DR. IGLESIA:  And potentially go to Plan B with another form of like a laparoscopic 

tubal ligation.  And I think that that conversation, you know, we probably need to have that 

kind of conversation so that that's not a failure of the surgery; it's just this wasn't the right 

procedure for this patient. 

 DR. SEIFER:  You could potentially have that discussion in your informed consent, 

right? 

 DR. IGLESIA:  Yeah, yeah.  So I think that the asymptomatic patient with it in the 

wrong place is going to be a little tricky.  Does anyone want to bring up this discussion?  

 Good.  Dr. Stubblefield. 

 DR. STUBBLEFIELD:  Doesn't this describe some of the pregnancies? 

 DR. IGLESIA:  Yeah. 

 DR. STUBBLEFIELD:  Isn't this the group that's going to be rich in unwanted 

pregnancies?  So maybe you should go ahead and evaluate these people laparoscopy, if 

needed, now. 

 DR. IGLESIA:  They're not having any problems, but the 3-month follow-up was not 

conclusive that this was close. 

 DR. STUBBLEFIELD:  Right. 

 DR. IGLESIA:  Or you know that this is in the wrong spot.  You think it's better to 

preemptively go ahead and remove and do something correct, like -- 

 DR. STUBBLEFIELD:  Yes, 

 DR. IGLESIA:  -- for pregnancy prevention? 
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 DR. STUBBLEFIELD:  Yes. 

 DR. IGLESIA:  Okay. 

 Dr. Milner. 

 DR. MILNER:  Yeah, it's on the point, although it really, in the end, is a question.  And 

that is, are we already missing some of that data in the intent-to-treat, those who were 

missed in the intent-to-treat data?  I mean, it's not an insignificant number of folks who 

were missed, and is it possible that that would be -- by missed, I mean they didn't complete 

the study, not that they weren't followed up.  Is it possible that that data exists and they 

just have not been fully, properly made public?  That is to say, meaning that there has been 

an examination of those who dropped out, either because of pregnancy, and was looked at.  

You know, the ultrasound was looked at, or at some point in time it was looked at in some 

way or another.  Might we have a bit of a clue already that it exists right now? 

 DR. IGLESIA:  So you're looking at it from a research question, what can we do on a 

secondary analysis of these failures with regard to the device location and the cause for the 

failure. 

 Dr. Janik. 

 DR. JANIK:  Grace Janik. 

 I have other concerns because it's something that's reactive, so even if they're not 

asymptomatic at the moment, you're reactive in the peritoneal cavity, how do you know 

that it's inert and nothing is going to happen down the road?  I feel like you have an 

obligation to take it out by the nature of what it is.  Also, do we have any sense of how 

many people are like this?  Asymptomatic but not positioned? 
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 (Off microphone response.) 

 DR. IGLESIA:  Yeah, we can't -- we're not addressing that.  It's -- the question right 

now.  But that's, you know, that's a scenario that is likely to exist because again, you know, 

we don't know. 

 Okay.  Dr. Katz. 

 DR. KATZ:  That goes into this question of what data do we need to acquire. 

 DR. IGLESIA:  Right. 

 DR. KATZ:  And, in fact, what we could learn, that's number -- is in 4.  It's one of the 

questions that -- 

 DR. IGLESIA:  Right. 

 DR. KATZ:  -- we would need to ask. 

 DR. IGLESIA:  Yeah.  And that's another where some prospective cohort registry 

would be able to answer those kinds of questions as well, because you'd have another 

outcome, being the imaging that is done post-op. 

 Okay, so that was all acute.  How about the chronic?  I guess, like -- how about 

chronic pain past the 3-month mark and a perfectly positioned device? 

 You would take it out. 

 DR. JANIK:  I think you have to have your mind very open to other possibilities. 

 DR. IGLESIA:  There you go. 

 DR. JANIK:  You can't just assume it's the device.  So you have to work them out, as 

any other chronic pain patient, and rule things out and -- but it's on your list.  But it can't be 

so exclusive. 
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 DR. IGLESIA:  But it does bring up the question as to, you know, whether or not 

chronic pelvic pain may even be considered a relative contraindication, you know, to getting 

this device in the beginning.  I mean, it is something that we're very aware with when we're 

doing implant as a pelvic reconstructive surgeon, so just something else to consider. 

 DR. SEIFER:  I think that's a great point.  I mean, that should be a contraindication in 

putting the device in. 

 DR. IGLESIA:  Relative, relative.  Okay. 

 DR. JANIK:  Grace Janik. 

 Because it may be somebody's had multiple laparotomies, so I think you have to 

think it out, but it just adds confusion, so you want to -- 

 DR. IGLESIA:  Okay. 

 DR. JANIK:  -- definitely weigh it. 

 DR. IGLESIA:  Okay.  Any more discussion?  And I'll try and summarize. 

 Ms. Chauhan. 

 MS. CHAUHAN:  Cynthia Chauhan. 

 I think that points to the importance of a really good pre-procedure history-taking 

where you bring up things that people may have begun to have some issues, but they don't 

know how to name them yet, and so you bring that up.  And just a really good history 

beforehand. 

 DR. IGLESIA:  How about the other scenarios that we may deem relevant and the way 

to remove these things?  I think we probably need to discuss that. 

 DR. JANIK:  I think the allergic and autoimmune will be a reason to remove also.  
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How do you determine when the hypersensitivity person should be removed?  General  

unwellness, want to remove.  I think that's a difficult question, but if -- 

 DR. IGLESIA:  I know.  All right. 

 DR. JANIK:  I think it's on the list. 

 DR. IGLESIA:  Let's summarize.  So with regard to removal, and we know the general 

comment with the approach, maybe there isn't the number of coils that are actually 

showing and the way that the imaging is, if this is very distally migrated, it may dictate the 

approach.  It would be probably the rarer thing that you can probably just easily redo it 

hysteroscopically if some of these are very distally migrated or you have very few coils that 

are able to be seen outside the tubal ostia. 

 So for those who have abdominal pain that is in duration related to the insertion and 

it's something that was temporarily related to the insertion of this and it's failed the 

medical management, we would probably recommend removal.  For those who have pain in 

a perfectly positioned device, then -- and it's past -- you know, we've done all the testing 

and it's past the 3-month mark, we may want to just think about the differential diagnosis 

for chronic pelvic pain and think about that.  But it begs the question as to whether or not 

chronic pelvic pain, in and of itself, would be a relative contraindication for device insertion 

to begin with. 

 For those who have pain with evidence of device malposition, removal is 

recommended, whether that be acute or chronic.  And then for those who are 

asymptomatic with a device that is not in the right spot, i.e., found because they became 

pregnant, device removal and another form of birth control is recommended.  In terms of 
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the other scenarios, if you develop a de novo autoimmune hypersensitivity, some type of 

reaction, we feel that some consideration to device removal sooner than later should be 

given. 

 (Off microphone comment.) 

 DR. IGLESIA:  Tweak it, yeah. 

 DR. MILNER:  I would just throw in there that there is a significant risk in making that 

worse, as well, by going through that procedure, as well.  So until we have a better sense of 

who the people are who are developing it versus in whom this is, you know, sort of a ball 

that's rolling, that recommendation could end up being harmful. 

 DR. IGLESIA:  And so would you be so bold as to say that that would be a relative 

contraindication to putting this, if you know you have -- 

 DR. MILNER:  Beforehand, fine. 

 DR. IGLESIA:  Yeah, okay. 

 DR. MILNER:  But if someone has developed it de novo, I'm just saying I would be 

careful about how strong of a statement one makes -- 

 DR. IGLESIA:  Okay. 

 DR. MILNER:  -- about whether to advise to remove at that point of time. 

 DR. IGLESIA:  Point well taken.  More data needed on the de novo development of 

autoimmune or hypersensitivity reaction, both basic science translational model. 

 Any further comments, Dr. Yustein or Dr. Fisher, before we proceed with the last 

question?  Because I know patients, some people, members, have some planes to catch. 

 DR. YUSTEIN:  No, but can I make a correction to something I said earlier? 
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 DR. IGLESIA:  Oh, of course. 

 DR. YUSTEIN:  I just want to -- the eye in the sky kind of caught me on a mistake, so it 

goes back to the issue that Ms. Chauhan and I were discussing back and forth about patient 

informed consent, so we actually do have, apparently have the authority to put some 

restrictions on devices where we can insist that patients receive informed -- but that's by 

regulations and rule making, so that's not a quick process to take place, but we can do 

something like that.  It's just a long, prolonged issue. 

 DR. IGLESIA:  Elaine. 

 MS. BLYSKUN:  Elaine Blyskun. 

 Question 6, the last one:  Considering the information presented and discussed 

today, your own experience and knowledge of the device and the conditions for which it is 

used, as well as alternatives to its use, please discuss the overall benefit-risk profile for the 

Essure System.  Within your discussion, please specifically describe the particular patient 

populations, if any, for whom the benefit-risk profile is acceptable (there is a reasonable 

assurance of safety and effectiveness) or the benefit-risk profile is unfavorable (device use 

is not recommended). 

 DR. IGLESIA:  Who would like to lead that discussion?  The ideal patient for the 

Essure implantation. 

 DR. JANIK:  I can start. 

 DR. IGLESIA:  Dr. Janik. 

 DR. JANIK:  Grace Janik. 

 I think it's the patient who has -- is a high risk for laparoscopic procedures from 
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previous surgery, other health issues, obesity, so multiple reasons why laparoscopy would 

be a negative is the perfect patient for this type of a procedure, so I think that's the ideal 

patient. 

 DR. IGLESIA:  Somebody who's failed the LARC method and has relative 

contraindication to general anesthesia. 

 DR. JANIK:  Um-hum, exactly.  And infavorable patients, that's the harder one to 

answer.  I think we have suspicions that people who have history of hypersensitivity, 

potentially autoimmune issues would be ones that -- to think a little more deeply until we 

have more data. 

 DR. IGLESIA:  Dr. Coddington. 

 DR. CODDINGTON:  I think it was described in there about patients with pelvic 

inflammatory disease, prior surgery to the tube, would be, you know, a consideration.  And 

we might say tube and uterus because there may be some alterations, as far as the uterus 

goes, if you've done a multiple myomectomy.  The tube may not be right in the anatomic 

spot we think.  So I would say surgery to -- 

 DR. IGLESIA:  Okay. 

 DR. CODDINGTON:  -- uterus and tube.  One could put as a possible is those that 

have had prior pelvic inflammatory disease.  And the reason I say that is because there may 

be scar tissue in the fallopian tube that would make the application difficult. 

 DR. IGLESIA:  Dr. Elser. 

 DR. ELSER:  Denise Elser. 

 So any patient who desires permanent contraception, who's had a discussion of the 
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alternates, including LARC and including laparoscopic tubal, and chooses to have the device.  

But if the device, if you start the procedure and there's difficulty placing it, consider 

aborting early and not proceeding; do not force the procedure to go to its end. 

 DR. IGLESIA:  Right. 

 Any other comments?  And then I'll summarize. 

 (No response.) 

 DR. IGLESIA:  Okay. 

 (Off microphone comment.) 

 DR. IGLESIA:  No, I think we have to -- this is a closed discussion.  So I'm going to -- 

 MS. CHAUHAN:  Cynthia Chauhan.  Oh. 

 The risk-benefit, I like what you said.  I would add to that.  Risk-benefit should be 

discussed in great detail with patients prior to the procedure. 

 DR. IGLESIA:  Okay. 

 Let's try and summarize and then -- so the question, in terms of the benefit-risk 

profile is acceptable, are patients who desire permanent contraception for whom a 

complete discussion of the risk and benefits as well as alternative forms of contraception 

has been done.  And this may include patients who are at high risk to undergo general 

anesthesia or laparoscopy who may be obese and who have failed other reversible forms of 

contraception.  However, for those who are unfavorable, these are patients who have a 

history of known hypersensitivity to something like nickel or metal who have chronic pelvic 

pain, perhaps, who have autoimmune disorders not otherwise specified or specified who 

have a history of pelvic inflammatory disease, either past or current, who have prior uterine 
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surgery that maybe have entered the uterine cavity like a myomectomy or tubal surgery, 

and in whom you do the procedure and it is not going straightforward and you have to 

abort, you know, that we need to make sure that we've had that discussion, that this may 

not be the right thing for you based on your anatomical -- or the situation at hand. 

 Denise. 

 DR. JANIK:  Just one more quick comment.  Vasectomy is also included in our list of 

options for a patient with a stable partner, and that anyone who's on hormonal 

contraceptives, part of the counseling is what may happen to your bleeding pattern or 

painful menses. 

 DR. IGLESIA:  Oh, yes.  The favorable patient has to be willing to be on a reliable form 

of birth control for the first 3 months, correct. 

 DR. SEIFER:  And also if they have a history of DUB, maybe you might not want them 

to use this.  I don't know. 

 DR. IGLESIA:  Okay.  History of abnormal uterine bleeding may be a relative 

contraindication as well. 

 UNIDENTIFIED SPEAKER:  Undiagnosed. 

 DR. IGLESIA:  Undiagnosed.  Untreated, yeah. 

 Dr. Katz. 

 DR. KATZ:  I'm reading this question and the two parts of it, and our mandate is to be 

responsive to what the question asks to the extent that we are able to.  And the first part of 

the question involves what are the elements of the risk and benefit of Essure, and that's 

essentially what we've been talking about. 
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 DR. IGLESIA:  Yeah. 

 DR. KATZ:  The second part of the question says the risk-benefit profile is acceptable 

for a subset of potential users, and it may be unfavorable.  And I think it should be clear in 

our response to FDA and to the users of this device, in the audience, our participants and 

elsewhere, that this is how we're interpreting that statement because we're -- the adjective 

"acceptable" and "unfavorable" is in that question. 

 DR. IGLESIA:  Correct.  Would that -- with that caveat, would that change the 

discussion that we just had?  Would that change anything? 

 DR. KATZ:  That's my question. 

 DR. IGLESIA:  Okay. 

 Dr. Yustein, Dr. Fisher, do you have other questions to the Panel about this?  Has this 

question been answered satisfactorily? 

 (No audible response.) 

 DR. IGLESIA:  Okay.  So do you have something else to say? 

 (Pause.) 

 DR. IGLESIA:  Well, then at this time the Panel would like -- we would like to thank 

the Panel.  Is this it?  Okay.  At this time the Panel will hear summations, comments, or 

clarification from Bayer Healthcare.  Bayer Healthcare, you have 5 minutes. 

 DR. ZAMPAGLIONE:  Great, thank you. 

 So thank you very much, everybody.  I would definitely like to thank Madam Chair, 

members of the committee, and truly all the participants.  Really kudos to you guys for 

coming here to share your stories.  We learned a lot, and we thank you for coming here. 
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 As I stated in my opening comments, we really want to ensure the safe and 

appropriate use of all of our products.  We don't deny that adverse events occur, and we 

make every attempt to mitigate them as best as possible.  And we sympathize with any 

patient who has experienced an adverse event.  We look forward to working with the FDA 

on these recommendations that you have made and on the next steps really to ensure that 

both physicians and patients really understand the benefits and risks of Essure, but not just 

Essure, all permanent methods of contraception and just contraception in general.  The 

experience of today reinforces the diversity of needs and perspectives in the area of female 

reproductive health and argues for more options, not less. 

 Thank you very much. 

 DR. IGLESIA:  Thank you. 

 At this time the Panel will hear summations, comments, or clarifications from the 

FDA.  FDA, you have 5 minutes. 

 DR. FISHER:  Thank you very much. 

 FDA is constantly faced with the challenge of trying to ensure that devices that show 

favorable benefit-risk profiles in controlled premarket clinical trials continue to perform 

with reasonable assurance of safety and effectiveness when they get out into routine 

clinical practice.  And to try to accomplish this task, it's critical that FDA continues to listen 

to physicians, advocacy groups, professional societies, industry, advisory panels, to the 

patients themselves throughout the entire lifespan of the device.  In addition, we review 

the required annual reports and the MDR reports. 

 Over the past few years, FDA has become aware of the growing number of safety 
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concerns with Essure that's been raised by women implanted with these devices and some 

of the physicians who have experience with the Essure device.  We felt that it was 

important to hold this panel meeting to hear directly from the women implanted with the 

devices and to get the recommendation from the Panel based on the clinical and scientific 

data that's available.  So the Panel members were asked to address a number of questions 

regarding the clinical events, additional data needs, labeling, and removal, as well as the 

benefit-risk associated with the Essure device. 

 In regards to clinical events, it was said that there are signals of concerns, but we 

don't seem to have a long-term patient management protocol.  With persistent pain and 

late-developing pain, it's an issue, and we need to have an early patient intervention 

procedure, possibly a protocol change for patient management, which would include 

imaging after placement and even after confirmation.  Bleeding alteration, they're a little 

bit more problematic, but -- because it's hard to determine if they're directly tied to the 

insert.  But a regular and persistent bleeding warrants an interventional protocol on patient 

management. 

 Nickel sensitivity, wow.  More data is needed.  Could it be more than just nickel 

sensitivity?  We've talked about hypersensitivity, autoimmune, immunocompromised 

patients.  How do we define all these?  Which patient populations overlay with other 

patient populations?  Simple blood tests might be a good start, but is it going to be enough?  

There was talk about the possibility of a registry to address allergy and hypersensitivity 

concerns, and with pregnancy, there's some need for longer follow-up outcome data. 

 There was a comment made that we should be looking at bundling these procedures, 
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that patients that have access -- that need to have access to the entire process.  If you can't 

have the device removed, then you shouldn't have it placed.  And this also includes 

confirmation procedures. 

 We talked about risk mitigations and training physicians.  The training should go 

beyond physician training.  We need to have some type of -- there was a suggestion that we 

need to have some type of proficiency assessment.  Patient counseling was stressed over 

and over to better define the rules for when you get an implant of a device and more rules 

on when you should not get an implant of a device.  So we need to have better patient 

counseling to define these options. 

 We need to be able to clearly convey the real issues to the patients before they 

agree to the procedures, and there was a lot of talk about having an informed consent or a 

checklist for the patients and the physicians to discuss so that everybody's on board with 

what they're facing going into it. 

 With labeling, there was the comment that this should be considered a surgical 

procedure with a permanent implant.  There's need for more information for the general 

risks and the issues associated with general hysteroscopy, and there needs to be something 

to capture the unknowns of this issue that we're calling nickel allergy or hypersensitivities.  

Patients need to be able to go into this procedure knowing a basic amount of information as 

to what the true risks and benefits of this device are. 

 The need for additional data, instead of another randomized control clinical trial, 

which would probably have to be too big and too expensive, there was a suggestion that we 

should try to get as much additional information from the studies that are already ongoing.  
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And there was a suggestion of a registry with close follow-up, that we might be able to use 

these to gather more useful postmarket data.  We need to have patient evaluation on those 

who have had removals, and there's much need for ancillary tests for helping us get our 

heads around what these immunological issues are that we're faced with.  And there was 

also discussion about more bench testing and clinical data that's needed for these 

autoimmune/immunocompromised/hypersensitivity issues. 

 When it comes to removal, we need to be able to provide information to physicians 

and patients on how these devices should be removed and how they can be safely removed.  

The physician that inserts the device may not be the one that removes it, so patients need 

to have access to both.  There's a need for follow-up data on patients that have had these 

devices removed; if there's immediate pain, we should be talking about imaging. 

 For benefit-risk, we said that there are suitable populations, and these may include 

patients that are high risk for laparoscopic procedures, failed the LARC, but we have to have 

thoroughly informed patients if issues arise, and we should be aborting these procedures 

earlier and be discussing alternatives with the patients.  Risk-benefit needs to thoroughly be 

discussed before the procedures are initiated. 

 Not suitable patients.  There's a lot of questions about these metal allergies, 

hypersensitivities; until there's more data available, I think that we need to consider these 

patients carefully.  We also said non-suitable patients may be those who have had prior 

uterine surgery that might complicate the insert itself.  And patients need to be able to go 

on alternate birth control for at least 3 months. 

 So where do we go from here?  I think that, and I hope that everyone understands, 
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that we saw the actions that FDA has already taken, and I'm talking about some of the 

labeling changes, some of the meetings that we've had with the patients and the advocacy 

groups prior to this, and even this panel meeting itself, that everyone realizes that FDA 

considers this to be a high priority issue.  So, moving forward, the Agency will consider all 

the comments as well as the scientific presentations, the public testimony, the Panel 

recommendations in determining our next steps.  And, of course, any next steps will be 

publicly communicated. 

 I'd like to remind everyone that the docket is still open until October 24th, so for 

those patients who did not have an opportunity to present today, FDA would like to remind 

everyone that the docket remains open, and we encourage members of the public to post 

their comments to the public docket announcing this meeting until the comment period 

closes. 

 I would like to thank the Panel members for providing their input; for the company, 

Bayer, for your presentations today; the professional societies and the advocacy groups for 

providing their comments.  Our primary concern continues to be the safety and well-being 

of the patients, and with that, I would like to thank the patients and their families and the 

physicians who traveled to our agency today to share their personal stories or professional 

experiences.  Many of you came today, and we really appreciate your attendance at this 

meeting.  You traveled a large distance, and it's not easy getting up in front of a large crowd 

and presenting before a panel.  It can be difficult.  But I want you to know that to us, it's 

very important.  So thank you very much. 

 And with that, Madam Chair, that's all I have. 
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 DR. IGLESIA:  I would like to thank the Panel, FDA, Bayer Healthcare, and all Open 

Public Hearing speakers for your contributions to today's meeting. 

 Dr. Yustein, do you have any final comments? 

 (No audible response.) 

 DR. IGLESIA:  So the September 24, 2015 meeting of the Obstetrics and Gynecology 

Devices Panel of the Medical Devices Advisory Committee is thus adjourned.  Thank you 

very much, and good evening. 

 (Whereupon, at 8:08 p.m., the meeting was adjourned.) 
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About Us Essure Removal Information Articles Home Side Effects of Essure News Essure Movies 1-4 Clinical Trials More
FOR IMMEDIATE RELEASE – January 12, 2015January 14th, seven administrators from the Essure Problems Facebook Campaign, two of their attorneys, and Dr. Diana Zuckerman, President of The National Center for Health Research, will be meeting with several of their congressional leaders to discuss issues faced by thousands of women who have had complications due to Essure, a form of "non-surgical" permanent birth control.The group will also be discussing the FDA’s role in the approval and monitoring of Essure, pre-market approval for Class III medical devices, and concerns with Medicaid's coverage of Essure.  The goal of these meetings is to ultimately have Essure removed from the market for further study and to encourage change in the drug and device approval process by the FDA in order to better protect public health.Meetings are scheduled with the following offices: Senator Chuck Grassley (Iowa),  Senator Roger Wicker (Mississippi) Senator Lamar Alexander (Tennessee) of the republican HELP committee, and members of the democratic HELP committee.The group had reached out to the FDA to schedule a meeting and discuss their concerns, but it was ultimately denied by the FDA claiming too short of notice.  More meetings are still being coordinated.For more information on the group, please visit www.essureproblems.webs.com. For questions you may contact the group administrators via email at essureproblems@yahoo.com. 

We have started a grassroots movement to get an unsafe medical device off of the market. Our fight to get PMA revoked from Essure is gaining rapid traction. There are many times when we need to get to meetings and rallies and press conferences last minute. Traveling at our own expense has become quite a financial burden on many of us. When we have funds available, it makes it so much easier to take those trips!!We appreciate any help that you can offer! Click the "donate" button above to make a donation. All donations are tax deductible! Our nonprofit organization is called ASHES. Advocating Safety in Healthcare E-Sisters

Essureproblems.webs.com presents information about Essure. Disclaimer: Diagnosis of health/medical conditions are not made at this web site, essureproblems.webs.com, or by any of its associates. Our mission is a grass roots informational movement. Information contained on this web site or any website is not a substitute for a consultation and physical examination by a physician. Only discussion of your individual needs with a qualified physician will determine the best method of treatment for you. You are advised to obtain the services of a physician or health care professional if the need for medical treatment is indicated.
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The information and materials on this website are provided for informational purposes only, do not constitute medical advice and are not guaranteed to be accurate, complete, comprehensive, correct, or up-to-date. The women of Essure Problems do not endorse all opinions that may be presented on it. The information is subject to change from time to time. Essureproblems.webs.com is not responsible for any actions resulting from the use of this information by any person. The views and opinions expressed on this site, in the media, articles or postings and comments on this community etc… are solely the opinions of the original source who express them and do not necessarily reflect the opinions of essureproblems.webs.com or any of its associates. The views expressed and materials presented represent the personal views of individual members making the statement. This site contains links to other web sites and resources on the Internet. Those links are provided as aids to help you identify and locate other Internet resources that may be of interest to you, and are not intended to state or imply that we sponsor, are affiliated with or are associated with the entities or individuals that are reflected in the links. The links are provided for the convenience of the reader and not as an endorsement of their contents. If you have a comment or complaint about something you have seen on this web site, please Contact Us as essureproblems@yahoo.com. Thank you
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I. Introduction and Purpose of the Committee Meeting 
 
Sterilization for permanent birth control may be accomplished in a variety of ways.  One method, 
hysteroscopic sterilization, began to be widely used in the United States after the 2002 FDA 
approval of the Essure System (P020014; original applicant, Conceptus, Inc.).  Since initial 
approval, FDA has continued to monitor the safety and effectiveness of the Essure System and 
the, safety concerns that have been raised within the patient and healthcare provider community.  
FDA believes that, in keeping with its public health mission, it is appropriate to do the following: 
 

• have an open and transparent dialogue among FDA and its stakeholders, including the 
device manufacturer, health care providers, researchers, patients, and the public,  

• review and discuss available data regarding the benefits and risks associated with the use 
of the Essure System, and  

• obtain FDA Advisory Committee and public input on the safety and effectiveness of the 
Essure System.   
 

As such, FDA’s Obstetrics and Gynecology Devices Advisory Panel is being convened to review 
and discuss current information related to the effectiveness of the Essure System, adverse events 
associated with, or suggested to be associated with, the Essure device, and the overall benefit-
risk profile of the device.  The Committee will be asked to provide input regarding the need for 
product labeling changes, the collection of additional post-market safety data, or other mitigation 
steps, and the overall benefit-risk profile of the device based on current available information 
 
The discussion at the Advisory Panel will focus on the Essure device, its approved use, 
effectiveness, and select reported complications.  It will not focus on other cleared or approved 
medical devices (e.g., endometrial ablation devices) or, un-approved uses of Essure (e.g., 
treatment of hydrosalpinx).  
 
This review memo will provide information for the Panel’s consideration, including: 
 

• Background on female sterilization 
• Overview of the Essure System 
• Summary of clinical data supporting the original PMA of the Essure System 
• A description of the sources of data used to perform FDA’s review of post-market 

information 
• Information related to procedural and effectiveness outcomes 
• Information related to post-procedural safety outcomes (including deaths) 
• Information related to insert removal 
• Outside the US (OUS) post-market information 

 
II.      Background on Female Sterilization  
 
In 2015, elective (i.e. non-medically indicated) female sterilization is one of the most commonly 
performed surgical procedures in the United States.  Approximately 650,000 elective procedures 
were performed in 2006 in the US.1   
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The first report in the medical literature describing surgical sterilization by tubal occlusion (at the 
time of repeat cesarean section) appeared in 1881.2  In 1930, the Pomeroy method of tying off a 
loop of the Fallopian tube was first described as a method of elective surgical sterilization.3  Also 
in the 1930s, the first report of a laparoscopic tubal occlusion procedure appeared in the 
literature.4  However, elective sterilization remained uncommon until the 1960s, when many 
U.S. hospitals screened women requesting elective sterilization on the basis of age and parity.5  
In the 1970s, laparoscopic instrumentation was becoming increasingly available and, by 1978, 
approximately one third of all tubal occlusions were being performed laparoscopically, as 
compared to 1% in 1970.6   
 
Evolution of Methods for Laparoscopic Tubal Occlusion  
 
Prior to the widespread availability of laparoscopic instruments and electrosurgical accessories 
(e.g., electrocautery), elective tubal occlusion by partial salpingectomy (i.e., removal of a section 
of the Fallopian tube) was typically performed post-partum through a mini-laparotomy incision 
or in the setting of cesarean delivery.  One of the earliest reports describing electrosurgical tubal 
coagulation using unipolar electrode during laparoscopy appeared in 1962.7  Reports of serious 
burn injuries to both the patient as well as the surgeon appeared shortly after the unipolar 
procedure was adopted.8  Bipolar electrodes were introduced in the early 1970s to mitigate the 
risk of thermal injury and began to replace unipolar electrodes for laparoscopic tubal  
occlusion.9, 10 
 
Alternative laparoscopic sterilization methods that did not utilize electrocautery appeared in the 
literature in the mid-1970s with the introduction of the first implantable device, the Hulka Clip, 
which comprises two plastic jaws made of polycarbonate hinged by a stainless steel pin.11  The 
Falope Ring, made from silicone rubber band became available in 1976.12  The Filshie Clip, a 
titanium and silicone clip, was described in 1981.13   
 
Regulation of Devices for Female Sterilization 
 
FDA began to have premarket regulatory authority over medical devices with the enactment of 
the Medical Device Amendments to the Federal Food, Drug, and Cosmetics Act in 1976.  
Medical devices marketed prior to the 1976 Amendments, such as laparoscopes and accessories, 
the Falope Ring, and Hulka Clip, were permitted to remain on the market while FDA determined 
where the devices fit in FDA’s three-tiered classification scheme (Class I devices were deemed 
low risk, Class II, moderate risk, and Class III high risk).   
 
Laparoscopes and electrosurgical accessories were deemed moderate risk and assigned Class II 
status.  The Hulka Clip and Falope Ring tubal occlusion devices, designed and manufactured 
specifically for laparoscopic tubal occlusion, were deemed high risk and classified into Class III 
with their own unique device regulation (21 CFR 884.5380 – Contraceptive Tubal Occlusion 
Device and Introducer).  On October 1, 1987, FDA ordered manufacturers of devices under this 
classification to obtain approval through the premarket approval (PMA) process in order to 
continue marketing their devices.  A “grace period” was granted to provide opportunity for 
preparation and FDA review of the submissions.  The Filshie Clip, which was developed after 
the 1976 Amendments, was not marketed in the US until premarket approval was obtained in 
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1996.  These three devices received premarket approval during 1993-1996 based on clinical trial 
data that showed the devices were effective (0.0 to 2.7% failure rate at 12 months) and had 
acceptable safety profiles.   
 
Annual Incidence of Tubal Sterilization Prior to Approval of Essure System 
 
The annual number of inpatient female sterilizations performed in the US rose sharply during the 
early 1970s from approximately 200,000 in 1970 to approximately 702,000 in 1977.  Between 
1975-1978, the proportion of sterilizations being performed laparoscopically was greater than 
30%.6   The US Collaborative Review of Sterilization (CREST) Study was a prospective, 
multicenter, longitudinal study that enrolled 12,138 women.  This landmark study enrolled 
women from nine US cities who were scheduled for interval tubal sterilization (i.e., sterilization 
not performed during c-section or within the postpartum period) between 1978-1986.  Peterson, 
et al. analyzed outcomes for 10,685 of these women for eight to fourteen years following 
sterilization.   41% of women underwent laparoscopic sterilization by electrocautery, 37% by 
Falope Ring, and 18% by Hulka Clip.  Five percent had sterilization by partial salpingectomy 
(via laparotomy).  Life-table cumulative probability of pregnancy at one year ranged from 0.7 to 
18.2 per thousand women.  At ten years, cumulative probability of pregnancy ranged from 7.5 to 
36.5 per thousand. 14  Data on the distribution of laparoscopic sterilization by technique (e.g., 
electrosurgery, Hulka clip, Falope Ring) for more recent years prior to Essure approval are not 
readily available.   
 
The number of female sterilizations performed annually in the US is estimated to have declined 
slightly from the mid-1970s to approximately 650,000 in 2002, the year that Essure System was 
approved.  Approximately 30% of married couples in the US using a contraceptive method, use 
female sterilization as their method of family planning.15   During 2002, slightly more than half 
of female sterilization procedures were performed in a hospital.1  A large number of these 
inpatient procedures were likely post-partum sterilization (at cesarean delivery or by mini-
laparotomy usually within 24 hours of a vaginal delivery), whereas many outpatient procedures 
were likely interval sterilizations that occur separate from pregnancy.10    
 
Female Sterilization in the US Following Approval of Essure System for Permanent Birth 
Control 
  
As discussed below, the Essure System for hysteroscopic sterilization received FDA approval in 
November 2002.  From 2002 to 2007, uptake of the Essure procedure grew from 0% to 51% of 
all interval sterilization procedures at Detroit Medical Center hospitals.16  A recent analysis of 
hysteroscopic sterilization in the US between 2005 and 2012 found that hysteroscopic 
sterilization represented 38% of interval sterilization procedures over this time.17  While Essure 
is the only hysteroscopic sterilization method presently available in the US, the Adiana System 
was also legally marketed from July 2009 to May 2012, when it was withdrawn from the market 
(for reasons unrelated to safety and effectiveness).  The Adiana method consisted of 
hysteroscopic delivery of RF energy to a small portion of the Fallopian tube lumen followed by 
placement of a cylindrical silicone matrix within the interstitial portion of the tube.  Like Essure, 
the Adiana method required a three-month waiting period and confirmation of tubal occlusion 
prior to discontinuation of alternate contraception. 
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More than 750,000 Essure procedures have been performed worldwide since FDA approval in 
November 2002 through early 2013.18  The number of Essure procedures worldwide has grown 
since that estimate was released, with approximately 80% of 2011 global revenue for this 
product coming from US sales. 19 
 
Complications Following Interval Laparoscopic Sterilization 
 
The rates of intraoperative or postoperative complications following interval laparoscopic 
surgical sterilization also were evaluated by Jamieson, et al. using outcomes from the CREST 
study.20  The analysis population was 9475; women undergoing concurrent surgeries other than 
diagnostic D&C or simple biopsies were excluded.  Surgical sterilization was performed by one 
of the following methods:  silicone band (3659), spring clip (1709), bipolar coagulation (2288) 
and unipolar coagulation (1485).  This study collected outcomes data at one- and 12 months 
postoperatively.   Six categories of complications were evaluated: 
 

• Unintended major surgery 
• Transfusion 
• Febrile morbidity 
• Life-threatening event 
• Rehospitalization 
• Death 

 
The rate of women who experienced any of the above events was 153/9475 (1.6%).  No deaths 
were reported; however, the risk of death following surgical sterilization has been estimated 
elsewhere at 3.4-4.0 per 100,000 procedures.20 
 
Unintended major surgery (i.e., conversion to laparotomy) due to laparoscopic complications in 
this study occurred in 14 subjects and were due to bleeding from Fallopian tube or mesosalpinx 
(4), transection of the fallopian tube (3), bleeding from laparoscopic puncture site (2), stomach 
perforation (1), bowel perforation (1), bleeding from sacral promontory caused by Veress needle 
injury (1), bleeding not further described (1) and perforation of a structure believed to be an 
adhesion (1).  There were 37 other conversions to laparotomy attributed to difficult Fallopian 
tube visualization or manipulation of which adhesions were cited as the cause in 27 cases.  Fifty-
six women (0.6%) were re-hospitalized.  The most common reasons for re-hospitalization were 
pelvic infection, heavy vaginal bleeding, pregnancy complication, and abdominal or pelvic pain.   
 
When the category of unintended major surgery was limited to true laparoscopic complications, 
the overall rate of complications in the above six categories was 0.9%.  Independent predictors of 
any complication included diabetes mellitus (adjusted OR 4.5; 95%CI 2.3, 8.8), general 
anesthesia (OR 3.2; CI 1.6, 6.6), previous abdominal or pelvic surgery (OR 2.0; CI 1.4, 2.9), and 
obesity (OR 1.7; 1.2, 2.6).21      
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III.     Overview of the Essure System  
 
The Essure System for Permanent Birth Control is a medical device used for permanent 
sterilization by bilateral occlusion of the fallopian tubes.  The Essure device includes an 
implantable insert and a delivery system for the placement of the insert.  In contrast to other 
permanent sterilization procedures, Essure inserts are placed into each fallopian tube through the 
cervix, i.e. hysteroscopically.  Once in place (Figure 1), fibers within the insert elicit a local, 
fibrotic reaction from the patient, which causes fibrous tissue to grow in and around the implant.  
Over a period of several months, this tissue ingrowth blocks the fallopian tubes, which prevents 
contact between oocytes (eggs) and sperm and fertilization.  As part of the Essure procedure, 
patients undergo a radiologic confirmation test three months after insert placement in order to 
assure the proper placement and/or occlusion of the fallopian tubes.   
 

 

Figure 1: Essure System for permanent birth control  

 
Description of the Use of the Essure System 
 
The Essure System comprises a disposable delivery system, described below, and a wound-down 
insert.  A disposable introducer is also provided to facilitate delivery system entry into the 
operating channel of a hysteroscope.  The Essure insert consists of a super-elastic nickel-titanium 
(Nitinol) outer coil and a stainless steel inner coil wrapped in polyethylene terephthalate (PET) 
fibers.  The wound-down insert is approximately 4 cm in length and 0.8 mm in diameter (Figure 
2A).  When released, the outer coil expands up to 2.0 mm in diameter, conforming to the varied 
diameters and shapes of the fallopian tube (Figure 2B).  When expanded, the outer coil pushes 
against the fallopian tube wall, conforming itself to the diameter and shape of the fallopian tube, 
and acutely anchoring the insert in the utero-tubal junction.  Once in place, the PET material  
surrounding the inner coil stimulates the fibrotic reaction and tissue ingrowth, leading to 
pregnancy prevention. 
 
 
 
 
 
 
 

Deployed Essure insert 

Uterus 

Fallopian tube 
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Figure 2: A) Essure insert in wound configuration.   B) Essure insert with outer coil deployed.   

 
The Essure insert is delivered into each fallopian tube via a disposable delivery system, which 
consists of a delivery catheter and handle (Figure 3).  At the distal tip of the delivery catheter, the 
wound-down insert is attached to a delivery wire and sheathed by a flexible release catheter.   
The delivery handle controls the device delivery and release mechanism.  During a placement 
procedure, the physician inserts the delivery catheter through a hysteroscope port with the aid of 
an introducer and guides the catheter to the fallopian tube under observation.  Once the distal tip 
of the delivery catheter is in place, the physician uses the thumbwheel and button on the delivery 
handle to retract the delivery wire and deploy the insert.  The physician must use two pre-loaded 
catheters to achieve bilateral placement. 

 

 

Figure 3: Essure System (delivery handle, catheter, and wound insert tip) 
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The insert placement does not require entry into the peritoneal cavity or general anesthesia, and 
can often be performed as an outpatient office procedure. 
 
The Essure Confirmation Tests 
 
The tissue ingrowth process into and around the inserts is gradual and may take several months 
to elicit full occlusion of the fallopian tubes.  Therefore, patients who have the Essure procedure 
must continue to use alternate contraception, until occlusion has been confirmed by their 
physician, and the physician informs the patient that she may rely on the device.  A patient must 
have a confirmation test performed three months after device placement to confirm proper insert 
location and/or occlusion of the fallopian tubes.  Only after a satisfactory confirmation test can a 
patient rely on the Essure inserts alone for permanent contraception. 
 
Until June 2015, the FDA-approved Essure confirmation test had been limited to a modified 
hysterosalpingogram (HSG) in which radiologic contrast dye is deposited in the uterus through 
the cervix.  Fluoroscopy is utilized to visualize the Essure inserts and the dye within the uterus 
and fallopian tubes.  If the tubes are fully occluded, the dye should not be able to pass into the 
distal portions of the fallopian tubes, and the dye will not be visualized on the radiograph distal 
to the Essure inserts.  With this test, physicians determine if the inserts are appropriately located, 
and that tubal occlusion has occurred. 
 
In June 2015, FDA approved an algorithm that allows transvaginal ultrasound (TVU) to serve as 
the confirmation test in lieu of the modified HSG when multiple criteria are satisfied (PMA 
Supplement 41).  When these criteria are not met, or when the results of the TVU are 
unsatisfactory, the modified HSG must be performed before a patient can be advised to rely on 
Essure.  The TVU method of confirmation utilizes a transvaginal ultrasound probe to generate 
images of the uterus, proximal fallopian tubes, and the Essure inserts.  Physicians use these 
images to evaluate the suitability of the inserts’ location; if the TVU demonstrates satisfactory 
insert location bilaterally, the patient may be advised to rely on Essure.  The Essure TVU 
procedure, however, does not provide confirmation of occlusion.  Individual physician training 
and assessment of comprehension is required before users may adopt the TVU/HSG protocol.  
TVU has been an accepted method for the Essure confirmation test in several countries in the EU 
and elsewhere since 2011. 
                               
Indications for Use and Contraindications to Use 
 
Essure is indicated for women who desire permanent birth control (female sterilization) by 
bilateral occlusion of the fallopian tubes.   
 
The Essure system is contraindicated for patients who: 
 

• Are uncertain about ending fertility. 
• Can have only one insert placed  
• Have previously undergone a tubal ligation. 
• Are pregnant or suspect pregnancy. 
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• Have delivered or terminated a pregnancy less than 6 weeks prior to the Essure 
procedure. 

• Have an active or recent upper or lower pelvic infection. 
• Have a known allergy to contrast media. 

 
Regulatory History 
 
The Premarket Application (PMA) for the Essure System for Permanent Birth Control was 
submitted to the FDA for review in April 2002.  The PMA application was supported by clinical 
data from two studies including one with 2 years of follow-up (Phase II study) and 1 year of 
follow up in the other (Pivotal study).  These studies will be described further in Section IV, 
Summary of Clinical Data Supporting the Original PMA of the Essure System. 
 
When the PMA was submitted, the Essure System was commercially available in Australia, 
Austria, Belgium, Canada, Denmark, Finland, Germany, Holland, Indonesia, Italy, Norway, 
Portugal, Singapore, Spain, Sweden, Switzerland, Turkey, and the U.K.  The Essure System was 
approved for marketing in Europe by the notified body TÜV in February 2001 and in Canada by 
Health Canada in November 2001.  Information regarding outside of the US (OUS) post-market 
experience is described in Section XI, below. 
 
As a first-of-a-kind device, the Essure System was presented to the CDRH Obstetrics and 
Gynecological Devices Advisory Panel on July 22, 2002.  After deliberating on the information 
in the application and presentations at the panel meeting, the panel voted to recommend 
“approval with conditions” for the Essure PMA with 8 affirmative votes and 1 abstention.  The 
panel recommended  the following conditions for approval: 1) performance of mandatory HSG 
confirmation testing after placement of the device, 2) the training program to train physicians on 
the placement procedure be a prerequisite to performing the procedure, and 3) several 
modifications to the labeling be included, including addition of prominent information on 
failure/success rates, warnings about metal allergy, electrocautery, and pregnancy occurring 
while the device is in place, and training requirements. 
 
In accordance with the recommendations of the advisory panel, the FDA approved the original 
PMA on November 4, 2002.  As a condition of approval, FDA required that Conceptus continue 
gathering data from patients in the ongoing Phase II and Pivotal studies out to 5 years after 
discontinuation of alternative contraception, and conduct a new study to document the bilateral 
placement rates for newly-trained physicians. 
 
Since approval of the original Essure System in 2002, there have been numerous modifications 
to the device.  These changes did not change the basic design of the insert, the primary insert 
materials, or the device mechanism of action.  Most of the changes were intended to improve 
device deployment and usability during the Essure placement procedure.  The current model 
Essure (ESS305) was approved in 2007 (PMA Supplement 12) and was modified to include a 
new introducer design to prevent backsplash of distension fluid during hysteroscopy onto the 
surgeon and/or surgical field, a modification to the catheter/insert interface to improve insert 
detachment, and visual updates to ease device deployment and usability.  As a condition of 
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approval for Supplement 12, Conceptus was required to perform a post-approval study (PAS) to 
evaluate the rate of successful bilateral insert placement on the first attempt.  
 
Several labeling modifications have been made to the Essure System since approval of the 
original PMA.  (See Appendices B and C for the current physician and patient labeling.)  
Principally, the labeling updates have added long-term efficacy and safety information from the 
Phase II and Pivotal clinical trials as they became available.  The labeling was also updated to 
reflect information on pregnancies in commercial use of Essure.  In 2011, the labeling was 
modified to remove the contraindication for nickel allergies, replacing it with a revised warning.  
In 2012, the physician’s instructions for use and the patient brochure were updated to include 
information about device effectiveness and reasons for pregnancies based on commercial use of 
the device.  In 2013, following an internal FDA review of post-market data, the patient brochure 
was amended to better reflect the adverse event information available in the physician labeling, 
including reports of chronic pelvic pain and device migrations.  In the most recent labeling 
change (Supplement 41, approved in June 2015), transvaginal ultrasound (TVU) was added as a 
possible confirmation test in certain cases.  One-year effectiveness data were added from the 
ongoing TVU clinical study and the discussion of device removal was expanded.   
 
Beginning in late 2013, FDA has received a significant increase in the number of adverse event 
reports related to Essure; in particular, from patients who have received the device.  The Agency 
has also been cognizant of complaints related to the device being conveyed in traditional and 
social media outlets.  Accordingly, FDA has recently conducted an additional review of data 
related to the Essure system and determined that the information should be vetted and discussed 
in an open forum, i.e., this panel meeting. 
 

IV.      Summary of Clinical Data Supporting the Original PMA of the Essure System  
 
Prior to submitting the application for market approval (“original PMA”), the sponsoring firm, 
Conceptus, Inc., performed several clinical studies under the Investigational Device Exemption 
(IDE) program.  As discussed in this section, at the time of original PMA approval, 2 year safety 
and effectiveness data were available from the Phase II study, and 1 year safety and effectiveness 
data were available from the Pivotal study.  Additional data following the patients in these two 
studies for 5 years was collected postmarket as part of the conditions of approval. 
 
Prior to the Phase II and Pivotal studies, beginning in 1996, preliminary investigations of 
different versions of the device were conducted with the devices placed either concurrently or in 
advance of hysterectomies.  These studies, which included 99 and 63 patients for peri-
hysterectomy and pre-hysterectomy studies, respectively, yielded data on device placement, 
patient comfort, as well as histological data to support the mechanism of action of the device.   
 
In 1998, FDA approved Conceptus’ IDE for a prospective, multi-center, non-randomized, single 
arm Phase II clinical study.  In this study, the long-term safety and effectiveness of the device 
was to be evaluated for the first time in 227 women who were not undergoing hysterectomy.  
Devices were implanted bilaterally in women, who were then followed for up to 5 years post-
placement for evaluation of adverse events and pregnancy rates.  During the Phase II study, 



12 
 

Conceptus also began a larger, prospective, multi-center, non-randomized, single arm pivotal 
study of the device, also under an IDE.  The placement procedure was attempted in 518 women 
in the Pivotal study, which investigated safety and effectiveness endpoints similar to the Phase II 
study, including evaluation of adverse events and pregnancies in subjects for a period up to 5 
years.  Figure 4 provides a patient accountability chart for the Phase II and Pivotal studies. 
 
 

Figure 4. Phase II and Pivotal Study Patient Accountability Chart 
 
 

 
 

Numbers of subjects in each category (N) are displayed as the number of subject in the Phase II and Pivotal study as 
(N=patients from Phase II; patients from Pivotal) 
*Some subjects had more than one placement procedure, and so the total number of placement procedures is in 
excess of the number of subjects in which placement was attempted 
 
 
  

Subjects enrolled 
(N=269; 657) 

Subjects in which placement 
was attempted 
(N=227; 518) 

Total number of placement 
procedures

*
 

(N=233; 544) 

Subjects in which bilateral 
placement was successful 

(N=200; 464) 

Subjects with at least one 
device placed 
(N=206; 476) 

Subjects able to rely 
(N=194; 449) 

Subjects completed 1 year 
follow up at time of approval 

(N=193; 439) 
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All of the participants in the Phase II and Pivotal studies were between 21 and 45 years of age 
and were seeking permanent contraception prior to enrollment in the study.  Additionally, all 
women had at least one live birth, had regular, cyclical menses and were able and willing to use 
alternative contraception for 3 months following Essure placement.  Table 1 provides patient 
demographics for these studies.  
 
 

         Table 1. Demographics of Study Subjects in Phase II and 
Pivotal Clinical Trials of Essure 

 
 Phase II 

N=227 
Pivotal Trial 

N=518 
Race (not collected)  
    White/Caucasian  428 
    Latin  31 
    Black  24 
   Other  9 
Mean Age 35 32 
   Age < 28 7% 17% 
   Age 28-33 23% 47% 
   Age > 34 70% 36% 
Gravidity Mean = 2.6 (0 – 10) Mean = 3.03 (1 – 11) 
Parity Mean = 2.2 (0 – 5) Mean = 2.26 (1 – 6) 
BMI Mean = 26 (17 – 57) Mean = 27 (16 – 52) 

 
 
The data from these IDE studies were used to support the PMA application, which was submitted 
to the FDA in 2002 as the “Essure System for Permanent Birth Control.” 
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Adverse events 
 
Adverse events in the original PMA application were reported from the Phase II and Pivotal IDE 
trials.  When asked immediately after the procedure, the majority of women stated that they 
experienced mild to moderate pain during the procedure.  As shown in Table 2, the most 
common adverse events reported during the recovery period the first day following device 
placement were cramping, pain, and nausea/vomiting.  In addition, it was reported that the 
majority of women experienced spotting for an average of 3 days after the procedure. 
 
 

Table 2: Adverse Events Reported During Recovery on Day of Placement 

Phase II Study (N=233 procedures) 
Adverse Event Number Percent 
Band detachment  
(device malfunction) 3 1.3% 

Vaso-vagal response 2 0.9% 
Pain 2 0.9% 

Pivotal Study (N=544 procedures) 
Adverse Event/Side effect Number Percent 
Cramping 161 29.6% 
Pain 70 12.9% 
Nausea/vomiting 59 10.8% 
Dizziness/light headed 48 8.8% 
Bleeding/spotting 37 6.8% 
Vaso-vagal response/fainting 7 1.3% 
Hypervolemia 2 0.4% 
Band detachment 2 0.4% 
Other* 16 2.9% 

*Includes: ache (3), hot/hot flashes (2), shakiness (2), uncomfortable (1), weak (1), profuse perspiration (1), 
bowel pain (1), sleep (1), skin itching (1), loss of appetite (1), bloating (1), allergic reaction to saline used 
for distension (1). 
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Lower rates of adverse events were reported post-procedure.  As seen in Table 3, the most 
commonly reported adverse events in the first year of reliance on Essure in the Pivotal trial were 
back pain (9.0%), abdominal pain/abdominal cramps (3.8%), and dyspareunia (3.6%).  In 
addition to the reports from the Pivotal trial, 12/206 (5.8%) of women in the Phase II trial with at 
least one insert reported episodes of dysmenorrhea, ovulatory pain, or changes in menstrual 
function. 
 
 

Table 3: Adverse Events by Body Systems, First Year of Reliance on Essure in Pivotal 
Trial* 

Adverse Events by Body System Number 
(N=476) Percent 

Abdominal: 
Abdominal pain/abdominal cramps 
Gas/Bloating 

 
18 
16 

 
3.8% 
1.3% 

Muscolo-skeletal: 
Back pain/low back pain 
Arm/leg pain 

 
43 
4 

 
9.0% 
0.8% 

Nervous/Psychiatric: 
Headache 
Premenstrual Syndrome 

 
12 
4 

 
2.5% 
0.8% 

Genitourinary: 
Dyspareunia  
Dysmenorrhea/menstrual cramps (severe) 
Pelvic/lower abdominal pain (severe) 
Persistent increase in menstrual flow 
Vaginal discharge/vaginal infraction 
Abnormal bleeding – timing not specified 
(severe) 
Menorrhagia/prolonged menses (severe) 

17 
14 
12 
9** 
7 
9 
5 

3.6% 
2.9% 
2.5% 
1.9% 
1.5% 
1.9% 
1.1% 

Pain/discomfort – uncharacterized: 14 2.9% 
* The patients in this table (N=476) were implanted with at least one device, and events occurred in the first year of 

reliance (up to 15 months post-procedure).  Percentages presented reflect the number of events in the numerator 
and the number of women in the trial wearing at least one insert in the denominator. 2Only events occurring in ≥ 
0.5% are reported 

** Eight women reported persistent decrease in menstrual flow 
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In addition to the events listed above, the adverse or other events listed in Table 4 delayed or 
prevented reliance on Essure for contraception. 
 

Table 4: Events that delayed or prevented reliance on Essure for contraception 
 

Phase II Study 
Event Number Percent 
Perforation 6/206 2.9%* 
Expulsion 1/206 0.5% 
Other unsatisfactory micro-
insert location 1/206 0.5% 

Initial tubal patency 7/200 3.5%** 
Pivotal Study 

Event Number Percent 
Perforation 5/476 1.1% 
Expulsion 14/476 2.9%*** 
Other unsatisfactory micro-
insert location 3/476 0.6% 

Initial tubal patency 16/456 3.5%** 
*Four of the six perforations occurred with use of the since-discontinued Support Catheter 

**Tubal patency was demonstrated in 7 women (Phase II) and 16 women (Pivotal) at the 3-month HSG, but all 
women were shown to have tubal occlusion at a repeat hysterosalpingogram (HSG) performed 6 months after 
Essure placement. 

***Fourteen women experienced an expulsion, however nine of these 14 women chose to undergo a second micro -
insert placement procedure, which was successful in all nine cases. 
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Effectiveness 
 
The primary effectiveness endpoint of the Pivotal trial was the one-year contraceptive efficacy 
rate among relying subjects (e.g., those subjects who had a confirmation test that showed 
bilateral occlusion and location, and were told to rely on the device for contraception).  
Additional indicators of device performance included bilateral placement rate and reliance rate 
(i.e., the rate at which women with successful bilateral placement were confirmed to have tubal 
occlusion and location by HSG and told to rely).   
 
In the Phase II and Pivotal trials, bilateral placement was achieved in approximately 90% of 
subjects who underwent hysteroscopy for device placement; some required a second procedure 
when bilateral placement was not achieved in the first.  Of the women with bilateral placement, 
97% were ultimately able to rely on Essure for contraception (Table 5).  
 
 

Table 5: Essure Placement and Reliance Rates from Phase II and Pivotal Clinical Trials* 

Outcome 
Phase II 
N=227 

Pivotal 
N=518 

Number Percent Number Percent 
Bilateral Placement: After one procedure 196/227 86% 446/518 86% 
Bilateral Placement: After two procedures** 200/227 88% 464/518 90% 
Reliance rate: Among women with bilateral 
placement 194/200 97% 449/464 97% 
*  Note that the data above represents the rates based upon available information at the time of approval 
**Four women in the Phase II study and 18 in the Pivotal study had successful additional placement procedures after 

failure to achieve bilateral placement on first attempt. 
 
 
Since the original approval, the sponsor has made changes to the catheter to facilitate placement, 
although data on Essure placement rates have generally demonstrated a high rate of bilateral 
placement.  In post-approval studies, higher bilateral placement rates were reported (>95%), and 
since approval of the Essure system, there has been consistently high bilateral placement rates 
(80-100%) reported in the literature.  Appendix A provides post-market information on bilateral 
placement rates, the physician learning curve for device placement, and patient compliance with 
the confirmation testing requirement. 
 
At the time of PMA submission, of the 745 subjects in whom placement was attempted in the 
Phase II or Pivotal trials, 643 subjects were told they could rely on Essure. In these women, there 
were no reported pregnancies.  There were four luteal phase pregnancies reported in the Pivotal 
trial (pregnancies occurring prior to Essure placement but not detected on the day of placement).  
None of these women became pregnant while relying on Essure for contraception, and the luteal 
phase pregnancies were not reflected in the device failure rates. The cumulative failure rate for 
subjects relying on Essure for contraception in the Phase II trial at one and two years and for the 
Pivotal trial at one year was 0% (Table 6).  As a comparison, a life-table 1-year cumulative 
probability of pregnancy among women undergoing tubal sterilization by six surgical methods of 
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0.55% was found in the large, prospective U.S. Collaborative Review of Sterilization (CREST) 
study, as reported by Peterson et al.14 
 
 

Table 6: Essure Effectiveness Results of Phase II and Pivotal Clinical Trials at Time of 
Approval  

Cumulative 
Failure 
Rates 

Phase II 
N=193 

Pivotal Trial 
N=439 

Both Trials 
Combined 

N=632 

One-year 

0% 
(95% CI 0 – 1.53%) 

(Adj 95% CI 0-
2.19%)* 

0% 
(95% CI 0-0.68%) 

(Adj 95% CI 0-
0.78%)* 

0% 
(95% CI 0-0.47%) 

(Adj 95% CI 0-
0.57%)* 

 
Phase II 
N=181 

Pivotal Trial 
N=16 

Both Trials 
Combined 

N=197 

Two-Year 

0% 
(95% CI 0-1.54%) 

(Adj 95% CI 0-
2.36%)* 

0% 
(95% CI 0-0.86%) 

(Adj 95% CI 0-
0.93%)* 

0% 
(95% CI 0-0.55%) 

(Adj 95% CI 0-
0.67%)* 

The data above represent the failure rates based upon available information at the time of approval. Although the 
failure rate established in the clinical trials of Essure ™ was 0%, no method of contraception is 100% effective, and 
pregnancies have occurred in the commercial setting. 
*Adjustment using indirect method (CDC CREST study population) based on the age groups: <28 years, 28-33 
years, and =34 years. 
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Five-Year Follow-Up of PMA Cohort 
 
FDA has the authority to require sponsors to perform a Post-Approval Study (PAS) at the time of 
approval of a PMA to help assure continued safety and effectiveness of the approved device.  As 
a Condition of Approval in 2002, FDA ordered two PAS’s for the Essure original PMA, one of 
which required additional follow-up of the Phase II Study and Pivotal Study premarket cohorts 
for a total of five years of follow-up. This extended follow-up was completed in 2008, and the 
device label was updated to include 5-year performance data.  The following information, from 
the complete 5-year reports of the Phase II and Pivotal studies, is arranged by the topics of 
interest outlined in Sections VI and VII of this executive summary.  
 
Pregnancies 
 
In the five-year follow up of the Phase II and Pivotal clinical trials, no pregnancies occurred in 
women relying on Essure.   As described above, there were four luteal phase pregnancies 
reported in the Pivotal trial (pregnancies occurring prior to Essure placement but not detected on 
the day of placement). 
 
 
Patient Comfort/Satisfaction 
 
In the Phase II and Pivotal trials at follow up time points of 3, 6, 12, 18 24, 36, 48, and 60 
months, at least 99% of women were reported to have rated comfort of wearing the Essure 
inserts as “good” or “excellent.”  In the Pivotal trial, at least 97% of women were reported to be 
“somewhat” to “very satisfied” at all visits through 5 years.   
 
The FDA is aware of allegations from women who participated in the original Essure clinical 
trials that the feedback they provided about the comfort wearing the device was not recorded 
accurately by clinical staff.  As part of the original PMA approval, FDA performed inspections at 
Conceptus and one clinical site.  These inspections audited data provided in support of the PMA, 
as well as sponsor activities during the studies, and did not report findings concerning the case 
report forms or patient comfort/satisfaction data submitted in support of the PMA.  
 
Post-market literature assessing patient comfort and satisfaction is discussed in Section VI.B of 
this document and also shows high patient satisfaction rates.   
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Post-procedural Pain (Chronic/Persistent Pain) 
 
Patient pelvic and other pain was reported at follow-up visits up to 5 years for the Phase II and 
Pivotal trials. Follow up visits were recorded as either post-device placement (PDP) or post-
alternative contraception (PAC; when alternative contraception was discontinued).  Patients 
reported if they experienced pain in the previous follow up period.  Unless noted, reports do not 
indicate duration, severity, or persistence.  The pain reported at follow-up visits in the Phase II 
and Pivotal studies are summarized in Tables 7 and 8, respectively, below: 
 

Table 7: Reports of pain at follow up visits of the Phase II study 
 

Follow-up visit Pelvic Pain Other Pain 
Dysmenorrhea Dyspareunia Other Pelvic 

3 month 
N=203 29 (14%) 17 (8%) 5 (2%) 2 (<1%) 

6 month 
N=199 11 (6%) 3 (2%) 3 (2%) 1 (<1%) 

12 month 
N=196 5 (3%) 0 5 (3%) 0 

18 month 
N=193 2 (1%) 0 10 (5%) 2 (1%) 

24 month* 
N=194 8 (4%) 0 6 (3%) 6 (3%) 

36 month* 
N=182 7 (4%) 1 (<1%) 2 (1%) 1 (<1%) 

48 month* 
N=176 9 (5%) 2 (1%) 2 (1%) 2 (1%) 

60 month* 
N=171 4 (2%) 1 (<1%) 3 (2%) 2 (1%) 
Numbers are based upon the number of subjects reporting at that visit 
* No data reported for some women that indicated unusual pain (N=2 at 24 months; N=1 at 36, 48, 60 months) 
 
 
In the Pivotal study, additional analysis of recurrent and persistent pain was reported.  Recurrent 
pain was defined as pain reported at more than one visit during the follow up period.  Persistent 
pain was defined as pain reported at all visits during the follow up period.  
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Table 8:  Reports of pelvic pain in the follow up visits of the Pivotal study 

 
 
Follow-up visit 

Pelvic Pain 
Dysmenorrhea Dyspareunia Ovulatory Pain Other Pelvic† 

Baseline  
N=518 183 (35%) 22 (4.2%) n/a n/a 

3 months PDP 
N=467 29 (6.2%) 29 (6.2%) 5 (1.1%) 32 (6.9%) 

3 months PAC 
N=440 20 (4.5%) 10 (2.3%) 6 (1.4%) 26 (5.9%) 

6 months PAC 
N=436 15 (3.4%) 8 (1.8%) 3 (0.7%) 16 (3.7%) 

12 months PAC 
N=460 17 (3.7%) 15 (3.3%) 5 (1.1%) 27 (5.9%) 

18 months PAC 
N=410 14 (3.4%) 9 (2.2%) 10 (2.4%) 11 (2.7%) 

24 months PAC 
N=435 22 (5.1%) 9 (2.1%) 22 (5.1%) 13 (3.0%) 

36 months PAC 
N=422*** 14 (3.3%) 7 (1.7%) 12 (2.8%) 6 (1.4%) 

48 months PAC 
N=402 3 (0.7%) 5 (1.2%) 6 (1.5%) 11 (2.7%) 

60 months PAC 
N=386 14 (3.6%) 8 (2.1%) 10 (2.6%) 9 (2.3%) 

Recurrent* 
N=473 29 (6.1%) 18 (3.8%) 14 (3.0%) 25 (5.3%) 

Persistent year 1** 
N=460 0 0 0 1 (0.2%) 

Persistent year 2** 
N=435 0 0 0 1 (0.2%) 

Persistent year 3** 
N=422 0 0 0 0 

Persistent year 4** 
N=402 0 0 0 0 

Persistent year 5** 
N=386 0 0 0 0 
†Other pelvic is defined as pain not reported to be dysmenorrhea, dyspareunia or ovulatory pain 
* Recurrent: symptom reported at more than one visit during the follow-up period (i.e., symptoms do not have to be 

reported on consecutive visits). 
**Persistent: symptoms reported at all visits during the follow up period 
***Data missing on one patient 
 
 
While reports of various types of pelvic pain ranged from < 1% to 7% throughout the follow up 
of the Pivotal study, persistent pelvic pain was reported in only 1 case at one and two year follow 
up appointments.   
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Changes in Vaginal Bleeding, Menstrual Patterns or Characteristics 
 
Changes in menstrual patterns and bleeding were reported at various times during the Phase II 
trial.  Rates of reports of irregular menses, spotting, and changes in flow ranged from 2-9% 
(Table 9). 
 

Table 9: Reports of menstrual irregularities during the Phase II trial 
 

Follow-up visit Irregular 
menses 

Spotting Changes in flow Other 

3 month Not asked Not asked Not asked Not asked 
6 month 
N=199 3 (2%) 6  (3%) 3  (2%) 0 

12 month 
N=196 6  (3%) 5  (3%) 4  (2%) 0 

18 month 
N=193 9 (5%) 4 (2%) 5 (3%) 0 

24 month* 
N=194 4 (2%) 4 (2%) 10 (5%) 1 (<1%) 

36 month* 
N=182 4 (2%) 3 (2%) 4 (2%) 2 (1%) 

48 month* 
N=176 4 (2%) 3 (2%) 9 (5%) 2 (1%) 

60 month* 
N=171 16 (9%) 3 (2%) 11 (6%) 2 (1%) 
Numbers are based upon the number of subjects reporting at that visit 
* No data reported for some women that indicated unusual bleeding (N=2 at 24 months; N=1 at 36, 48, 60 months) 
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In the Pivotal trial, changes in vaginal bleeding and menstrual patterns were recorded throughout 
the study over a period of 5 years (Table 10).    Additionally, recurrent and persistent menstrual 
irregularities were reported.  
 
 
Table 10: Reports of menstrual irregularities, rates of recurrence, and persistence during 

the Pivotal trial 

* Recurrent: symptom reported at more than one visit during the follow-up period (i.e., symptoms do not have to be 
reported on consecutive visits). The denominator (N) is the sum of all unique patients who responded over the 
course of their follow-up period.  Not all women responded at all follow-up visits 

**Persistent: symptoms reported at all visits during the follow up period 
 

Follow-up visit Irregular 
menses 

Bleeding 
between 
menses 

Heavier than 
usual menstrual 

flow 

Less than usual 
menstrual flow 

Baseline N=518 9 (1.7%) 12 (2.3%) n/a n/a 
3 months PDP 48 (10.3%) 

N=467 
110 (23.6%) 

N=466 
89 (19.2%) 

N=463 
56 (12.1%) 

N=463 
3 months PAC 36 (8.2%) 

N=440 
40 (9.1%) 

N=440 
96 (21.9%) 

N=439 
55 (12.5%) 

N=439 
6 months PAC 36 (8.2%) 

N=437 
29 (6.6%) 

N=437 
94 (21.6%) 

N=435 
57 (13.1%) 

N=435 
12 months PAC 35 (7.7%) 

N=455 
31 (6.7%) 

N=460 
77 (16.8%) 

N=458 
67 (14.6%) 

N=458 
18 months PAC 19 (4.6%) 

N=410 
42 (10.2%) 

N=411 
70 (17.0%) 

N=411 
63 (15.3%) 

N=411 
24 months PAC 20 (4.6%) 

N=435 
32 (7.4%) 

N=435 
89 (20.6%) 

N=432 
53 (12.3%) 

N=432 
36 months PAC 31 (7.4%) 

N=420 
25 (6.0%) 

N=420 
83 (20.2%) 

N=411 
47 (11.4%) 

N=411 
48 months PAC 33 (8.4%) 

N=393 
33 (8.3%) 

N=396 
69 (17.9%) 

N=386 
52 (13.5%) 

N=386 
60 months PAC 45 (11.7%) 

N=386 
29 (7.5%) 

N=386 
74 (19.6%) 

N=377 
40 (10.6%) 

N=377 
Recurrent* 70 (14.8%) 

N=473 
89 (18.8%) 

N=473 
177 (37.5%) 

N=472 
110 (23.3%) 

N=472 
Persistent year 1** 3 (0.7%) 

N=455 
2 (0.4%) 
N=460 

7 (1.5%) 
N=458 

12 (2.6%) 
N=458 

Persistent year 2** 0 (0%) 
N=435 

1 (0.2%) 
N=435 

4 (0.9%) 
N=432 

3 (0.7%) 
N=432 

Persistent year 3** 0 (0%) 
N=420 

1 (0.2%) 
N=420 

4 (1.0%) 
N=411 

2 (0.5%) 
N=411 

Persistent year 4** 0 (0%) 
N=393 

0 (0%) 
N=396 

3 (0.8%) 
N=386 

1 (0.3%) 
N=386 

Persistent year 5** 0 (0%) 
N=380 

0 (0%) 
N=386 

2 (0.5%) 
N=377 

0 (0%) 
N=377 
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Irregular menses were reported at rates ranges from 4-12%.  Heavier than usual menstrual flow 
was more commonly reported at 16-22% while less than usual menstrual flow was reported at 
rates ranging from 10-15%.  Menstrual irregularities that were persistent occurred at rates 
ranging from 0-3% with the highest rate being changes reported as “less than usual flow.” 
 
Headache 
 
Eleven cases of headaches were reported in 10/206 (4.9%) of subjects in the Phase II trial over 
the duration of the study.  In the Pivotal trial, 226 cases of headaches were reported in 98/518 
(18.9%) of subjects over the duration of the study.     
 
Nickel Allergy/Hypersensitivity 
 
There were no reported cases of nickel or metal allergy reaction identified in the Phase II and 
Pivotal clinical trials.  Subjects were not tested for nickel or metal sensitivity at baseline or 
subsequent to Essure placement as part of the study. 
 
Perforation and intraperitoneal migration 
 
In the Phase II and Pivotal studies, perforations were discovered on the day of placement (on x-
ray), at the Essure confirmation test, or during subsequent laparoscopic surgery.  Details 
surrounding these perforations included surgical and histological findings when available. 
 
In the 5-year follow-up of the Phase II trial, one perforation was identified in addition to the 6 
identified premarket.  Therefore, the rate of perforation at 5 years reported in the Phase II study 
was 7/227 (3.1%).  In the Pivotal trial there were 5 perforations reported in the first year of 
reliance (Table 4). There were no additional perforations reported in the post-approval follow up.  
The rate of perforation at 5 years was therefore 5/476 (1.1%). 
 
Of the 7 perforations reported in the Phase II study, 6 of the devices were reported as 
“intraperitoneal.”  Intraperitoneal devices were those either partially or completely within the 
peritoneal cavity. No other intraperitoneal devices were reported in this study. 
 
Deaths 
 
There were no deaths reported in the final 5-year report for the Phase II trial.  A single death was 
reported secondary to leukemia during the post-market follow up of the Pivotal trial. 
 
Essure insert removal 
Information on device removal in the Phase II and Pivotal trials was not systematically reported 
and was compiled from various investigator reports.  In the 5 year data from the Phase II and 
Pivotal trials, a total of 32 women were reported to have devices removed.  Of these cases, 12 
occurred in the Phase II trial (12/206, 5.8%) and 20 occurred in the Pivotal trial (20/476, 4.2%) 
(Table 11). 
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Table 11: Number of women in which device removal was performed during the Phase II 

and Pivotal Studies up to 5 years of follow up. 
 

 Phase II Pivotal 
Total device removals 12 20 
Laparoscopic removal 4  5* 
Hysteroscopic 
removal   1** - 

Hysterectomy 5 15 
Other removal     2*** - 

*Inserts were removed laparoscopically prior to IVF in a woman who desired pregnancy, four others at time 
of sterilization 
**In one woman, device removal was attempted hysteroscopically during the placement procedure 
***Includes one woman in which devices were removed via cornual resection and one woman in which 

devices were removed via laparotomy. 

 
Circumstances leading to the hysterectomies with device removal in Table 11 were: 

• Abnormal bleeding (7) 
• Heavy bleeding and pain (2) 
• Pain (3) 
• Prolapse (2) 
• Asherman’s Syndrome (1) 
• Uterine myoma (1) 
• Unknown (4) 

 
Circumstances surrounding the laparoscopic, hysteroscopic, and other device removals in Table 
11 were: 

• Tubal ligation following unsatisfactory placement (8) 
• Pain (2) 
• Desire for fertility (1) 
• Unsatisfactory location during placement procedure (1) 

 
In addition to the above, there was one case in the Phase II study and four cases in the Pivotal 
study in which salpingectomies for sterilization were performed, but information regarding 
device removal was not available 

V.     Post-Market Data: Sources 
 
As described in Section IV, FDA ordered post-approval studies for the Essure original PMA, 
including but not limited to follow-up of the Phase II Study and Pivotal Study premarket cohorts 
for a total of five years. 
 
The remainder of FDA’s memo will summarize safety and effectiveness data for the Essure 
device which has been developed since the original PMA approval in 2002 and outside of the 
original corresponding post approval studies which were discussed above and which collected 
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data out to 5 years on the IDE cohorts.  A particular emphasis will be placed on specific events 
or outcomes of interest which have become a significant concern to the patient community.   
 
This section of the memo describes the sources of the data which FDA reviewed – the results 
will be presented in Sections VI and VII below.  These sources of data, which will be described 
in more detail, include the ongoing ESSTVU prospective clinical trial used to support approval 
of TVU as an alternate confirmation tool (PMA Supplement 41), clinical studies cited in the 
recent peer-reviewed medical literature, published or presented case reports/series, Medical 
Device Reports (MDRs) submitted to the FDA’s Manufacturer and User Facility Device 
Experience (MAUDE) database since approval, current product labeling, and information from 
social media listening tools and outside-the-US regulatory bodies.     
 
ESSTVU Study Safety Data (“TVU Study”) 
 
As noted previously, FDA recently approved a change to the Essure confirmation test protocol to 
allow TVU as a possible test in certain cases.  This change was approved in Supplement 41 to 
the PMA and was supported by the ongoing ESSTVU Study 16974 prospective, multi-center, 
international study, which includes 597 women ages 21-44.  Enrollment took place from May 
2011 – October 2012; data for subjects with 1 year follow-up supported the approval of the PMA 
Supplement.  The subjects in this study continue to be followed; the results are reported to FDA 
annually.  Pertinent safety information from the ESSTVU study current to the most recent annual 
report (data up to June 2015) will be presented for the outcomes of interest in Section VII. 
 
Literature: Peer-Reviewed Studies 
 
 A PubMed search was conducted on June 26, 2015, using the strategy “Essure OR 
(hysteroscop* AND sterili*)” in order to identify articles pertaining to the following topics:  

1) Pregnancy-related outcomes including unintended pregnancies after Essure placement; 
2) Safety issues and adverse events after Essure placement;  
3) Patient satisfaction with the Essure procedure and device; 
4) Confirmation testing, including patient compliance; 
5) Placement rates and problems, including migration and expulsion, and physician learning 

curve. 
 

The literature studies reviewed and summarized in Sections VI and VII had a number of 
limitations. Many studies were retrospective reviews which may be more susceptible to study 
bias than prospective studies, and which can lead to biased estimates of incidence rates. Very 
few articles reported data for a comparison group receiving an alternate sterilization procedure, 
such as tubal ligation. Therefore, it was difficult to assess incidence rates and device-relatedness 
of events such as menstrual irregularities as compared to the general population or women who 
receive other sterilization procedures. Publications were often single-site studies which reported 
results obtained by physicians with extensive device experience and some publications may have 
been reporting on the same study or patient population from a given center at different time 
points. Study enrollment varied considerably in numbers of patients included. In addition, some 
studies provided limited follow-up in terms of duration and/or percentage of patients completing 
follow-up. Details (such as timing after procedure and intervention) about events such as device 



27 
 

migration and perforation were lacking in many articles.  Multiple studies and authors listed 
affiliation with the manufacturer of Essure (Conceptus or Bayer), which may introduce a 
publication bias toward publishing positive results.  Multiple (10) articles were translated to the 
best of our ability from French, Spanish, or Finnish to English, in order to better assess the 
effectiveness and safety profile of Essure (especially in light of differing confirmation test 
protocols in Europe), but there was a possibility for translation error. Finally, one article 
presented combined data for Essure and Adiana sterilization devices, and results were not 
stratified by device.17  
 
Literature: Case Reports/Series  
Using the criteria above, PubMed, Embase, and Google Scholar were also searched for case 
reports and series, as well as abstracts, posters, and presentations which cited safety-related 
outcomes following Essure placement. Information from these sources will be summarized 
separately from peer-reviewed clinical studies within each safety outcome section below 
although similar limitations (e.g., retrospective reviews, single-site reports, limited follow-up, 
etc.) apply. 
 
Medical Device Reports (MDRs) 
 
Each year, the FDA receives several hundred thousand medical device reports (MDRs) of 
suspected device-associated deaths, serious injuries, and malfunctions.  The MAUDE database 
houses MDRs submitted to the FDA by mandatory reporters (manufacturers, importers and 
device user facilities) and voluntary reporters, such as health care professionals, patients and 
consumers.  The FDA uses MDRs to monitor device performance, detect potential device-related 
safety issues, and contribute to benefit-risk assessments of these products.  MDR reports can be 
used effectively to:  
 
 Establish a qualitative snapshot of adverse events for a specific device or device type 
 Detect actual or potential device problems used in a “real world” setting/ environment, 

including: 
 

ᵒ rare, serious, or unexpected adverse events 
ᵒ adverse events that occur during long-term device use 
ᵒ adverse events associated with vulnerable populations 
ᵒ off-label use 
ᵒ use error 

 
Although MDRs are a valuable source of information, this passive surveillance system has 
limitations, including the potential submission of incomplete, inaccurate, untimely, unverified, or 
biased data.  In addition, the incidence or prevalence of an event cannot be determined from this 
reporting system alone due to potential under-reporting of events and lack of information about 
frequency of device use.  Because of this, MDRs comprise only one of the FDA's several 
important post-market surveillance data sources.  Other limitations of MDRs include, but are not 
limited to: 
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 MDR data alone cannot be used to establish rates of events, evaluate a change in event 
rates over time, or compare event rates between devices.  The number of reports cannot 
be interpreted or used in isolation to reach conclusions about the existence, severity, or 
frequency of problems associated with devices.  

 Confirming whether a device actually caused a specific event can be difficult based 
solely on information provided in a given report.  Establishing a cause-and-effect 
relationship is especially difficult if circumstances surrounding the event have not been 
verified or if the device in question has not been directly evaluated.  

 MAUDE data is subjected to reporting bias, attributable to potential causes such as 
reporting practice, increased media attention, and/or other agency regulatory actions. 

 MAUDE data does not represent all known safety information for a reported medical 
device and should be interpreted in the context of other available information when 
making device-related or treatment decisions. 

 
As such, MDR numbers and data should be taken in context and along with other scientific 
information. 
 
Within the MDR sections of this memo, reference will occasionally be made to “patient problem 
codes or PPCs.”  A given PPC is intended to indicate the effects that an event may have had on 
the patient, including signs, symptoms, syndromes, or diagnosis.  It should be noted that a given 
report may contain more than one PPC (no maximum) and that a report may not have every 
event captured as a coded PPC. 
              
For the purpose of this review memo, the MAUDE database was queried for all reports related to 
Essure entered into FDA’s database prior to June 1, 2015.  This resulted in a total of 5,093 
reports since approval.  Figure 5 below provides an overview of the number of reports received 
per year broken down by the report source.  As can be seen, there was a sharp increase in the 
number of MDRs received starting in 2013, largely due to a large number of voluntary reports 
being submitted.  However, it should be noted that many of the MDRs received in/after 2013 
described events from earlier years.  
 
Note: FDA sends copies of voluntary reports to the device manufacturer, who evaluates the data 
and submits MDRs for those it considers to meet the mandatory reporting criteria.  Because of 
this, there are many instances in which multiple MDR reports have been submitted for the same 
event.  It is not usually possible to accurately match voluntary reports to manufacturer reports. 
Due to the potential duplicative reporting of adverse events, as well as the known limitation of 
underreporting, it is not possible to use MDR data to determine the actual number of incidents 
that have occurred in clinical practice. 
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Figure 5 – Number of MDRs Received per Year, Prior to June 1, 2015,  
by Report Source 

 

 
 
Of the reports received, 4608 were coded as patient injury reports, 474 as device malfunctions, 
and 11 as deaths (discussed in Section VIII) 
 
Essure Product Labeling 
 
In Sections VI and VII, parts of the currently approved physician labeling and patient labeling 
relevant or pertinent to the topic being discussed are provided within each section. The exact 
content from the labeling is provided in italics, and all tables are “cut-and-pasted” from the 
labeling brochure to provide relevant information in one place.  (Table numbers from the 
labeling may be removed so as not to cause confusion with numbering within this memo).  
Complete physician and patient labeling can be found in Appendices B and C, respectively. 
 
VI.  Post-Market Effectiveness Outcomes (Non-PAS) 
 
The risks associated with a given therapeutic product or modality cannot be viewed in isolation. 
An assessment of a device’s overall performance and benefit-risk profile must include 
consideration of the effectiveness of the device.  As such, Section VI provides a review of 
literature and MDRs related to pregnancy outcomes and patient satisfaction for the Essure 
System. 
 
A. Unintended Pregnancy 
 
For the Essure System, effectiveness depends on procedural outcomes, including the rates at 
which devices can be placed (i.e., bilateral placement rate) and the rates at which patients who 
had devices placed successfully can rely on the device (i.e., reliance rate).  As with any surgical 
or interventional procedure, outcomes may be dependent on the training or experience of the 
physician or device user.  FDA also sought to assess information related to the “learning curve” 
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associated with the use of the Essure System, published since the original PMA and its PAS.  
Appendix A addresses the post-market literature regarding device placement rates, physician 
learning curve, and patient compliance with confirmation testing requirements. 
  
The effectiveness of a permanent birth control procedure is determined by its ability to prevent 
unintended pregnancies while the woman or partner is not using any other methods of 
contraception.  As discussed previously, surgical tubal ligation is considered an effective 
permanent sterilization procedure, but it is not 100% effective.  It is important to note that, unlike 
surgical tubal ligation, which is effective immediately, the Essure System relies on the following: 
 

• patient compliance with utilizing alternative birth control until a satisfactory confirmation 
test 

• performance of the alternative birth control 
• patient compliance with undergoing a confirmation test 
• correct interpretation of the confirmation test. 

 
The premarket studies used to support original PMA approval of the Essure System had zero 
pregnancies among 632 patients who relied on the Essure device for one year following 
confirmation testing (and out to 5 years of follow up).  However, pregnancies may occur in the 
commercial setting because of device failure or because of patient compliance or other issues 
related to confirmation testing.  
 
Literature on Unintended Pregnancy 
 
When assessing rates of unintended pregnancies after Essure placement, it is important to 
differentiate among: 
 

• luteal phase pregnancies that are already present but unrecognized at the time of the 
Essure procedure,  

• pregnancies that occur between Essure placement and the three month confirmation test, 
and  

• pregnancies that occur after the three month confirmation test.  
 

Previous systematic reviews have concluded that unintended pregnancy is rare in women with 
successful confirmation tests22 with rates comparable to other methods such as tubal ligation.23  
Retrospective analysis of worldwide data from FDA’s MAUDE database, literature, and 
manufacturer reports has suggested that many unintended pregnancies are associated with patient 
or physician noncompliance and misinterpreted or misleading confirmation tests24,25 and that 
failure rates of Essure are likely to vary by “perfect use” versus “typical use”.26  For example, 
FDA’s literature review showed that compliance rates with confirmation testing ranged from 
28.8% to 100% (see Appendix A for additional information regarding patient compliance with 
confirmation testing).  
 
Tables 12 and 13 present data on occurrences of unintended pregnancy after Essure placement 
from published articles that were identified by the current review in addition to select articles 
identified by the FDA’s 2009 literature review.  Table 12 focuses on unintended pregnancies 
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occurring in the first 3 months following device placement, usually before confirmation testing.  
Most studies were retrospective reviews, so follow-up time may vary.  Table 13 provides 
unintended pregnancies occurring in studies with follow-up of more than one year; some of the 
pregnancies in these studies may also be in the first 3 months. 
 
Most articles reported low rates of unintended pregnancy, including zero pregnancies in the post-
approval five year follow-up study (excluding luteal phase pregnancies).27  However, this study 
suffered from high rates of loss to follow-up of the original intent-to-treat population (~30%). 
Several authors reported unintended pregnancies after patient noncompliance with confirmation 
testing or using alternative contraception in the three month period before confirmation 
testing.28,29,30,31,32,33  There were also a number of unintended pregnancies that occurred after an 
apparent successful confirmation test.34,35,36,37  Of note, Povedano, et al., reported one pregnancy 
that occurred 32 months after Essure placement and successful x-ray and ultrasound 
confirmation testing; after delivery, HSG showed apparent bilateral occlusion, but a tubal 
perforation of the insert, rather than occlusion was found upon laparoscopy. 36 Sakinci, et al., 
reported one pregnancy nine months after abandoning alternative contraception; after termination 
of the pregnancy, subsequent repeat HSG again showed bilateral occlusion.  The patient chose to 
undergo laparoscopic tubal sterilization; no perforation was noted.37 
 
An analysis of French hospital discharge data reported that 39,169 Essure procedures were 
performed between 2006-2010, and Essure patients became pregnant at a statistically 
significantly lower rate (143 unintended pregnancies, or 0.36%) than laparoscopic ligation 
patients (0.46%; hazard ratio 0.62, 95% CI: 0.40-0.96).38  Information regarding confirmation 
test results or time interval between sterilization and pregnancy was not presented. 
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Table 12. Unintended pregnancies occurring before or near the time of confirmation 

testing (Studies with three months of follow-up). 
 

Author Country n Unintended Pregnancy 
Anderson, 201339 U.S. 638 Multiple pregnancies before 

confirmation  
Aparicio-Rodriguez-
Minon, 201534 

Spain 

517 

6/467 (1.3%) with successful 
confirmation test** 
1/41 (2.4%) without confirmation 
test** 

Connor, 201140 U.S. 118 0/40 in women with additional 
follow-up 

Duffy, 200529 U.K. 
55 

1/55 (1.8%): noncompliant with 
confirmation test, possibly due to 
immediate expulsion of 1 device 

Grosdemouge, 200941 France 1061 2 pregnancies: 1 luteal phase, and 1 
after unsatisfactory confirmation test 

Lazarus, 201235 U.S. 235 1 after successful confirmation test** 
Legendre, 201130 France 311 2/293 (0.7%): both noncompliant 

with confirmation 
Levie, 200631 U.S. 96 1/96 (1.0%): noncompliant with using 

alternative contraception 
Panel, 201142 France 382 0/382 
Rajecki, 201443 Finland 120 0/120 
Rodriguez, 201344 U.S. 229 0/229 
Savage, 200932 U.S. 884 8 pregnancies: 4 unsuccessful HSG, 3 

misread HSG, 1 noncompliant HSG 
Shah, 201145 U.K. 18 0/17 
Veersema, 201046 Netherlands 47 0/47 

* NR=Not reported. 
**Timing of pregnancy not reported. 
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Table 13.  Long term data for unintended pregnancy (Studies with > 1 year of follow-up). 

Article Country n Length 
of F/U Unintended Pregnancy 

Andersson, 200947 Sweden 57 Mean 23 
months 

0/57 

Arjona, 200828 Spain 1615 Up to 42 
months 

3/1615 (0.2%): at least 1 due to patient 
noncompliance (did not use alternative 
contraception) 

Chern, 200548 Singapore 77 1218 
woman-
months 

total 

0/77 

Chudnoff, 201527 
Cooper, 200349 

Europe, 
U.S., 

Australia 

518 5 years 0/453 for women with follow-up data 
at 5 yrs 
4 luteal phase pregnancies 

Donnadieu, 200750 France 20 Mean 14 
months 

0/20 

Franchini, 201151 Italy 45 5 years 0/45  
Kerin, 200352 Europe, 

U.S., 
Australia 

198 21-45 
months 

0/198 

Lopes, 200853 France 140 18-58 
months 

0/140 

Povedano, 201236 Spain 4306 1 year 7/4242 (0.2%): 3 before confirmation 
test, 4 after confirmation test 

Rios-Castillo, 
201354 

Spain 1321 5 years 3/1200 (0.3%): 2 luteal phase, and 1 
before confirmation test due to device 
migration 

Sakinci, 201537 Turkey 32 8 years 1/30 (3.3%): 9 months after successful 
confirmation test 

Shavell, 200833 U.S. 79 Up to 4 
years 

1/79 (1.3%): noncompliant with 
confirmation test 

Syed, 200755 U.S. 20 2 years 0/20 

Thiel, 201156 Canada 610 6 years 2 pregnancies: both diagnosed before 
confirmation test 

Veersema, 201157 Nether-
lands 

1145 2 years 4/1037 (0.4%): 2 due to device 
expulsions, 1 due to placement failure, 
1 due to perforation 

Wittmer, 200658 U.S. 52 10-26 
months 

0/52 

*NR=Not reported. 
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MDR Reports on Unintended Pregnancy 
 
Since the Essure System was approved in 2002 through June 1, 2015, FDA has received 337 
MDR reports related to unintended patient pregnancy associated with Essure use.  This includes 
21 reports which cite more than one pregnancy in a given patient post-Essure placement and 69 
involving ectopic pregnancy.   
 
Of the 127 MDRs which cited a pregnancy and provided a fetal outcome, 76 reported a live 
birth, 32 reported a miscarriage, and 19 reported electively terminating the pregnancy.   
 
Essure Physician Labeling Related to Pregnancy  
 
The following information regarding pregnancy is provided in the Essure Physician Labeling 
(Appendix B). 
 
Warnings 
 

• Pregnancies (including ectopic pregnancies) have been reported among women with 
inserts in place. Some of these pregnancies were due to patient non-compliance, which 
included failure to: 
 

o Use alternate contraception during the 3-month “waiting period” prior to Essure 
Confirmation Test (modified HSG); 

o Return for the Essure Confirmation Test (modified HSG) to determine if the 
inserts are in the correct location and tubal occlusion is present; and  

o Use alternate contraception or undergo sterilization by another method if the 
Essure Confirmation Test (modified HSG) reveals tubal patency.  In this case, the 
clinician should inform the patient of the Essure Confirmation Test (modified 
HSG) finding and counsel her not to rely on the Essure System for contraception.  

 
Therefore, it is critical that clinicians properly counsel patients regarding the risk of 
pregnancy (including ectopic pregnancy) attributable to non-compliance during all 
stages of the Essure procedure. 
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Clinical Trial Results 
 

                    
 
Commercial Setting Data 
 
In the commercial setting, unintended pregnancies have been reported in women who have worn 
the inserts.  
 
[The table below] summarizes the reasons for pregnancy from reports received by Bayer 
HealthCare LLC and additional reports from the published scientific literature. 
 

            
 
The majority of unintended pregnancies are preventable.  Most unintended pregnancies are 
related to patient non-compliance and physician misinterpretation of the Essure Confirmation 
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Test.  In order to ensure maximum contraceptive effectiveness by Essure, the physician should 
ensure that the patient is properly counseled in accordance with Section XI.  It is also important 
to evaluate both insert location and occlusion carefully before telling the patient that she may 
rely on Essure for contraception. 
 
Essure Patient Labeling Related to Pregnancy 
 
The following information regarding pregnancy rates is provided in the Essure Patient Labeling 
(Appendix C). 
 

• The Essure procedure is 99.83% effective, based on five-year clinical study data. 
• No birth control method is 100% effective. There is a chance that you can become 

pregnant after completing the Essure procedure.  In the original premarketing studies for 
Essure, no pregnancies were reported for women who had Essure inserts for up to 5 
years. Although successful pregnancies have been reported with Essure devices, if you do 
become pregnant after Essure, the risks to you, the fetus, the pregnancy and childbirth 
are unknown. 

• The risks to you and your fetus if you get pregnant after the Essure procedure are not 
known 

 
B.  Patient Satisfaction 
 
In the Pivotal study, at all study visits after the 1-week phone visit, 99% of women rated their 
comfort with wearing Essure as “good” to “excellent” and > 97% rated their overall satisfaction 
as somewhat to very satisfied (including women not able to rely on Essure). 
 
Literature 
 
In FDA’s review of the current published literature, 8 articles reported rates of patient 
satisfaction after the procedure by asking patients to rate their level of satisfaction with Essure, 
or state whether they would recommend Essure to a friend or relative (see Table 
14).27,30,37,41,43,59,60,61  All articles reported satisfaction rates of 93% or higher.  Five articles 
measured satisfaction at the time of the three month confirmation test.30,41,43,60,61  The other three 
articles measured satisfaction at up to one year,59 five years,27 and eight years37 of follow-up. 
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Table 14. Patient satisfaction 
 

Article N Time of 
F/U 

Satisfaction Rating 
Scale Satisfaction Rate 

Grosdemouge, 
200941 

1061 3 mos Scale: 1 (dissatisfied) to 
5 (very satisfied) 

93% satisfied or very satisfied 

Legendre, 
201130 

311 3 mos Very satisfied, somewhat 
satisfied, neither satisfied 
nor dissatisfied, 
somewhat dissatisfied, or 
very dissatisfied 

95% very satisfied 

Ploteau, 
200960 

168 3 mos Very satisfied, satisfied, 
somewhat satisfied, or 
not satisfied 

93% (145/156) satisfied or 
very satisfied 

Rajecki, 
201443 

120 3 mos Scale: 1 (very 
dissatisfied) to 5 (very 
satisfied) 

96% satisfied 

Rufenacht, 
201561 

143 3-16 mos • Satisfied (yes/no) 
• Whether they would 

recommend the 
procedure to a friend 

• 89.2% (107/120) satisfied 
• 95.8% (115/119) would 

recommend to friend 

Sakinci, 
201537 

32 3 mos 
 

8 yrs 

• To what extent they 
were satisfied 

• If they recommend 
the method to 
anybody else 

• At 3 months: 100% (30/30) 
happy with procedure, 
would recommend to 
friend 

• At 8 years: 100% (26/26) 
happy with result of 
procedure, would 
recommend to friend* 

Levie, 201059 209 1-12 mos • Rate satisfaction on a 
scale from 1-5, with 1 
being “not satisfied” 
and 5 being “very 
satisfied” 

• Whether they would 
have the procedure 
done again 

• Whether they would 
recommend the 
procedure to a friend 

• Average satisfaction score: 
4.7 (SD 0.71) 

• 93% (164/176) would do 
procedure again 

• 98% (173/176) would 
recommend to friend 

Chudnoff, 
201527 

518 5 yrs Very satisfied, somewhat 
satisfied, neither satisfied 
nor dissatisfied, 
somewhat dissatisfied, or 
very dissatisfied 

98% (376/384) somewhat or 
very satisfied 

*One patient who became pregnant after the three month confirmation test was excluded from eight year follow-up. 
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VII.    Post-Market Safety Outcomes (Non-PAS) 
 
As indicated previously, FDA has noted a significant rise in the number of adverse event reports 
submitted in the past 1-2 years, in particular from women who had been implanted with the 
device. There have been different types of events or symptoms reported in those MDRs and 
Table 15 below provides a summary of many of those, listed by body system or symptom 
complex. 
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  Table 15. Symptoms Reported in Essure MDRs 
 

GYNECOLOGICAL 
• Menorrhagia 
• Menstrual irregularities 
• Amenorrhea 
• Constant spotting 
• Metorrhagia 
• Polymenorrhea 
• Dysmenorrhea 
• Hot flashes 
• Premenstrual Dysphoric 

Disorder 
• Loss of libido 

• Pelvic pain 
• Cramping 
• Abdominal spasms 
• Dyspareunia 
• Breast tenderness 
• Breast engorgement 

• Pregnancy 
• Miscarriage 
• Early menopause 
• Endometriosis 
• Adenomyosis 
• PCOS 
• PID 
• Adhesions 

• Ovarian cysts  
• Uterine cysts 
• Uterine fibroids 
• Fallopian tube cysts 
• Uterine infection 
• Bacterial vaginosis  
• Yeast infections 
• Vaginal discharge  
• Urinary tract 

infections 
• Cervical dysplasia 

GENERAL PAIN NEUROLOGICAL GASTROINTESTINAL 
• Fatigue 
• Weight gain or loss 
• Edema/swelling 
• Excessive sweating 
• Fevers 
• Night sweats 
• Insomnia 
• General aches/pains 
• Vitamin D deficiency 
• B12 deficiency 
• Dental caries, chipping 
• Changes in vision 
• Changes in hearing 

• Abdominal pain 
• Pelvic pain 
• Low back pain* 
• Leg pain 
• Joint pain 

 

• Headache/Migraine 
• Dizziness 
• Vertigo 
• Paresthesia 
• Weakness 
• Tremors 
• Cognitive (“fog”) 
• Memory loss 
• Seizures 
• Stroke symptoms 
• Syncope 
• Myasthenia gravis 
• Multiple sclerosis 

• Nausea 
• Vomiting 
• Diarrhea 
• Constipation 
• Metallic taste in mouth 
• Heartburn 
• Metallic taste 
• Abdominal pain 
• Abdominal cramping 
• Gallstones 
• Pancreatitis 

RENAL/URINAY DERMATOLOGICAL MUSCULOSKELETAL PSYCHIATRIC 
• Polyuria 
• Incontinence 
• Hematuria 
• Kidney stones 
• UTIs 

• Rash, hives 
• Alopecia 
• Pruritis  
• Easy bruising 
• Dry skin 
• Acne 

• Back pain 
• Joint pain 
• Tendonitis 
• Muscle spasms 
• Rheumatoid arthritis 

• Mood changes 
• Depression 
• Anxiety 
• Panic attacks 
• Mood swings 
• Irritability 

HEMATOLOGICAL IMMUNOLOGICAL CARDIOVASCULR RESPIRATORY 
• Anemia (IDA) 
• Blood clots, emboli 
• ITP 

• Food, chemical, 
metal  sensitivities  

• Difficulty fighting 
infections 

• Frequent infections 

• Palpitations 
• Chest pain 

• Sleep apnea 
• Pulmonary embolism 

ENDOCRINE AUTOIMMUNE   
• Hypoglycemia 
• Thyroid disease 
• Adrenal problems 
• Degenerative bone 

disease 

• SLE 
• Rheumatoid arthritis 
• Fibromyalgia 
• Raynaud’s 
• Myasthenia gravis 
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The majority of MDRs received by FDA (particularly since late 2013) each contain multiple, 
concurrent symptoms believed to be associated with, or a consequence of, having the Essure 
device implanted.  Figure 6 below depicts the number of Patent Problem Codes (PPC) contained 
within a given MDR.  As can be seen, many listed more than 10, and some, more than 20. 
 

Figure 6. Number of Patient Problem Codes per MDR Report 
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FDA sought to focus our review on available data related to specific adverse events which have 
been more commonly discussed or reported in the patient community and in our MDR database 
including 

• Pain and cramping (abdominal, pelvic) – with a focus on chronic/persistent pain 
• Abnormal bleeding or menstrual irregularities 
• Headache  
• Metal allergy/sensitivity.   

 
 

A. Post- Procedural Pain (Chronic/Persistent Pain) 
 
Pain is a well-known and commonly reported complaint during the Essure insertion procedure 
and recovery period. In the Pivotal study, almost 30% of women reported cramping during the 
recovery period, and 13% reported pain.  However, the pain/discomfort experienced during the 
procedure typically resolves within hours or days.  Kerin, reporting data from the Phase II trial52, 
noted that of those patients who did experience procedural or peri-procedural pain, 59% had the 
pain resolve within 1 day, 88% within 3 days, and 99% within 1 week.  Two patients had pain 
last longer than 1 week – but both resolved within 2 weeks.  In Arjona’s prospective study of 
over 1600 women at one Spanish site, 7% of patients needed oral analgesics for 1-2 days after 
the procedure.28  Mino, reporting on a population of 857 patients from the same institution, noted 
that of the fewer than 10% of patients who took oral analgesics following the procedure, 43% 
took the drugs on the day of the procedure alone, 30% for 2 days, 13% for 3 days, and 12% for 4 
or more days.  This latter group accounted for only 1% of the overall population. 62 
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Abdominal and pelvic pain are common symptoms, and both acute and chronic pain may arise 
from multiple sources, including organs of the digestive, genitourinary reproductive, 
musculoskeletal, and nervous systems.  As such, in many cases, it may be challenging to 
definitively link persistent or new abdominal or pelvic pain to the Essure System.  However, 
several potential Essure device-related causes of post-procedural pain have been suggested, 
including, but not limited to: 
 

• Malpositioned device within the  fallopian tube, including subserosal placement or a  
kinked insert 

• Uterine or fallopian tube perforation (discussed below) 
• Migration with intra-abdominal or pelvic organ damage (see below) 
• Infection 
• Tubal pressure from > 1 insert within a tube (not consistent with device labeling)  
• Nickel allergy with or without local inflammation 
• Concurrent procedure (e.g., endometrial ablation, not consistent with device labeling). 

 
It should be emphasized that the presence of any of the above does not necessarily mean the 
device recipient will have/develop pain, and likewise, pain may develop in the absence of any of 
these.   
 
ESSTVU Study Safety Data Related to Pain 
 
In the most recent annual report for the ESSTVU study (including data current to June 2015), 
pelvic pain was recorded in 4.7% of subjects and abdominal pain in 2.7%.   In addition, 
dysmenorrhea was noted in 2.5% of subjects, and dyspareunia in 0.7%.  These rates do not 
include procedural pain, but do include events that occurred any time during the first year after 
the procedure.  
 
Literature Related to Persistent Pain 
 
In 2013, Al-Safi, et al., reported that there were 217 reports of Essure-related pain within the 
MDR database from 2002-2012.  The onset of the pain ranged from immediately after placement 
to years after the procedure, and in 54 cases, perforation was discovered during subsequent 
imaging or surgery.63  However, post-procedural pain has not been a common outcome reported 
in the literature.  In the current review, there were several articles that specifically looked at the 
occurrence of Essure-related chronic pain after the three month confirmation test (i.e., not 
intraoperative or postoperative pain).  Conover, et al., used claims data from a large cohort of 
U.S. women with employer-provided health insurance plans who received hysteroscopic 
sterilization with either Essure or Adiana devices (no longer available in the U.S. market), and 
reported that 236 of 26,927 women (0.88%) experienced opioid-managed pelvic pain at a mean 
follow-up time of 275 days.  This rate was comparable to a similar cohort of women who 
underwent laparoscopic sterilization, of which, 420/44,948, or 0.93% experienced pelvic pain 
with a mean of 283 days of follow-up (between-group differences were not statistically 
significant, OR= 0.97 (0.83;1.14)). The authors defined the pelvic pain outcome with the 
following criteria: (1) at least two diagnoses relating to pelvic pain, including dysmenorrhea, 
abdominal pain, or symptoms associated with female genital organs, and (2) at least two opioid 
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prescriptions filled on separate days.  This study excluded women who experienced childbirth 
within six months of sterilization, underwent concurrent endometrial ablation, or had a history of 
opioid use or pelvic pain.17  Results were not stratified by type of device (Essure vs. Adiana). 
 
A retrospective cohort study using data on 458 subjects with successful bilateral Essure 
placement at a U.S. university medical center recently reported a higher rate of chronic pain 
(4.2%), defined as pain lasting >3 months after insertion.  Of those with chronic pain, 75% 
reported pain within 130 days of the procedure, and 91% had appropriate tubal occlusion 
confirmed with HSG. The authors reported that those with a previous diagnosis of any chronic 
pain before the Essure procedure (chronic pelvic pain, chronic low back pain, chronic headache, 
and fibromyalgia) were six times more likely to report chronic pain after Essure (OR=6.15, 95% 
CI: 2.09-18.05).  The authors did not identify causes of pain (such as perforation) for each 
individual, but suggested that a causal relationship between Essure and chronic pain was likely in 
these patients due to the temporal relationship of procedure and pain onset, and suggested that 
HSG may not enable discernment of small perforations or malpositioning that may cause pain.64  
 
Arjona-Berral reviewed the medical records of 4,274 women who received Essure in a hospital 
in Spain and published findings in 2014.  Seven women (0.16%) returned to the hospital seeking 
device removal for “chronic pelvic pain” which started either immediately or one week post-op, 
increased with time, and was not responsive to standard analgesic drugs.  At the time of the 
procedure, the surgeon reported satisfactory placement in six patients and unsatisfactory 
placement in one.  The procedure was rated as difficult by the surgeon in three cases although 
subsequent HSG demonstrated correct placement.  The other four patients received an x-ray 
confirmation test (results not given).  The Essure devices were removed either hysteroscopically 
or laparoscopically in all seven patients, with time between procedure and removal between 4-57 
months.  All seven patients reported immediate resolution  of pelvic pain after removal.65  This 
publication did not specifically comment on whether additional patients experienced chronic 
pain but were responsive to pain medications and/or did not seek device removal.  In addition, 
the rate of women experiencing pelvic pain in this study may have been an underestimate as it 
relied on the patient’s self-report of pain to the hospital and its peripheral centers.  Another 
publication from this same Spanish facility two years earlier noted one patient out of 4,306 
implanted over a 7-year period who experienced “persistent abdominal pain” (0.02%).  However, 
this patient’s symptoms did not resolve with administration of NSAIDs or after device removal.36 
 
Additionally, Sakinci, et al., recently reported that at five years follow-up of 30 patients, no 
patients reported persistent pelvic pain, and 2 patients reported a slight groin pain from time to 
time that they were unsure was related to the device.37 
 
Earlier, in 2007, Sinha published on a prospective cohort of 122 women who received the Essure 
device at a single site in the UK.66  Postal questionnaires were sent to 84 women who had 
completed 3 months of follow-up. Of the 76 patients who responded, 5 (6%) reported “new pain 
or discomfort since the procedure” and two (3%) described “new pain or discomfort with sexual 
intercourse.” In 2005, Duffy reported a cohort controlled comparative study which included 48 
women with successful bilateral Essure placement and 24 women undergoing laparoscopic 
sterilization.29 Of the 35 women in the Essure group providing data at 3 months follow-up, 4 
(11.4%) reported abdominal or pelvic pain. However, information regarding the timing of the 
events and whether any represented persistent/chronic pain was not specified.  
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Case Reports/Series Related to Persistent Pain 
 
Several published case reports describe patients with persistent pain following Essure placement 
– even if it was not the primary reason for publishing the report.  In many of these reports, the 
onset of pain was at the time of the procedure, but some reports noted a period where the patient 
was asymptomatic  for weeks or even months before it started67,68,69,70  Duration of symptoms was 
variable although some note pain that persisted for months and even years before either 
presenting for evaluation or having symptomatic relief. 69,71,72,73,74,75,76  The abdominal or pelvic 
pain may have been unilateral or bilateral, constant or intermittent, and, in cases, unresponsive to 
traditional analgesics.36, 65, 67, 73, 75,77  
 
Difficult or improper placement and perforation were noted in some cases78,79, 70, 75,76, 81 while in 
others, the authors specifically noted correct insert placement with no procedural difficulties and 
no evidence of malpositioning or perforation.65 67, 77, 80, 72 73, 79, 74 75,81   
  
Multiple case reports note that the patients underwent removal of their inserts as a treatment for 
pain presumed to be secondary to the device. Several describe hysteroscopic removal as far out 
as 55 months from placement.65, 67, 79, 74  Others describe laparoscopic removal via salpingectomy 
or salpingotomy65, 77, 71, 82, 72, 73, 83, 84  or hysterectomy/oophorectomy71, 75 – up to 4 or more years 
after insert or start of pain.  Many of the case reports which described insert removal for pain 
noted resolution of symptoms following the procedure.36,67,77,71,72,73,74,76,85,83,84  When time to 
resolution was provided it ranged from “immediately” to several weeks.  However, other cases 
noted only partial resolution of pain symptoms84, unchanged symptoms36,65,71 or even worsening 
of pain following removal.71   
 
MDR Reports Related to Pain 
 
The majority of MDRs received by FDA note the presence of abdominal or pelvic pain and/or 
cramping. The numbers of reports coded with each of these pain-related Patient Problem Codes 
(PPC) are shown below in Table 16.  Some reports were coded with multiple pain-related PPCs. 
There were a total of 3,516 reports which were coded with at least one of these PPCs indicative 
of pain. Over 69% (3516/5093) of the reports mention pain or cramping of some sort.  
 
 

Table 16.  MDRs Coded with Pain/Cramps* 
 

PPC Number of MDRs 
Pain 2907 
Pain, abdominal 1012 
Cramps 529 
Abdominal cramps 491 

*Each MDR report may contain more than 1 patient problem code. 
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There was variability in the type and amount of information provided in the MDR reports 
regarding the symptom of pain including specific information related to the timing of the onset 
of pain relative to the placement procedure, location of the pain within the abdominal/pelvic 
region, the intensity and quality of pain, the consistency of the pain (continuous versus 
cyclical/intermittent), and the duration of pain (including some beyond 8 years).  Although it is 
not possible to determine which were primarily or solely done for persistent pain, 452 total 
MDRs for Essure described women having their devices removed. As will be discussed in a later 
section (Section IX), women who underwent device removal and provided information related to 
symptom outcome generally reported improvement or resolution to their symptoms (176/196, or 
90%).    
 
Essure Physician Labeling Related to Pain 
 
Warnings 

• Some Essure patients have reported pelvic pain that may be device related.  If device 
removal is indicated, this will require surgery. 

Precautions 
• Do not advance the Essure system if the patient is experiencing extraordinary pain or 

discomfort.  Terminate the procedure and work-up patient for possible perforation. 
 
Other Statements/Study Results 

• Table (Pivotal Trial Adverse Events by Body Systems, First Year of Reliance (N=476 
patients implanted with at least one insert)) – NOTE: Table modified to include only pain 
events 

 

 
 
Essure Patient Labeling Related to Pain 
 

• You may experience mild to moderate pain and/or cramping, vaginal bleeding, and pelvic 
or back discomfort for a few days after the procedure. 

• There are reports of chronic pelvic pain in women, possibly related to Essure 
 
Summary for Persistent/Chronic Pain 
  
Reports of various types of pelvic pain ranged from < 1% to 7% throughout the follow up of the 
Pivotal study. However, persistent pelvic pain was reported in only 1 case at one and two year 
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follow up appointments. When reviewing data from these studies, it is important to recognize 
that patients with chronic pain syndromes were excluded from enrollment, and a recent 
retrospective study suggested that patients with such conditions are at significantly higher risk for 
post-procedural chronic pain.64  In addition, lack of a control group may make the assessment of  
causality or association difficult for such a common symptom. There is a paucity of clinical 
studies within the peer reviewed literature regarding persistent or chronic abdominal/pelvic pain 
following Essure placement.  Several of these have reported rates of < 1%, although these were 
largely based on retrospective data collection/review.  One recent retrospective single-site study, 
however did report a rate of chronic pain of 4.2%.64  Limited data were often available in these 
studies regarding the onset of pain, pain characteristics, and associated findings or causes (e.g., 
presence of perforation).  Interpreting chronic or persistent pain in the literature is made more 
difficult by the lack of consistent terminology and what is included in the case definition of pain.   
Multiple case reports in the literature and MDRs submitted to FDA cite pain – and when the 
information was provided, the pain often resolved with device removal.  However, information 
from case reports and MDRs cannot be used to calculate rates of the event, and considering the 
large volume of device use, it is not possible to assess whether the number of individual reports 
noted fall within the range which might be expected based on data from the prospective IDE 
studies. 
 
B. Changes in Vaginal Bleeding, Menstrual Patterns or Characteristics 
 
Many of the voluntary MDRs which have been received by FDA for  the Essure System note 
changes related to vaginal/uterine bleeding and/or menstrual symptoms.  In the Pivotal study, 
irregular menses were reported at rates ranging from 4-12% throughout the 5 year follow up 
period after subjects had discontinued alternative contraception.  However, persistent menstrual 
irregularity rates were significantly lower, ranging from 0-3%, with the higher rates of persistent 
changes reported as “less than usual flow.” 
 
ESSTVU Study Safety Data Related to Bleeding and Menstrual Changes 
 
Table 17 below lists the rates of various vaginal bleeding and/or menstrual symptoms (per 
MedDRA coding) reported in the most recent annual report from the ESSTVU study (including 
data current to June 2015). 
 

Table 17. Menstrual Symptoms from ESSTVU Study 
 

 
 
 
 
 
 
 
 
 
 
 
 

Event Rate 
Menorrhagia 3.9% 
Dysmenorrhea 2.5% 
Vaginal hemorrhage 2.3% 
Uterine hemorrhage 1.5% 
Metrorrhagia 0.8% 
Dyspareunia 0.7% 
Menstrual irregularity 0.5% 
Amenorrhea 0.5% 
Dysfunctional uterine bleeding 0.3% 
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The most commonly reported of these events has been menorrhagia with heavy and/or prolonged 
menstrual bleeding.  A total of 23 women (3.9%) reported this in the study report. 
 
Literature Related to Bleeding and Menstrual Changes 
 
Two recent articles reported information about menstrual irregularities.  In one clinical trial 
published in 2015 (published results of the 5-year Pivotal IDE cohort), one subject reported 
lower abdominal pain and very heavy periods at her 18- and 24-month follow-up visits; she 
ultimately underwent hysterectomy at 34 months.  Another subject in that trial experienced 
irregular menstrual bleeding, which resolved following dilation and curettage.  Overall, 29/473 
patients (6.1%) reported dysmenorrhea at one or more follow-up visits.  At the five year follow-
up visit, 12% of subjects reported irregular menses, 8% reported intermenstrual bleeding 
between menses, 20% reported heavier than usual menstrual flow, and 11% reported lighter than 
usual menstrual flow.27  Fifteen women underwent hysterectomy as of the five-year visit – with 
bleeding being a reason in seven of those cases, and dysmenorrhea in two.  As noted previously, 
this study suffered from a high rate of loss to follow-up, which could result in biased rates.  In a 
Turkish study, also reported in 2015, 4/30 (13.3%) patients reported an increase in menstrual 
bleeding, while 5/30 (16.7%) patients reported a decrease at eight year follow-up.37 
 
In 2009, Andersson reported a retrospective review of 61 women implanted with Essure at one 
Swedish site, 58 of whom had successful bilateral insert placement.47  Fifty (50) women 
responded to an outcomes questionnaire with a mean follow-up of 23 months (range, 7-67). 
Heavier periods were reported in 9 women although none sought medical attention. Eight 
patients reported lighter periods. In 2007, Kerin published a multi-center retrospective review of 
a subset of women undergoing repeat hysteroscopy 4-43 months following Essure placement.  Of 
545 women who had undergone the procedure at the facilities, 20 required a diagnostic second-
look due to abnormal and/or heavy bleeding.  However, it is unknown how many other women 
experienced abnormal bleeding but did not undergo a second look.86 Also in 2007, Sinha 
reported on outcomes for 76 of 84 Essure patients who responded to a 3-month questionnaire, 
noting that 26% had persistent changes in menstrual pattern including heavier-than-normal 
menses in 18%, amenorrhea in 4%, irregular bleeding in 3% and intermenstrual bleeding in 1%.66     
 
Mino, however, reported no changes in volume or pattern of menstruation in a survey of 857 
women after 3 months.62    
 
Case Report/Series Related to Bleeding and Menstrual Changes  
 
In 2013, Levie presented an abstract report describing 193 women who had undergone Essure 
placement and 139 who had surgical BTL between 2004 and 2011 at a single U.S. center.87  
Irregular cycles were experienced by 30% of Essure patients and 28% of BTL patients, and 
menorrhagia was reported in 36% and 46% respectively.   
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MDR Reports Related to Bleeding and Menstrual Changes 
 
Irregularities in vaginal bleeding, menstrual patterns or symptoms were noted in the MDR 
reports. Many reports were coded with multiple menstrual-related PPCs which resulted in a total 
of 1,580 reports which were coded with at least one of these PPCs.  Table 18 lists the more 
commonly reported PPCs related to this topic. 
 

Table 18 MDRs Coded with Menstrual Signs/Symptoms* 
 

PPC Number of MDRs 
Heavier menses 867 
Menstrual irregularities 807 
Hot flashes 187 
Intermenstrual bleeding 182 

*Each MDR report may contain more than 1 patient problem code. 
 

 
When described in the MDRs, changes in vaginal bleeding patterns after Essure placement 
included prolonged, frequent, and/or heavy menstrual bleeding when compared to prior 
experiences, irregular bleeding, intermenstrual bleeding or spotting, bleeding that was less 
frequent and/or less severe than in the past, as well as amenorrhea. However, as seen in Table 18 
above, over half of the reports noted heavier menses. 
 
Essure Physician Labeling Related to Bleeding and Menstrual Changes 
 
Observed Adverse Events from Pivotal Trial 
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Essure Patient Labeling Related to Bleeding and Menstrual Changes  
 

• Will I still get my period after the Essure procedure?  Yes, you will still have a period. 
Some women find that their period may become slightly lighter or heavier after the 
procedure.  These changes are often temporary.  They may also be due to you stopping 
your previous hormonal birth control, rather than the Essure procedure. 

 
Summary for Vaginal Bleeding and Changes in Menstrual Patterns 
 
General menstrual irregularities were reported at rates ranging from 4-12% throughout the 5 year 
follow up period of the Phase II and Pivotal trials after subjects had discontinued alternative 
contraception. Heavier than usual menstrual flow was more commonly reported at 16-22%; 
however,  less than usual menstrual flow was reported at rates ranging from 10-15%.  
Irregularities that were persistent occurred at rates ranging from 0-3%.  Few peer-reviewed 
publications have addressed the issue of changes in bleeding patterns following Essure 
placement although longer term follow-up from the Pivotal study reported higher rates for 
several pattern changes (e.g., up to 20% reporting heavier menses).27  Several case reports and 
abstracts – largely single center experiences – have also reported these higher rates.  However, 
these have included higher rates of both increased/heavier menses (some over 30%) as well as 
lighter menses or even amenorrhea (close to 20%).  Numerous MDRs describe bleeding 
irregularities, ranging from heavy, prolonged, frequent bleeding to amenorrhea.  Again, rates of 
these events cannot be determined by the numbers of case reports and MDRs. In addition, much 
of the data related to Essure and menstrual changes do not provide information related to prior 
menstrual history and do not take oral contraceptive use, or its discontinuation, in to account.  
Furthermore, most studies lacked a control group to account for natural progression of symptoms 
as the woman ages.  These limitations may make it more challenging to ascribe the changes to 
the device. 
 
C. Headache 
 
FDA evaluated current data related to post-procedural headaches as this symptom was one of the 
more commonly reported events in MDRs. In the initial pre-market data, headaches which were 
deemed at least possibly related to the device or procedure were reported in up to 2.5% of 
subjects whereas those that were rated as unlikely or not related were reported in up to 19% 
Headaches were reported in 4.9% of women in the 5-year follow up of the Phase II study and 
18.9% of patients through 5 year of follow-up in the Pivotal trial. However, it is not clear 
whether  the latter rate represents all headaches, or only those which were deemed by the 
investigator to be possibly related to the device or procedure.  
 
ESSTVU Study Related to Headaches 
 
In the most recent annual report for the ESSTVU study, the rate of reported headache was 
consistent with that seen in the original PMA cohort; traditional headache was reported in 0.7% 
of subjects, migraine headache in 0.5% and premenstrual headache in 0.3%.  
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Literature Related to Headaches 
 
FDA has been unable to locate any significant scientific literature which specifically evaluated 
headaches following Essure treatment.  Yunker’s 2014 publication evaluating risk factors for 
chronic pain in Essure patients found that women with previous diagnoses of chronic pain 
syndromes, including headaches, were at increased risk for chronic pain post-Essure.64 However, 
this study did not report on the occurrence or rates of headaches or migraines post-operatively. In 
Duffy’s 2005 publication, one subject out of 48 who had bilateral Essure placement reported a 
headache.28  This was documented at the 1-week follow-up visit. 
 
Case Reports/Series Related to Headaches  
 
In 2010, Hurskainen submitted an abstract describing a retrospective cohort from one Finnish 
hospital which evaluated 103 patients who had undergone Essure placement, and 104 who had 
undergone surgical BTL with Filshie Clips.88  Patients were assessed via questionnaires and 
review of medical records.  The patients receiving Essure had a lower rate of post-operative 
headaches (p=0.05) through the first week, although exact values were not provided. 
 
MDRs Related to Headaches 
 
Approximately 1400 MDRs received list the presence of headache (including migraine 
headaches) as a symptom following Essure placement. However, as headaches were often one of 
several symptoms noted in a given report, additional details regarding the headache were limited.  
The frequency of headaches varied considerably – from constant/every day to monthly or just 
occasionally. Reports did not usually provide significant information related to prior headache 
history, or information regarding evaluation and treatment specific to the headache, although a 
handful of reports did note improvement in headache symptoms after device removal.   
 
Summary for Headaches 
 
Headache has been  noted in a significant proportion of voluntary MDR reports submitted to 
FDA, although limited details were available. No significant data are available from the 
published literature regarding the rates of post-procedure headaches, and data from the 
prospective IDE studies have shown rates that varied considerably.  Because these prospective 
studies did not have a control group, and because headaches are common, it is difficult to assess 
causality.  
 
D. Nickel Allergy/Hypersensitivity 

  
Although allergic reactions were not specifically identified in the Pivotal and Phase II studies, 
many of the MDRs which have been received by FDA related to the Essure product claim an 
allergy to the nickel in the device and/or a general allergic-type of reaction following placement. 
 
It is estimated that about 10 to 25% of all women in the United States have a general nickel 
allergy.89  The most common manifestation is a contact dermatitis which appears in a previously 
sensitized patient after future cutaneous contact as a result of a Type IV delayed hypersensitivity 
process.  However, symptoms are also possible in a sensitized individual following exposure 
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through other routes, including intravenous and oral (“systemic contact dermatitis”).90,91  In 
addition, some authors have suggested that non-dermatological allergic symptoms may be 
associated with nickel hypersensitivity, including chest pain, migraine headache, palpitations, 
edema, respiratory issues, and digestive symptoms.92,93 
 
Nitinol, a combination of nickel and titanium, is present in the Essure System and is a common 
alloy used in medical implants, including intravascular cardiac devices (IVC filters, septal 
occluders, etc).  Nitinol tends to have low levels of nickel leaching - approximately 0.14 µg/day 
in Essure – possibly because of the formation of a titanium oxide coating.89  
 
The results of in vitro nickel release testing conducted on Essure devices can be compared with 
nickel release information of other nitinol devices.  Nickel release is expected to be highest 
initially, and then to taper off over time.  Data presented at a 2012 FDA Public Workshop 
entitled “Cardiovascular Metallic Implants: Corrosion, Surface Characterization, and Nickel 
Leaching” 94,95 are summarized in Table 19.  The peak rates in the table reflect release rates on 
the first day; the chronic rates reflect rates measured up to 60 days; the totals reflect the total 
amount released in 60 days.  These data demonstrate that the release of nickel from two Essure 
inserts is comparable to or lower than the release from selected cardiovascular nitinol devices.   
 
Table 19.  Nickel release from Essure compared to other selected implant devices. 
 
 Peak rate (μg/day) Chronic rate (μg/day)a Total (μg)a 
Selected 
cardiovascular 
implant devices 

0.043-4.8 <0.015 – 1.31 0.11-110 

Essure (2 inserts) < 0.77b < 0.007c < 1.4 
a Most of the testing reported at the workshop was conducted at 60 days. 
b Based on seven day in vitro measurements; as a worst case, the 0.77 μg/day is based on all of 
the nickel in the seven day test being released in a single day.    
c Based on longer-term in vitro testing, in which nickel release was not detected (for days 30-60); 
the worst case estimate of 0.007 μg/day in the table is based on the detection limit. 
 
 
The mechanism of hypersensitivity reaction to implanted metal devices has yet to be fully 
elucidated. Although presumed to be the mechanism, there is insufficient evidence to confirm a 
delayed Type IV reaction.93  As such, there is currently no proven method to prospectively 
identify individuals who will develop adverse events to their implant.96  A correlation between 
serum nickel levels and allergy has not been demonstrated and self-reporting of nickel allergy is 
unreliable.93,89   Although patch testing is standard for identifying Type IV delayed 
hypersensitivity in the skin to external allergens, it is unknown whether it can reliably identify 
sensitivity to internal materials, or can predict/identify peri-implant or systemic reaction to 
nickel.89, 96,97  Because of the relatively high prevalence of nickel allergy (in women particularly), 
as well as nickel’s common presence in consumer products, the results of a positive patch test 
can not necessarily attribute causation to the presence of an implanted device and do not 
necessarily correlate with a clinically significant reaction.90,98  Likewise, a negative result does 
not preclude the development of a complication.98  An alternative to patch testing is the 
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lymphocyte transformation test (LTT) which measures the proliferation of peripheral blood 
lymphocytes in the presence and absence of given allergens.  However it is rather expensive, 
complex, and has limited availability.  Several authors have instead proposed a clinical set of 
“criteria” for assessing a potential allergic reaction to a metal implant.97,98  These have focused on 
dermatological symptoms or findings and include a dermatologic eruption on the skin overlying 
the metal implant (weeks to months after placement) with the absence of other contact allergens 
or systemic cause, a positive skin patch test, and recovery following removal of the implant.  
 
ESSTVU Study Safety Data Related to Allergic/Hypersensitivity Reactions 
 
In the most recent annual report from the ESSTVU study, only 1 subject (0.2%) was reported to 
have an “allergy to metal.”  This was rated as a mild event, and no treatment was rendered.  In 
addition, one patient (0.2%) was diagnosed with dermatitis and two (0.3%) with a rash – all of 
which were rated as mild and resolved with medical therapy. 
 
Literature Related to Allergic/Hypersensitivity Reactions 
 
Zurawin & Zurawin performed an analysis of the MAUDE database for the years 2001-2010 as 
well as data published from the Phase II and Pivotal clinical trials.  During this period, 436,927 
Essure kits were sold, and sixty-three reports of nickel hypersensitivity were identified.  The 
authors used these numbers to suggest a rate of 0.014%.  Thirteen of twenty patients who 
underwent patch testing tested positive for nickel allergy; these patients reported symptoms 
including rash, hives, pain, nausea, swelling, increased symptoms of asthma, and arthritis. 
Device removal performed in 9/13 positive patch test patients resulted in resolution of symptoms 
for four patients, no resolution of symptoms for two patients (one case of pelvic pain two years 
post-procedure that was judged to be unrelated to Essure and one case of rash and hives four 
years post-procedure that was judged to be unrelated to Essure), symptom resolution that 
occurred before device removal for one patient, and unknown resolution for two patients lost to 
follow-up.  In 3/13 positive patch test patients who did not undergo device removal, symptom 
resolution was achieved by oral medication in two patients with rash and skin reaction, and the 
third patient had confirmed nickel allergy but no symptoms.  Of the seven negative patch test 
patients, two with post-procedure total body itching underwent device removal and reported 
symptom resolution.  Overall, in this sample of twenty women with potential nickel-related 
reactions, not all symptomatic women were patch-test positive, not all patch-test positive women 
were symptomatic, and most adverse events were not judged by the physician to be device-
related.  The authors concluded that despite the likelihood of underreporting, the incidence of 
nickel-related reactions is very low, lower than the proportion of women with contact nickel 
allergy in the population, and suggested that the relationship between Essure devices and nickel-
related reactions is not a clinically relevant consideration for placement of nitinol-containing 
micro-inserts.89  
 
Al-Safi’s review of the MDR database alone, published in 201363 found 20 reports of what was 
considered an allergic or hypersensitivity reaction (including such symptoms as itching, nausea 
and abdominal pain).  The disparity in numbers compared to Zurawin’s review may be the result 
of the use of different sources to identify the cases, but also may be reflective of a difference in 
the definition of an allergic or hypersensitivity reaction.   
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During our review of the literature, cases of nickel allergy were noted in two large cohort studies 
conducted in Spain.  The first article reported two cases of nickel allergy out of 4,306 patients. 
The first case was a woman with history of atopy who presented shortly after the procedure with 
papular urticarial and erythema; symptoms disappeared after device removal.  The second case 
was a woman with history of persistent general pruritis, who was referred one year post-
procedure; she underwent device removal as well (information about symptom resolution not 
reported).36 The second article reported one case of nickel allergy out of 517 patients.  The 
patient experienced eczematous skin lesions and underwent hysterectomy with salpingectomy; 
this patient was then lost to follow-up.34 
 
A systematic review by Adelman, et al., reviewed these articles among others and concluded that 
severe nickel allergy requiring Essure removal is rare, and universal patch testing before 
placement is not cost-effective and not recommended, except possibly in women in whom nickel 
allergy is suspected preoperatively.Error! Bookmark not defined. 
 
Case Reports/Series Related to Allergic/Hypersensitivity Reactions 
 
In addition to the studies and cases noted above, several individual case reports have cited 
suspected nickel reaction in patients implanted with the Essure device.  In 2010, Al-Safi 
published a report on a 27 year-old who developed generalized pruritus and intermittent nausea 3 
days following insertion. Skin patch testing was positive to nickel and symptoms resolved 
following hysteroscopic removal of both inserts at day 8.99  In 2013, Bibas reported a woman 
who presented 3 months post-placement with a generalized rash unresponsive to steroids.91  A 
patch test was positive and, within 3 days of being removed, the rash began improving.  By 3 
months, it had resolved. In 2014, Goldwaite reported on a patient with a prior history of metal 
sensitivities who developed an abdominal rash 3 days after Essure placement.100 After an 
unsuccessful trial of steroids, she underwent hysteroscopic removal of the implants and her rash 
resolved within 36 hours.  More recently, Lane reported a case involving a woman experiencing 
recurring rash (pelvis, neck, axilla) for 10 weeks post-placement in addition to facial edema and 
pruritis.101  The patient was patch-test positive for nickel but had only a partial response to 
steroids.  The patient underwent laparoscopic removal of the device and had resolution between 
2 and 6 weeks after surgery. 
 
Published abstracts have attempted to address the question as to whether pre-placement patch-
test negative patients convert their patch-test status after device insertion.  In one Dutch study, 
patch testing was done pre-operatively and 3 months after Essure placement.102 Only 1 woman 
(of 97) who was negative at baseline tested positive at 3 months.  In another  report describing 50 
women, there were no conversions from negative at baseline to positive at 3 months and no 
allergic symptoms were reported.103  
 
For Essure recipients who were known to be patch test-positive prior to the procedure, one 
abstract reported a retrospective cohort review of patients at one Spanish site implanted 2003-
2010 and noted no documented side effects among 25 such patients.104 
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MDR Reports Related to Allergic/Hypersensitivity Reactions 
 
As noted above, the signs and symptoms which constitute  an allergic reaction to an implanted 
medical device is ill-defined and may vary by author/reporter.  This makes the determination of 
which MDRs reflect a real or potential allergic or hypersensitivity reaction extremely difficult. 
For this review of MDRs, all reports containing reference to a metal or nickel allergy or 
hypersensitivity (e.g., patient stating they had an allergic reaction or hypersensitivity reaction), or 
skin manifestations were included for evaluation – regardless of the specific symptoms the 
patient noted.  For example, many reports described pain, headache, and/or menstrual changes as 
the symptoms associated with the presumed allergic reaction. With these considerations, a total 
of 878 MDR reports were coded as allergies/hypersensitivities.   
 
When cited, there was variability in time to onset of symptoms (hours to weeks after insertion), 
duration of symptoms (weeks, months, years), and whether dermatological manifestations such 
as rash or pruritis were present. Limited information was provided regarding formal evaluations 
for the suspected nickel hypersensitivity or how the events were managed clinically and whether 
they responded to medical therapy.  However, 212 of these MDRs describe device removal at 
least in part due to the presumed allergic reaction.  The status of symptoms following removal 
was provided in 117 of these reports – and all of these noted symptom improvement or 
resolution. The remaining reports provided no follow-up information related to post-removal 
symptoms.  
 
Of the 878 MDRs which were coded as allergy/hypersensitivity, 407 (46%) stated that the 
patient had a history of nickel allergy prior to device placement.   
 
Essure Physician Labeling Related to Allergic Reactions 
 
Warnings 
 

• The Essure micro-insert includes nickel-titanium alloy, which is generally considered 
safe.  However, in vitro testing has demonstrated that nickel is released from this device. 
Patients who are allergic to nickel may have an allergic reaction to this device, 
especially those with a history of metal allergies.  In addition, some patients may develop 
an allergy to nickel if this device is implanted.  Typical allergy symptoms reported for 
this device include rash, pruritus, and hives. 
 

Essure Patient Labeling Related to Allergic Reactions 
 

• The Essure insert is made of materials that include a nickel-titanium alloy.  Once placed 
inside the body, small amounts of nickel are released from the inserts.  Patients who are 
allergic to nickel may have an allergic reaction to the inserts. Symptoms include rash, 
itching, and hives. 
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Summary for Allergic/Hypersensitivity Reactions 
 
Although cutaneous nickel allergy is known to be present in a substantial percentage of women, 
what constitutes an allergic or hypersensitivity reaction to a metallic medical implant and the role 
of patch testing in predicting or diagnosing such a reaction is not well-defined.  The prospective 
IDE studies supporting approval of the original PMA or PMA Supplement have reported very 
few specific metal allergy reactions or dermatological events.  Few studies in the peer-reviewed 
literature have addressed this symptom complex, and although they typically cited rates of < 1%, 
the data was obtained from retrospective reviews at single sites, or was based on MDR numbers 
divided by kits sold (which has significant limitations as a method to calculate or estimate event 
rates).  A handful of case reports in the medical literature have noted individuals who developed 
a rash following placement (as early as 3 days), subsequent positive patch test results, and timely 
resolution of the rash following device removal, all of which are suggestive of a traditional 
hypersensitivity reaction. Little information is available in the literature  related to “conversion” 
of patch-test status after placement, or the development of symptoms in patients known to be 
patch-test positive prior to placement.  The MDRs received by FDA citing allergic reactions to 
the device, are numerous, including some noting resolution of symptoms with device removal.  
However, the limited information provided, and the variety of symptoms reported to represent 
the reaction make interpretation more difficult.  
 
E. Perforation 
 
Due to the technique and location of placement of the device, it is possible that the Essure insert 
may penetrate either partially or wholly through the wall of the uterus or fallopian tube during or 
after insertion.  In the latter case, the device may migrate into the intraperitoneal cavity (see 
“Intra-Peritoneal Migration” below).  Multiple factors have been suggested to increase the risk 
for a difficult or incorrect insert placement, which may in turn lead to perforation.  These factors 
include the following: 78, 79,66, 105,106,107,108,109,110 
 

• Poor visualization or obscuring of tubal ostia by endometrium, adenomyosis, fibromas 
• Tubal spasm  
• Anatomic abnormalities including tubal obstruction, stenosis,  tortuosity, retroverted 

uterus 
• Uterine or abdomino-pelvic adhesions 
• Prior history of STD 
• Larger uterine size 
• Patient procedural pain/discomfort 

 
Perforation due to the hysteroscope itself is also possible.  Furthermore, Essure kits distributed 
soon after approval included a “support catheter” which may have contributed to early cases of 
perforation.  
 
It is important to note that perforations may not always be detected or diagnosed.  In the Phase II 
and Pivotal clinical trials, perforations were suspected due to abnormal device position observed 
on the day of placement procedure via x-ray or during the Essure confirmation test (modified 
HSG).  Perforations were also detected as a result of adverse events, such as pain or abnormal 
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bleeding, or upon observation in later surgical procedures.  Perforations may not be diagnosed if 
they are not found during placement or confirmation tests and if there are no associated 
symptoms.  Additionally, perforations may not be explicitly reported as adverse events and may 
only be reported by the symptoms or outcomes resulting from the perforation (e.g., pain or a 
failed confirmation test). 
 
Perforation is a known risk with use of the device, and, in the complete 5 year report from the 
Phase II and Pivotal studies, uterine or fallopian tube perforation was reported at rates of 3.1% 
and 1.1%, respectively.   
 
ESSTVU Study Safety Data Related to Insert Perforation 
 
In the most recent annual report for the ESSTVU study (including data current to June 2015), 
three events of perforation were described in 2 unique subjects.  One subject presented 16 
months after device placement with a positive pregnancy test and, upon laparoscopic evaluation, 
was noted to have bilateral perforation – one uterine, one fallopian.  Both devices were left in 
place during laparoscopic bilateral tubal ligation.  The second patient also presented with 
pregnancy – approximately one year after placement. This patient was diagnosed with a 
unilateral fallopian tube perforation.  The insert was removed at the time of laparoscopic bilateral 
tubal ligation.  
 
Literature Related to Insert Perforation 
 
A rate of perforation was reported in several articles as presented in Table 20.  

 
 

Table 20. Rates of Perforation (Literature) 
 

Author Country N Perforations (%) 
Aparicio-Rodriguez-Minon34 Spain 517 1 uterine (0.2%) 
Grosdemouge41 France 1061 2 (0.2%) 
Gerritse78 Netherlands 100 1 (1%) 
Langenveld79 Netherlands 149 3 (2%) 
Legendre30 France 311 1 uterine (0.3%) 
Levie31 U.S. 578 2 uterine* (0.3%) 
Panel 42 France 382 1 (0.3%)** 
Povedano36 Spain 4306 1 (0.02%) 
Sakinci37 Turkey 30 1 uterine*** (3.3%) 
Sinha66 U.K. 112 1 (1%) 
Thiel 56 Canada 610 22 (3.6%) 
Veersema57 Netherlands 1145 7 (0.6%) 

* one during insertion of hysteroscope 
**underwent concomitant endometrial ablation 
***asymptomatic, identified at HSG 
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The highest rate, 22/610 (3.6%), was seen in a retrospective medical chart review performed in 
the Saskatchewan province of Canada.  The authors reported that 2/7 proximal, 1/3 distal, and 
12/12 uterine perforations were associated with tubal patency on HSG.56  These rates may be 
underestimates due to the varying study designs and method of follow-up data collection; in 
addition, not all perforations may have been discovered or documented (especially in 
asymptomatic cases). 
 
The systematic review by Adelman, et al., identified 166 cases of perforation, and reported that 
many cases of perforation were associated with a difficult placement.Error! Bookmark not 
defined.  Al-Safi’s review of the MDR database through February 2012 noted 90 cases of 
suspected or confirmed perforation.63   
 
Case Reports/Series Related to Insert Perforation 
 
Since Thoma’s report in 2006111, multiple case reports or series describing uterine or tubal 
perforation during or following Essure placement have appeared in the literature.  The timing of 
the perforation relative to the insertion is often difficult to determine as the reports often describe 
the time at which the event was diagnosed – and this may have been after prolonged periods of 
time (with or without symptoms).  Some note a diagnosis of perforation within days of 
placement, and others, out to several years afterwards.36,104,76   Although a difficult insertion 
procedure is often cited in these cases, multiple reports note perforation in the setting of an 
uncomplicated procedure.67,68,112, 69, 75,113  In addition, several reports note that a perforation was 
diagnosed sometime after a confirmation imaging exam demonstrating proper placement and 
successful bilateral tubal occlusion.36,69,75,113  In other words, proper placement at the 3-month 
confirmation did not preclude subsequent perforation diagnosis.  
 
Patient presentation at diagnosis of perforation varied in the case reports, and in general can be 
categorized into three types: 
 

• Abdominal/pelvic pain  
Several case reports note the presence of abdominal or pelvic pain preceding the 
diagnosis of uterine or fallopian tube perforation.  For some, the pain was persistent 
following placement and may have lasted months or years before the diagnosis was 
made.67,78,79,75,76,81  In others, the pain started after a period where the patient was 
asymptomatic following placement – sometimes out to one year.69,70  Although abdominal 
or pelvic pain was the only (or major) symptom in most of these reports, a few noted 
patients also presenting with nausea and vomiting.68,114,85  All of these latter cases involved 
perforation complicated by insert migration to, or entanglement of, the small bowel with 
subsequent small bowel obstruction.  In one of these cases, the insert perforated through 
the fundus of the uterus, into and through the wall of the small bowel to the mesenteric 
aspect, causing small bowel (terminal ileum) perforation.85 This patient required an 
ileocecectomy as part of the treatment. 
 

• Asymptomatic perforation found at confirmatory HSG 
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Multiple reports note asymptomatic patients presenting for their confirmatory HSG who 
were found to have a patent fallopian tube and then, upon further evaluation, diagnosed 
with perforation69,72,79,70,110,81,115,116  
 

• Pregnancy 
A handful of reports noted a woman eventually being diagnosed  with a perforation after 
presenting to their physician with an ongoing pregnancy36,79,113,117 or after a spontaneous 
miscarriage118 but without pain. 

 
Most reports were unilateral events, but a few noted bilateral perforation.67,118,81  Although most 
described penetration through the organ wall, some noted perforation which remained 
“subserosal.”79,70  Multiple reports of insert perforation note migration of the insert (or fragments) 
to the abdominal or pelvic cavity  (See below under “Intra-Peritoneal Migration”).  
 
MDR Reports Related to Insert Perforation 
FDA has received  reports related to Essure which describe perforation events including but not 
limited to reproductive organs.  Table 21 below describes the number of reports for each 
location.  
 
 

Table 21 – Perforation MDR Reports 
 

Perforation 
Voluntary 
Reports 

Manufacturer/User 
Facility Reports Total 

INTRA-PROCEDURAL PERFORATION 
Uterus 4 12 16 
Fallopian Tube 2 10 12 
Uterine Horn 0 1 1 
Cervix 1 0 1 
Unknown 0 3 3 
INTRA-PROCEDURAL Totals: 7 26 33 
POST-PROCEDURAL PERFORATION 
Fallopian Tube 46 92 138 
Uterus 24 40 64 
Uterine Horn 0 18 18 
Bowel 1 11 12 
Amniotic Sac 1 4 5 
Other** 1 2 3 
Unknown 2 24 26 
POST-PROCEDURAL Totals: 75 190 266* 
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PERFORATION Grand Total: 82 216 299* 
* 14 reports included two different perforation locations. 
** Other included: abdominal cavity, small intestine, ostium, terminal ileum and ovary 
 
 
As was the case for the reports in the literature, patient presentation varied and subjects may 
have been diagnosed upon evaluation of abdominal/pelvic pain or a patent tube on HSG – either 
at the scheduled confirmation test time, or following a pregnancy. 
 
In addition to perforations of the uterus and fallopian tubes, several reports have been received 
which describe insert perforation involving other organs or structures.  FDA has received 5 
MDRs in which the reporter alleges that an Essure implant may have been involved in the 
perforation of the amniotic sac or uterus of a pregnant woman.  No additional information 
supporting the events was provided. Although 5 reports were submitted, it is difficult to 
determine to what degree the reports overlap.  However, all 5 note the preterm death of the fetus.  
 
In addition, 12 MDRs have been received which describe bowel perforation.  These include 
cases where the insert was free within the abdomen (e.g., migrated) or was still within, but 
perforating through the uterus or fallopian tube.  One of these reports notes a “full thickness 
perforation” through the small bowel wall, requiring an ileo-cecectomy.  Two other reports 
describe the insert ensnaring a loop of small bowel, causing small bowel obstruction in addition 
to perforation, and the need for an ileo-cecectomy.  It is possible that these two latter reports 
represent the same event reported from 2 sources, and may overlap with the case reports 
described.. 
 
Essure Physician Labeling Related to Insert Perforation 
 
Warnings 
• Do not attempt hysteroscopic Essure insert removal once placed unless 18 or more trailing 

coils are seen inside the uterine cavity.  Attempted removal with less than 18 trailing coils 
may result in fractured insert, fallopian tube perforation or other injury. 

• To reduce risk of uterine perforation, terminate procedure if excessive force is required to 
achieve cervical dilation. 

• Never attempt to advance Essure insert(s) against excessive resistance.  If tubal or uterine 
perforation occurs or is suspected, discontinue procedure and work-up patient for possible 
complications related to perforation, including hypervolemia.  A false positive HSG and 
pregnancy have been associated with tubal perforation by insert in the literature; evaluate 
Essure Confirmation Test for perforation if excessive resistance is experienced during 
procedure. Only 1.8% (12/682) of clinical trial patients had device related perforations.  If 
necessary, retrieval of perforating inserts requires surgery. 

 
Precautions  
• Do not advance the Essure system if the patient is experiencing extraordinary pain or 

discomfort.  Terminate the procedure and work-up patient for possible perforation. 
 
Clinical Trial Description 
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• Phase II trial, the following adverse events prevented reliance: Perforation (7/206; 3.4%), 
• Pivotal trial, the following adverse events prevented reliance: Perforation (5/476; 1.1%);   
 
Section on Potential Adverse Events Not Observed in Phase II/Pivotal Clinical Studies 
The following adverse events were not experienced by Phase II/Pivotal clinical trial participants 
prior to marketing but are still possible and/or have occurred in the commercial setting: 

• Perforation of internal bodily structures other than the uterus and fallopian tube. 
 
Essure Patient Labeling Related to Insert Perforation 
 

• In rare cases, part of an Essure insert may break off.   Your doctor may remove the piece 
or let it leave your body during your period.  

• In rare cases, part of an Essure insert may puncture the fallopian tube.  Surgery may be 
necessary to repair the puncture. 

• Your doctor may be unable to place one or both Essure inserts correctly. 
 
Summary for Device Perforation 
 
The Phase II study of the Essure device noted a uterine/fallopian perforation rate of 3.1% in the 
full 5 year report.  Subsequent prospective IDE studies (Pivotal Trial, ESSTVU) have reported 
rates of ≤ 1.1%.  Most of the peer-reviewed literature which was assessed also cite rates of 1% or 
less.  However, many of those studies were retrospective, single-site experiences, and/or of 
short-term follow-up (e.g., 3 months).  Other, but fewer studies have reported rates of perforation 
up to 3.6%.  Case reports and MDRs have appeared describing perforations of the uterus and/or 
fallopian tube – some diagnosed at the time of placement, but many others in the post-procedural 
window, including some beyond confirmation testing with positive bilateral occlusion..  
Perforations were typically diagnosed during evaluation of abdominal pain or evaluation in 
asymptomatic women following an HSG which revealed patent tubes. Because pain is not 
always indicative of a perforation and because perforations may be asymptomatic, it may be 
difficult to detect or confirm such an event on clinical grounds alone, and this may in turn impact 
reporting of the event and calculations of event rates.  
  
 
F. Intra-Peritoneal Migration  
 
Proximal insert migration or expulsion into the uterine cavity is a well-known event following 
the Essure procedure – in particular during the first months following placement. However, 
reports of insert (or insert fragment) migration into the intra-peritoneal space (thought to largely 
occur as a result of perforation) is also possible.  In 7 cases of perforation in the Phase II study, 6 
devices were reported as “intraperitoneal,” meaning that at least a portion of the device was 
identified to be in the peritoneal cavity. 
 
ESSTVU Study Safety Data Related to Insert Migration 
 
In the ESSTVU study, locations of devices in the two reported perforations were described by 
investigators during follow up procedures.  In one of the two cases, per the investigator, the 
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insert had “migrated” from the fallopian tube to the pelvis.  In the second reported case of 
perforation, the investigator observed the perforated devices during a laparoscopic sterilization 
procedure. The investigator described one insert as sticking through the utero-tubal junction, and 
the other as sitting “in the left ovary.”  No other instances described as “migration” were 
reported. 
 
Literature Related to Insert Migration 
 
In our evaluation of published studies or reviews in the medical literature, the occurrence of 
device migration into the intra-peritoneal space has been described as rare.Error! Bookmark 
not defined.  Cases of migration in such are listed in Table 22.  Information regarding timing of 
device migration was not commonly available; however, in many cases, device migration was 
noted upon confirmation testing and was associated with unintended pregnancy in at least one 
case.54 
 
 

Table22. Insert Migration – Literature 
 

Article Country n Migrations 
Arjona27 Spain 1630 3 migrations to the abdominal cavity 
Aparicio-Rodriguez-
Minon34 Spain 517 1 case: migration of both devices into 

abdomen 
Grosdemouge41 France 1061 8 migrations (location not specified)* 

Panel42 France 382 5 migrations: 1 peritoneal cavity, others 
unspecified 

Povedano36 Spain 4306 2 asymptomatic migrations into abdomen 
Rios-Castillo54 Spain 1321 1 (location not specified)* 

Thiel56 Canada 610 14 proximal or distal migrations noted on 
HSG* 

Gerritse78 Netherlands 100 1 migration to the abdominal cavity 
*May have included migration within the fallopian tube, or expulsion into the uterine cavity 
 
Case Reports/Series Related to Insert Migration 
 
In addition to cases described as part of clinical studies, several individual case reports 
describing intra-peritoneal migration have  been presented.  Like perforations, the timing to the 
diagnosis has been presented in some of the cases, but the time of the actual migration event 
cannot be easily assessed.  Several migrations were noted in the days/weeks following 
placement.112,114,81  These were often noted after evaluation of symptomatic patients (e.g., 
abdominal pain, nausea, vomiting).  Many insert migrations, however, were noted in 
asymptomatic women during confirmation test imaging which showed patent fallopian 
tube(s).115,69,72,116,110  
 
Although uterine or fallopian tube perforation was documented or presumed to be associated 
with the device migration, in some cases authors specifically noted that no perforation was 
present at the time of laparoscopic evaluation and retrieval of the device.68,116,110  At least one 
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author suggests  the possibility the device may have migrated distally through the fallopian tube 
into the peritoneal space.110  
  
In the case reports, the device or device fragments migrated to the: 
 

• Abdominal cavity104,63,69  
• Omentum78,76,110,81 
• Small bowel serosa or mesentery68,112,115,114,116 
• Large bowel mesentery112 
• Cul-de-Sac72 

 
Several complications or intra-operative observations were reported in association with the 
migrated device (fragments) including: 
 

• Small bowel obstruction due to insert entanglement or inflammation68,114 
• Small bowel perforation114 
• Adhesions68,112,69,72 
• Local inflammation68 

 
In the majority of the reports, the inserts were removed laparoscopically without complications. 
However, in several, intra-operative fluoroscopy was required to locate the insert or insert 
fragments.112,69,76  Some patients required more than one laparoscopy because fluoroscopy was not 
used in the initial retrieval procedure and unsuspected fragments were unintentionally left 
behind.72,76  In addition to insert removal, patients may have undergone concurrent BTL or lysis 
of adhesions68,112,72   and, as previously described, one patient required an ileocolectomy for small 
bowel obstruction and perforation.114  Some surgeons, however, elected to leave the 
inserts/fragments in place if the patient was asymptomatic.115,116 
 
MDR Reports Related to Insert Migration 
 
FDA has received a total of 227 reports which discuss migration outside the uterus.  Table 23 
shows the location of migration as noted in those reports.  
 
 

Table 23 – Migration MDR Reports 
 

Location of Migration Voluntary 
Reports 

Manufacturer/User 
Facility Reports Total 

Abdominal cavity/ Peritoneal 
cavity/Pelvic cavity 21 51 72 

Bowel (Colon/Small Intestine) 9 26 35 

Fallopian tubes 16 6 22 

Omentum 0 10 10 

Other  3 1 4 
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Unknown 57 27 84 

                         Total 106 121 227 
 
 
Although FDA attempted to delineate reports which involved intra-peritoneal migration from 
proximal or vaginal expulsion, it is possible that some of the reports noted above, in particular 
the “unknown” reports represent the latter.  In cases where the device migrated to, or around, the 
small bowel, the patient may have presented with signs or symptoms of bowel perforation and/or 
bowel obstruction (e.g., abdominal pain, nausea, vomiting, and/or fevers).  At least one report 
noted that a patient required surgical ileocecectomy because of a full thickness perforation of the 
terminal ileum secondary to the migrated insert. This case may overlap with one of the literature 
case reports. 
 
In May-June 2013, FDA conducted an inspection that included an evaluation of 
Conceptus/Bayer’s complaint handling and adverse event reporting practices.  When any firm 
receives complaints, the firm is required to investigate each event and make a determination 
whether the complaint represents an event that is required to be reported to FDA under the 
medical device reporting regulations (21 CFR Part 803).  The firm is then responsible for 
submitting such reportable events to FDA as medical device reports (MDRs).  As part of the 
inspection process, part of FDA’s review focused on 16,047 complaints the firm received on the 
Essure device between January 2011 and the date of the inspection.  From these complaints, the 
firm identified 183 reportable MDRs and submitted them to FDA.  Of these, 22 reports were 
associated with insert perforations and/or insert expulsions involving the Essure device.  In 
several of these cases, it was reported that the insert was located in the peritoneal cavity.  During 
the inspection, FDA assessed whether the firm’s general investigation and MDR reporting 
practices were compliant with FDA regulations and concluded that, based on available 
information, the firm’s reporting practices were consistent with the FDA’s mandatory reporting 
requirements.   
 
Essure Physician Labeling Related to Insert Migration 
 
Section on Insert Removal 

• The technique for removal of an insert that has perforated the uterus or tube or is within 
the peritoneal cavity will depend on the location of the insert.  Localization should be 
assessed with imaging prior to the surgical procedure and confirmed intraoperatively.  
Availability of intraoperative fluoroscopy and/or intraoperative x-ray is recommended to 
identify the location of the insert or fragments of the insert during surgery. 

 
Essure Patient Labeling Related to Insert Migration 
 

• There are reports of the Essure insert migrating into the lower abdomen and pelvis.  If 
this happens, it may be necessary to surgically remove the migrated device. 

 
Summary for Device Migration 
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Prospective studies conducted under IDE for the Essure PMA reported 6 cases of perforations 
that resulted in at least a portion of a device being in the peritoneal cavity.  Limited reports of 
intra-peritoneal device migration have been published – either as part of prospective or 
retrospective studies, or as individual case reports/series.  Although it is presumed that a 
perforation had occurred prior to migration, not all authors noted evidence of perforation at time 
of laparoscopic evaluation.  Insert migrations were often asymptomatic and detected at follow-up 
confirmation test imaging, or in some cases, earlier when associated with symptoms related to 
entanglement or perforation of the small bowel. Most authors elected to remove the migrated 
components via laparoscopy, although the potential for device fragmentation led some to suggest 
the importance of intra-operative fluoroscopy to ascertain that all components had been 
retrieved.  Other clinicians elected to not retrieve the device if the patient was asymptomatic. 
Information within MDR reports received is consistent with the reports noted in the literature.  

G. Pregnancy-Related Safety Outcomes 
 
Ectopic Pregnancy 
 
An ectopic pregnancy occurs when a fertilized egg implants outside the uterine cavity.  Women 
with a history of damage to fallopian tubes from PID, previous tubal surgery, and/or previous 
ectopic pregnancy are at increased risk for ectopic pregnancy.119  Without treatment, an ectopic 
pregnancy can lead to a ruptured fallopian tube, which can result in life-threatening bleeding for 
the mother.  No pregnancies, including ectopic pregnancies, were reported in the original PMA 
studies. 
 
ESSTVU StudySafety Data Related to Ectopic Pregnancy  
In the ESSTVU study, no ectopic pregnancies have been reported.   
 
Literature Related to Ectopic Pregnancy  
 
Our review of the medical literature revealed little in the way of clinical studies reporting on 
rates of ectopic pregnancy following Essure.  Of 61 pregnancy-related adverse events noted in 
Al-Safi’s review of the MDR database through 2012, 29 ectopic pregnancies were noted.63 
 
Malacova, et al., recently published a population-based retrospective cohort based on extraction 
of data related to all women aged 18-44 undergoing tubal sterilization between 1990 and 2010 
from hospital records in Western Australia.120  The set of 44,829 women included 278 who had 
undergone hysteroscopic sterilization with Essure.  No ectopic pregnancies were reported in this 
group.  
 
Case Reports/Series Related to Ectopic Pregnancy 
  
In 2011, Bjornsson reported a patient who presented with acute abdominal pain, nausea, and 
dizziness – approximately 2-3 years after Essure placement (with documented bilateral occlusion 
on 3-month HSG).121  The patient was found to be in hypovolemic shock, with a positive urine 
pregnancy test, and free fluid in the abdomen by ultrasound.  She underwent an emergency 
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laparotomy, and an ectopic pregnancy in the left fallopian tube was identified – even though both 
Essure inserts appeared to be in proper location.  
 
In 2013, Huguelet reported on a woman who presented with acute pelvic pain and positive 
pregnancy test 4 years after her Essure procedure despite having bilateral tubal occlusion 
documented at 3 month HSG.122  An ultrasound showed a questionable 3.3-cm left adnexal mass 
and the patient underwent laparoscopy where no adnexal/tubal pathology was found, but the left 
insert was seen perforating the uterus.  Post-laparoscopy, the patient continued to have rising 
hCG levels and was treated with methotrexate for a presumed ectopic pregnancy of unknown 
location.   
 
MDR Reports Related to Ectopic Pregnancy  
 
Of the 337 MDR reports FDA has received for Essure related to pregnancy, 69 involved ectopic 
pregnancy (including one MDR reporting a woman who experienced two ectopic pregnancies).  
 
Product Physician Labeling Related to Ectopic Pregnancy  
 

• Pregnancies (including ectopic pregnancies) have been reported among women with 
inserts in place. 

• Section on Potential Adverse Events Not Observed in Phase II/Pivotal Clinical Studies 
The following adverse events were not experienced by Phase II/Pivotal clinical trial 
participants prior to marketing but are still possible and/or have occurred in the 
commercial setting: 

• Pregnancy and ectopic pregnancy in women relying on Essure inserts. 
 
Product Patient Labeling Related to Ectopic Pregnancy  
 

• Women who have the Essure procedure are more likely to have an ectopic pregnancy if 
they get pregnant.  Ectopic pregnancy is when the pregnancy occurs outside of the 
uterus. The pregnancy usually happens in one of the fallopian tubes.  Ectopic 
pregnancies can be very serious or life- threatening. 

 
Premature Rupture of Fetal Membranes (PROM) /Fetal Death 
 
When premature rupture of membranes (PROM) occurs prior to the 37th week of pregnancy, it is 
referred to as preterm premature rupture of membranes (PPROM). PPROM may lead to 
significant perinatal morbidity, including respiratory distress syndrome, infections/sepsis, 
placental abruption, and fetal death.  Although not seen in the premarket PMA trials or the 
ESSTVU Study, one potential concern for women who become pregnant following Essure 
placement is the possibility for the trailing coils within the uterus to interfere with the pregnancy. 
 
Literature Related to PROM 
 
The potential risk of a trailing coil of the Essure insert leading to preterm premature membrane 
rupture has been discussed in the literature.123  Live full term birth outcomes have been reported 
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in women seeking pregnancy via assisted reproductive technology who underwent the Essure 
procedure in order to isolate the uterine cavity from hydrosalpinx fluid prior to embryo 
transfer.124 
 
Veerseema reported on 50 intended and unintended pregnancies which occurred after unilateral 
or bilateral Essure insertion.125   This included 2 reports of stillbirth in one IVF patient: one 
singleton pregnancy at 19 weeks of gestation due to premature rupture of membranes, and then 
later, one twin pregnancy at 18 weeks of gestation due to premature rupture of membranes with 
evidence of chorioamnionitis.  The second pregnancy and stillbirth occurred after the 
hysteroscopic removal of the Essure inserts.  The authors stated that “the cause of both fetal 
losses was not likely related to the presence of micro-inserts.”  There was one additional case of 
premature rupture of membranes at 37 weeks gestation, resulting in vaginal delivery of a healthy 
infant.  Two additional studies which reported on IVF results noted cases of PROM.124,126  Both 
cases resulted in a healthy infant. 
 
MDR Reports Related to PROM 
 
As noted above (“Perforations”) FDA has received 5 MDR reports describing pre-term death of a 
fetus for which the reporter felt that the presence of the Essure insert may have contributed to the 
perforation of the amniotic sac or uterus.   
 
Summary for Adverse Outcomes of Pregnancy 
 
No cases of ectopic pregnancy or premature rupture of membranes were reported in the IDE 
studies used to support PMA or PMA Supplement approval.  Within the literature, limited 
reports exist describing ectopic pregnancy or PROM in women with unintended or intended 
pregnancies following Essure placement.  However, FDA has received 69 MDRs describing 
cases of ectopic pregnancy.  In addition, 5 reports related to PROM (all resulting in fetal death) 
have been submitted in which the reporter suggests the Essure device may have contributed to 
the event.  The limited data for these latter reports make it difficult to assess causality. 
 
 
VIII.  Reports of Death  
 
During the IDE studies that supported approval of the original PMA or PMA Supplement, no 
deaths were reported.  In the post-approval follow up in these studies, two deaths were noted. 
One death, secondary to leukemia, occurred in a woman from the Pivotal study during the 5 year 
follow up.  The other death was a woman in the ESSTVU study that occurred during the post 
approval follow up period.  This second patient died of a myocardial infarction following 
coronary artery bypass surgery.  Both events were classified as unrelated to the device. 
 
Prior to June 1, 2015, FDA has received 11 MDRs which were coded as involving a patient 
“death” and which note such an event. The 11 reports represent 9 unique events, as duplicate 
reporting occurred.  It is crucial to remember that the coding of a report as a death does not 
necessarily prove the causality between the device and the event. In many cases it is difficult to 
come to that conclusion based on the information available.  Of the 11 reports, 5 describe fetal 
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death (discussed above, Perforation).  The remaining 6 reports describe 4 unique events 
including the following: 
 

• A 30 year old woman with Group A Streptococcal infection 2 days following placement. 
• A 31 year old woman experiencing cardiopulmonary arrest during insertion. Autopsy 

revealed probable paradoxical air embolism with a patent foramen ovale.  (Two reports 
received for one event) 

• A woman who died 13 days after undergoing a hysterectomy to remove the Essure 
implants. This was suspected to have resulted from a pulmonary embolism.  (Two reports 
received for one event) 

• One woman who committed suicide (No additional information provided) 
 

IX.   Essure Insert Removal 
 
Essure is intended to be a permanently implanted device.  However, removal of devices did 
occur in the follow-up of the original clinical trials. Twelve of 206 (5.8%)  women had devices 
removed in the Phase II trial and 20/476 (4.2%) of women had devices removed in the Pivotal 
trial.  As noted in previous sections, several publications, case reports/series, and numerous 
MDRs describe patients seeking and having surgery for implant removal.  Reasons for seeking 
removal have included: 
 

• Identification of an incorrectly placed or perforated insert 
• Displaced/migrated implant 
• Persistent pain 
• Persistent  menstrual symptoms 
• Presumed allergic reaction 

 
ESSTVU Study Safety Data Related to Insert Removal 
 
In the ESSTVU study, information on device removals was obtained based upon the association 
with adverse events.  To date, with 2-3 years of follow-up, 11 of the subjects enrolled in the 
ESSTVU Study (1.8%) have undergone device removal associated with adverse events.  Reasons 
for removal included: 
 

• Abdominal or pelvic pain or cramping (8) 
• Intermenstrual bleeding (1) 
• Fibroids (1) 
• Worsening endometriosis (1) 

 
The majority of device removals (64%, 7/11) was performed via laparoscopic salpingectomy and 
was performed for symptoms related to pain.  Five involved bilateral insert removal, and 2, 
unilateral.  Four other removals (36%) were accomplished via hysterectomy with bilateral 
salpingectomy.  
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In terms of symptom status following device removal, 8 of the 11 subjects reported resolution of 
the symptoms.  The one patient with fibroids continued to have symptoms despite hysterectomy 
and the status of two patients who reported pain as the indication for removal are unknown as the 
patients both exited the study.  
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Literature on Insert Removal 
 
Chudnoff’s publication of the 5-year follow-up for the Pivotal IDE cohort (described above) 
noted 15 hysterectomies (of 397 evaluable patients) to remove the devices, including two which 
the investigators felt were possibly due to the Essure implants.  Arjona-Berral reported that 
7/4274 (0.16%) patients presented with chronic pelvic pain requiring device removal by 
hysteroscopy in two cases and by laparoscopy in five cases.65  Zurawin & Zurawin reported 
eleven cases of device removal noted in adverse event reports submitted to FDA.89  Two 
additional articles describing cohort studies, noted a few cases of device removal before 
confirmation testing due to post-procedural pain: 1 removal (laparoscopically) out of 638 
patients in one study, and no rate given for the second study of 458 patients (did not report how 
devices were removed).64,39 
 
Case Reports/Series on Insert Removal 
 
Several case reports have been published noting successful and uncomplicated hysteroscopic 
insert removal out to 55 months.28,118,74,127,128   More case reports and series describe laparoscopic 
surgical removal via salpingotomy or salpingectomy and in some cases, hysterectomy years 
following placement.72,73,128,84,129  At least one author found that the ease of removal was not 
influenced by the duration implants were in place.84 
 
In the case of removal of  inserts that had migrated into the intra-abdominal space, several 
authors have suggested the use of intra-operative fluoroscopy to assist in the location of the 
implant, particularly in cases in which the coil is suspected to have fragmented and be in 
multiple pieces.112,76 
 
As noted in sections above, the removal of the implants may or may not have completely 
resolved the symptoms which were suspected to be associated with the presence of the 
device.67,71,74,84 
 
MDR Reports on Insert Removal 
 
As noted previously, multiple MDRs describe women who sought removal of their devices for 
one or more symptoms or events. FDA reviewed 1202 Essure reports which included any of the 
following terms: “hysterect”, “salpingec”, “laparo”, or “remov”.  Of these, 452 describe device 
removal including 265 being performed by hysterectomy.   The majority of the hysterectomy 
removals were related to device removal due to perforation and migration issues.  The device 
removals related to allergy/hypersensitivity symptoms were nearly evenly split between 
hysterectomy and non-hysterectomy removal. 
 
Less than half of the 452 device removal reports provide further information related to symptom 
outcomes following surgery.  Of those that do provide that information,  176 reports state that the 
symptoms originally attributed to the Essure device either resolved or significantly improved 
following device removal.  Many noted improvements soon after surgery.  A given report 
describing such resolution may have mentioned several improved signs/symptoms including: 
abdominal/pelvic pain, back pain, joint pain, headaches, rash, hair loss, fatigue, weight gain/loss, 
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dyspareunia, irregular menstrual bleeding, nausea, mood swings/ irritability, edema, visual 
changes, and more. Conversely, 20 of the 452 reports specifically noted that the woman’s 
symptoms did not improve or resolve following the hysterectomy. All of these women still 
reported pain after the device removal with a few reporting the continuation of other symptoms 
such as fatigue, weight gain/loss, and headaches.  
 
 
In addition to the 452 reports describing device removal, many additional reports cited women 
who were already scheduled for, or actively seeking, removal surgery.   
 
Essure Physician Labeling on Removal* 
 
Warnings 
 

• Do not attempt hysteroscopic Essure insert removal once placed unless 18 or more 
trailing coils are seen inside the uterine cavity.  Attempted removal with less than 18 
trailing coils may result in fractured insert, fallopian tube perforation or other injury. 

• Effects, including risks, of Essure inserts on in vitro fertilization (IVF) have not been 
evaluated.  Risks to the patient, fetus and continuation of pregnancy are unknown. 

• The Essure procedure should be considered irreversible. Safety or effectiveness of 
reversal surgery is unknown. 

 
Section on Insert Removal 
 

• WARNING:  Essure inserts are intended to be left in place permanently.  Do not remove 
insert(s) unless patient is experiencing an adverse event(s) associated with its presence, 
or if removal is demanded. If insert removal is indicated, patient should be counseled on 
unknown risks as techniques for insert removal post-placement have not been evaluated 
in clinical studies. 

 
For all surgical device removal procedures, care should be taken to avoid transecting the 
insert during removal.  Avoid use of any instrument that is likely to result in 
fragmentation of the insert. Application of electrocautery to the outer coil should be 
avoided. During removal, grasping both the inner and outer coils together may help 
prevent excessive stretching of the outer coil, which could result in fragmentation.    

 
Location of Essure inserts should be confirmed through imaging prior to any attempted 
surgical removal.   

   
Limited case reports describe hysteroscopic insert removal up to seven weeks following 
placement.  In these cases the proximal coils were visible within the uterine cavity and 
were easily removed with gentle traction. When hysteroscopic removal is not feasible, 
linear salpingotomy or salpingectomy via laparoscopy or laparotomy can be used to 
remove an insert within the tube. In some cases, a cornual resection of the proximal 
fallopian tube may be required for insert removal. In these cases, patients should be 
counseled about the risk of hysterectomy in order to achieve hemostasis. 
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1. To perform a linear salpingotomy, make a small incision (approximately 2 cm in 

length) along the antimesenteric border of the fallopian tube overlying the insert. 
Use of vasoconstrictive agents is at the discretion of the operating surgeon.  The 
insert needs to be exposed and may need to be freed from the surrounding tissue 
prior to grasping the coils.  Once the insert is exposed, a grasping instrument may 
be used to extract the insert using gentle traction.  Removal may be along with, or 
independent of, an incisional sterilization procedure. 
 

2. When removing insert via salpingectomy, the location of the proximal and distal 
portions of the insert within the fallopian tube should be reconfirmed 
intraoperatively by palpation and/or imaging prior to transecting the tube. The 
insert may be exposed and visualized via salpingotomy prior to transection or 
removal of the fallopian tube. 

 
3. The technique for removal of an insert that has perforated the uterus or tube or is 

within the peritoneal cavity will depend on the location of the insert.  Localization 
should be assessed with imaging prior to the surgical procedure and confirmed 
intraoperatively.  Availability of intraoperative fluoroscopy and/or intraoperative 
x-ray is recommended to identify the location of the insert or fragments of the 
insert during surgery. 

 
*Note: Labeling provided here reflects major changes to the labeling that were approved in June 
2015, via Supplement 41. 
 
Essure Patient Labeling on Removal 
 

• Is Essure reversible? No, the Essure procedure is not reversible. Like having your tubes 
tied or a vasectomy for men, Essure is permanent birth control.  You need to be sure you 
are done having children before you decide to have the Essure procedure. 

• The safety and effectiveness of reversing the Essure procedure are not known 
• The safety and effectiveness of in vitro fertilization after the Essure procedure are not 

known 
• The risks to you and your fetus if you get pregnant after the Essure procedure are not 

known 
 
Summary for Insert Removal 
 
Complete 5-year follow-up of patients in the Phase II and Pivotal study has reported that 5.8% of 
women had devices removed in the Phase II trial and 4.2% of women had devices removed in the 
Pivotal trial.  In addition, recent data on the ESSTVU study demonstrate device removal in 
approximately 2% of subjects. In this study, the most common reasons for undergoing device 
removal were abdominal/pelvic pain or abnormal bleeding.  Limited data are available from 
peer-reviewed studies, although several case reports have been published citing hysteroscopic or 
laparoscopic removal or hysterectomy out to several years past insertion to remove the device for 
a variety of symptoms, and/or for a migrated device.  Many MDRs received by FDA describe 
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women who were seeking or scheduling a hysterectomy to remove the device, or women who 
had already had the devices removed – many by hysterectomy.  For those women who 
underwent device removal, and for whom symptom status was provided, the majority noted 
improvement or resolution of their symptoms after the hysterectomy. Several case reports and 
data from the ESSTVU study also note improvement in symptoms following removal. 
 
X.  Social Media 
 
The Food and Drug Administration has been exploring various tools for “social listening” as a 
means to expand our ability to identify and refine new safety signals.  Among those efforts was a 
pilot program with Epidemico, Inc’s MedWatcher Social program which is intended to review 
public posts on several popular patient and consumer web sites including Twitter, Facebook, and 
select patient forums.  The program uses a Bayesian classifier which identifies “posts with 
resemblance to adverse events” or “Proto-AEs” based on a probability score.  The internal 
classifier has been trained with over 350,000 manually coded posts and an internal dictionary is 
able to translate vernacular to MedDRA terms. 
 
The Agency recognizes that these types of social listening tools are still evolving, and the data 
they provide has important limitations that may significantly impact the ability to interpret the 
inforation.  These limitations include but are not limited to the potential for patients to 
incorrectly assign symptom causality to the device and the potential for large volumes of posts 
which may be duplicative or include  “false positives.”  Despite these known limitations, within 
the pilot evaluation, early data on Essure was  collected from postings between September 2013 
and July 2015.  Of the approximately 350,000 mentions of Essure, the software identified 
20,000+ posts which it classified as containing Proto-AEs.  The vast majority of these Proto-AEs 
were from Twitter posts.  Keeping in mind that this is preliminary data (e.g., false positives not 
yet removed, reports not unduplicated, retweets not consolidated), the top Proto-AEs for Essure 
posts were as follows: 
 

• Pain 
• Hysterectomy 
• Malaise 
• Pregnancy 
• Medical device removal 
• Device dislocation 
• Pelvic pain 
• Surgery 
• Abdominal distension 
• Hemorrhage 
• Allergy to metals 

 
Although raw information, these are consistent with the types of events or complaints received 
by FDA through the MDR reporting process.  
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XI.  Outside-the-US (OUS) Post-market Experience 
 
During its review of post-market information related to Essure, FDA contacted several of its 
larger global regulatory counterparts where the Essure device has been approved/marketed for 
more than 10 years.  The types of adverse events and safety outcomes reported to those bodies 
have also been reported within the United States.  No new issues were being reported abroad that 
were not included in the information provided above.  However, the number of reports received 
yearly by our foreign colleagues through their adverse event reporting processes has been 
significantly less.  On average, the OUS regulatory organizations were receiving fewer than 20-
30 reports per year regarding Essure.  
 
XII.   Summary 
 
The Essure device has been approved for marketing within the United States (and many other 
nations) for over 10 years.  Two prospective clinical trials were performed by the sponsor, and 
reviewed by FDA and its Obstetrics and Gynecology Devices Advisory Panel in support of the 
approval decision in 2002. 
 
Over the past 2 years, FDA has seen a dramatic increase in the number of adverse events 
submitted in relation to the Essure device.  The majority of these reports have come from women 
implanted with the device.  
 
FDA has recently conducted a review of effectiveness and safety performance data from several 
sources as related to the Essure device.  As part of the preparation for this panel meeting, FDA 
has summarized that post-market data and information – focusing largely on specific commonly 
reported safety issues and concerns raised by portions of the patient community.   
 
FDA has provided information in this memo related to Essure safety and effectiveness from 
several different sources, including studies done under IDE as well as studies within the peer-
reviewed literature.  The IDE studies were prospective, multi-center studies, each conducted with 
several hundred subjects and performed in line with FDA regulations. Two of those studies 
followed patients out to 5 years, and the third has provided data out to 2-3 years and is still 
ongoing.  These studies did/do not have a control arm which limits interpretation of some of the 
outcomes of interest, and data was not available on all subjects at the 5-year point for two of the 
studies. Peer-reviewed literature was reviewed and numerous publications related to the 
effectiveness of the device were included. Fewer publications specifically addressed many of the 
adverse outcomes selected for discussion. Although relatively low rates were reported in many of 
these publications, significant limitations must be taken into account when reviewing the data, 
including a large amount of data being generated from retrospective studies (chart reviews, 
physician or patient surveys or phone interviews, etc.), single-arm cohort studies, studies from 
single institutions, separate studies from the same institutions reporting on patient populations 
with significant overlap, studies with limited follow-up (e.g., 3 months), studies with notable loss 
to follow-up, and/or reviews using MDR data to estimate rates.  
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FDA also attempted to summarize information from case reports – both from the medical 
literature (including abstracts and posters) as well as MDRs received into our MAUDE database.  
Limitations to the literature case reports and abstracts are similar to those described for the peer-
reviewed literature. As noted, most of the MDRs received by FDA have been voluntary reports 
from patients themselves, and many of the reports describe numerous symptoms or side effects 
following device placment. A number of these events have not previously been presumed to be 
associated with the device and which, if true,  may call in to question a “systemic” process.  
MDRs are a valuable source of information to FDA, but in general, can also have limitations 
including under-reporting, and biased or incomplete/unverified reporting. In addition, MDR data 
alone cannot be used to establish rates of events, or confirm whether a device actually caused (or 
worsened) a specific event.  Because rates of events cannot be determined by MDR data, it is not 
possible to determine whether the numbers of reports represent a true increase in rates of 
particular known or expected events, or rather represents an increase in the reporting of adverse 
events or increase in the number of devices in clinical use.   
 
The Committee will be asked to review this data, along with other information provided by the 
device manufacturer and members of the clinical and patient communities at the day of the panel 
meeting.  The Committee will be asked to provide input and recommendations regarding the 
benefit-risk profile of the device, specific safety issues, and potential mitigating actions, if any, 
which should be considered by the FDA and public.  
 
 
  



74 
 

Appendix A. Device placement, physician learning curve, and patient compliance; post-market 
information 
 
The effectiveness of the Essure system depends on successful bilateral insert placement and 
patient compliance with the confirmation testing requirement.  If the devices are not correctly 
placed, a woman may not rely on the device for contraception.  Successful placement is 
dependent on a variety of factors, including but not limited to device design (e.g., catheter), 
physician training and experience, and patient anatomy.  In the Phase II and Pivotal Trials, which 
supported the original approval of the Essure System, rates of bilateral placement, and the 
reliance rates were measured.  In the post-market, there have been numerous additional studies of 
bilateral placement rates, physician learning curve for successful placement, and patient 
compliance with confirmation testing requirements. 
 
Successful Device Placement 
 
Since the original approval, the sponsor has made changes to the catheter to facilitate placement, 
although data on Essure placement rates have generally demonstrated a high rate of bilateral 
placement.  In the initial premarket study, successful bilateral placement rates were reported to 
be ~86-90%.  In subsequent post-approval studies, higher bilateral placement rates were reported 
(>95%), and since approval of the Essure system, there has been consistently high bilateral 
placement rates (80-100%) reported in the literature.  Subsequent post-approval studies showed 
higher rates.  
 
The second PAS, ordered at the time of original PMA approval, evaluated the bilateral placement 
rate at first attempt for newly trained physicians in the U.S., and evaluated factors predictive of 
bilateral placement failure.  The target sample size was 40 physicians and 800 women, per 
protocol.  In 2005, after reviewing data in a PAS report, FDA considered this condition of 
approval to be satisfied, with 514 women enrolled in the study.  The sponsor used Bayesian 
statistics to demonstrate that enrolling additional women would not change the observed results 
for the main study endpoint.  There were 476 women in whom bilateral placement was possible 
and bilateral placement was achieved in 458 women, for 96.2% success rate.  Placement rates did 
not change by calendar time, place where procedure was performed, device configuration, 
hysteroscope shape, or patient characteristics (age, body mass index, education level, income, 
and race).  There were 13 adverse events that included perforation (2 cases, one secondary to 
hysteroscope), pelvic pain, bleeding, light headed, increased blood pressure and temporary 
decreased pulse.  The device labeling was updated based on the results of this PAS. 
 
In addition, FDA approved a PMA supplement for the model ESS305 design in 2007.  A PAS 
was ordered at that time to evaluate if design changes and material modifications affected the 
bilateral placement rate.  This PAS was an observational cohort study with 76 sites in the US that 
enrolled 584 women.  The new model had a bilateral placement rate of 97.2%, excluding 
placement non-attempts.  
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Literature 
 
Essure placement rates from studies included in our literature review are summarized in Tables 
24 and 25.  Placement was generally assessed at the time of the procedure by the number of coils 
trailing into the uterine cavity.  It was commonly reported that more than one attempt was 
sometimes needed to successfully place the inserts.  The most common reasons reported for 
unsuccessful Essure placement were poor visualization of the tubal ostia, tubal stenosis, tubal 
spasm, previous tubal occlusion, anatomical irregularities, and patient discomfort during the 
procedure. 
 
A number of studies investigated potential factors that could be associated with Essure 
placement success or failure, such as patient age, body mass index, parity, history of sexually 
transmitted infection, or procedure setting;39,130,32,131 however, no patient characteristic emerged as 
a definitive risk factor for placement failure.  One group of authors from Spain reported that use 
of the oral contraceptive desogestrel before Essure placement was associated with decreased 
endometrial thickness and subsequently, better visualization of the ostia and higher placement 
rates; however, the sample size was not large enough (16 women in each group), and the 
physician was not blinded to treatment group.134  Methods to improve success rates included 
placement during the follicular phase of the menstrual cycle (i.e., before ovulation) to improve 
visualization of the tubal ostia,Error! Bookmark not defined. and premedication with 
nonsteroidal anti-inflammatory drugs (NSAIDs).106 
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Table 24. Successful placement rates in articles with no three month follow-up data. 

 

Article Country 

Successful bilateral 
placement  Reasons for unsuccessful 

placement First 
Attempt 

Second Attempt 

Chapa, 
2015132 

U.S. 43/45 
(95.6%) 

3/4 (75%) Suspected tubal spasm 

Chudnoff, 
2010133 

U.S. 74/80 
(92.5%) 

n/a Not Reported 

Haimovich, 
2013134 

Spain 28/34 
(82.4%) 

n/a Visualization of ostia (n=4) 
Menstruation (n=2) 

Isley, 
2012135 

U.S. 54/58 
(93.1%) 

n/a Visualization of ostia (n=2) 
Coil could not advance into one 
tube (n=1) 
Patient unable to tolerate (n=1) 

Leyser-
Whalen, 
2012131 

U.S. 292/324 
(90.1%) 

n/a Tubal stenosis or spasm (n=18) 
Visualization of ostia (n=9) 
Cervical stenosis (n=3) 
Severe uterine prolapse (n=1) 

Panel, 
2010106 

France 440/492 
(89.4%) 

13/15 (86.7%) Visualization, tubal stenosis, or 
spasm (n=23) 
Salpingectomy or tubal occlusion 
(n=23) 
Previous tubal occlusion (n=2) 
No additional information given 
(n=4) 

Thiel, 
2011136 

Canada 84/85 
(98.8%) 

n/a Not Reported 
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Table 25. Successful placement rates in studies with > 3 months of follow-up. 

 
Article Country Successful placementa 

Anderson, 201339 U.S. 95.5% 
Aparicio-Rodriguez-Minon, 201534 Spain 517/534 (96.8%) 
Garcia-Lavandeira, 2014137 Spain 55/61 (90.2%) 
Gauchotte, 2011138 France 88/94 (94%) 
Grosdemouge, 200941 France 992/1051 (94.4%) first attempt 
Howard, 2013139 U.S. 131/136 (96.3%) 
Legendre, 2010140 France 73/78 devices (93.6%) 
Legendre, 201130 France 293/311 (94.2%) 
Pachy, 2009141 France 22/25 (88%) 
Paladini, 2015142 Italy 27/27 (100%) 
Panel, 201142 France 321/341 (94.1%) 
Povedano, 201236 Spain 4075/4306 (94.6%) 
Rajecki, 201443 Finland 103/120 (85.8%)  
Rios-Castillo, 201354 Spain 1166/1200 (97.2%) 
Sakinci, 201537 Turkey 24/32 (75%) 
Savage, 200932 U.S. 850/884 (96.2%) 
Tatalovich, 2010143 U.S. 48/48 (100%) 
Thiel, 2014144 Canada 30/30 (100%) 
Veersema, 201157 Netherlands 1034/1145 (90.3%) 

* NR=Not reported. 
a Overall placement rates including placements that required multiple attempts 
 
 
Essure Physician Labeling Regarding Insert Placement 
 
Clinical Trial Results Section 
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Physician Learning Curve 
 
Literature Regarding Physician Learning Curve 
 
In our current literature review, 3 articles reported on the physician learning curve for the 
placement of Essure.130,145,146 A Dutch study that collected data from 631 procedures performed 
by 15 gynecologists inexperienced with the Essure procedure found that increasing experience 
was significantly associated with decreasing procedure time through the physician’s 15th 
procedure; however, experience was not associated with placement success, pain scores, or 
complication rates.  Successful bilateral placement (confirmed by TVU or x-ray) was achieved in 
480/631 (76.1%) patients at first attempt, and the overall rate of sterilization success was 
537/631 (89.5%).  The authors reported 40 complications such as vasovagal collapse and 
nausea/vomiting, but no cases of perforation, migration, or expulsion.145  
 
A French study classified 498 surgeons into four groups according to experience with 
hysteroscopy. At the surgeons’ first Essure placement, failure rates ranged from 4.7% for the 
most experienced group to 16.3% for the least experienced group of surgeons.  The presence of 
an instructor from Conceptus (previous manufacturer of Essure) during the procedure was 
associated with faster improvement during the surgeons’ second and third placements.  Overall 
the placement success rate (bilateral and unilateral) was 1054/1144 (92.1%). Complication rates 
were not reported.146 
 
Levie & Chudnoff published the results of the “Newly Trained Physicians” post-approval study. 
The group of 39 experienced physicians had each performed ≥25 Essure placements, while 37 
newly trained physicians had each performed 3-5 proctored placements.  The successful 
placement rate (bilateral and unilateral) was 339/346 (98%) vs. 223/232 (96.1%) for experienced 
versus newly trained physicians (p>.05); procedural time was 7.9 minutes versus 10.7 minutes, 
respectively (p<.01).  Six subjects experienced adverse events, including two cases of uterine 
perforation (one at the time of cervical dilation, and one during hysteroscope insertion); it was 
not reported whether these procedures were performed by newly trained or experienced 
physicians.130 
 
Patient Compliance with Confirmation Test 
 
As described previously, although surgical tubal ligation may be considered effective 
immediately, due to the mechanism of action of the Essure device, a period of time is required to 
ensure that the fallopian tubes are occluded.  A woman must have a successful “confirmation 
test” before she can stop alternative birth control and rely on the Essure device.  As noted above, 
failure to comply with this confirmation testing has been cited as a factor in a significant 
percentage of reported unintended pregnancies.  As such, adherence to this step is crucial to the 
device’s effectiveness. 
 
Literature on Confirmation Test Compliance 
 
FDA’s literature review showed that patient compliance rates with the confirmation testing 
ranged from 28.8% to 100% (Table 26).  Health insurance coverage was an important factor in 



79 
 

patient compliance; in multiple studies, privately insured women were more likely to be 
compliant with HSG confirmation testing than women with public insurance or no insurance. 
Only 53% of women were compliant with HSG testing in one study of mostly publicly insured 
women from Kansas City, Missouri.139  Another study with a very low compliance rate (28.8%) 
reported that insurance issues were the most frequently reported reason for noncompliance in 
their urban-based clinic population in Detroit, Michigan.147  Comparatively, a sample of 884 
women in the Kaiser Permanente Northern California healthcare system had a compliance rate of 
86.5%, and more than a third of those lost to follow-up were no longer Kaiser Permanent 
Northern California members at the end of the study period.32 In a study conducted at Vanderbilt 
University Medical Center, patients were 2.05 times more likely (95% CI: 1.22, 3.43) to undergo 
HSG testing if they had private insurance compared with Medicaid insurance.39 
 
Two articles reported on methods implemented in order to increase patient compliance. 
Mahmud, et al., reported an increase in compliance from 68.6% to 78.4% using an electronic 
reminder for staff.148  Guiahi, et al., reported an increase in compliance from 71.1% to 87.3% 
after hiring a dedicated staff nurse to schedule HSG appointments and track compliance.149 
 
Outside the U.S., it is general practice to use pelvic x-ray or TVU to assess device placement, 
rather than tubal occlusion.  Multiple authors recommend ultrasound as the first line of 
confirmation testing, followed by the modified HSG, when indicated by an inconclusive 
result.56,137,142  In a large Dutch prospective cohort, three-month TVU results were satisfactory for 
892/944 women (94.5%); of the 52 unsatisfactory results, subsequent HSG confirmed bilateral 
occlusion in 50 cases.  However, the authors noted that two of four observed pregnancies were 
possibly due to misinterpreted TVU results that appeared satisfactory (no HSG performed).57 
Similarly, a retrospective Canadian study reported that 524/610 (85.9%) women had satisfactory 
TVU results and 86/610 women underwent HSG due to inconclusive or abnormal TVU results. 
There were two pregnancies during six years of follow-up, both due to non-compliance.56  In two 
articles, there was a case where TVU or x-ray showed correct placement of the devices, but HSG 
showed that one or both tubes remain patent.45,46  
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Table 26. Confirmation test compliance data 

 

Author Country n Confirmation 
Compliance 

Successful Completion 
of Confirmation Testb 

Anderson, 201339 U.S. 638 58.7% 88% 
Aparicio-
Rodriguez-
Minon, 201534 

Spain 517 476/517 (92.1%) X-ray/US: 467/476 
(98.1%) 

HSG: 67/76 (88.2%) 
Connor, 201140 U.S. 118 101/118 (86%) Contrast infusion 

sonography: 53/57 
(93%) 

Franchini, 201151 Italy 45 NR 45/45 
Garcia-
Lavandeira, 
2014137 

Spain 61 55/55 (100%) Ultrasound: 43/55 

Gauchotte, 
2011138 

France 94 58/94 (62%) X-ray/US: 53/58 (91%) 

Grosdemouge, 
200941 

France 1061 1014/1015 (99.9%) X-ray: 982/1014 (97%) 

Guiahi, 2010149 U.S. 228 78% before 
intervention (hiring 
staff to schedule ) 

90.9% after 
intervention 

123/173 (71.1%) before 
and 48/55 (87.3%) after 

Howard, 2013139 U.S. 132 70/132 (53.0%) 61/70 (87.1%) 
Lazarus, 201235 U.S. 235 NR 218/240 (90.8%) 
Legendre, 
2010140 

France 40 39/40 61/64 devices 

Legendre, 201130 France 311 257/305 (84.3%) US: 195/227 (85.9%) 
Leyser-Whalen, 
2013150 

U.S. 286 243/286 (85.0%) NR 

Mahmud, 2015148 U.S. 211 68.6% before 
eReminder 
78.4% after 

NR 

Pachy, 2009141 France 25 24/25 (96%) US: 21/21 
Paladini, 2015142 Italy 27 27/27 (100%) US: 35/51 devices 

HSG: 50/51 devices 
Panel, 201142 France 382 317/341 (93.0%) NR 
Povedano, 
201236 

Spain 4306 4108/4242 (96.8%) X-ray (plus 137,142TVU or 
HSG when indicated): 

4095/4108 (99.7%) 
Rajecki, 201443 Finland 120 NR X-ray or US: 85.8% 
Rodriguez, 
201344 

U.S. 229 229/281 (81.4%) 221/229 (96.5%) 

Sakinci, 201537 Turkey 32 30/30 (100%) 30/30 (100%) 
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Author Country n Confirmation 
Compliance 

Successful Completion 
of Confirmation Testb 

Savage, 200932 U.S. 884 739/854 (86.5%) 687/739 (93.0%) 
Shah, 201145 U.K. 18 18/18 (100%) 17/18 (94.4%) 
Shavell, 2010147 U.S. 14 21/73 (28.8%) NR 
Tatalovich, 
2010143 

U.S. 48 38/48 37/38 

Thiel, 201156 Canada 610 NR US: 524/610 (85.9%) 
HSG: 85/86 

Thiel, 2014144 Canada 30 30/30 (100%) 30/30 (100%) 
Veersema, 
201046 

Netherlands 47  X-ray: 44/47 

Veersema, 
201157 

Netherlands 1145 1051/1072 (98%) TVU: 892/944 (64.5%) 
HSG: 150/164 (91.5%) 

*NR=Not reported 
.aConfirmation test used was HSG unless otherwise noted. US=Ultrasound. 

 
 
MDR Reports Related to Confirmation Testing 
 
As noted previously, FDA has received 337 MDRs which cite unintended pregnancy following 
Essure placement.  A large number of those MDRs (175) did not provide any information related 
to whether the confirmation test was performed, when, and/or what the results were.  Of the 
remaining reports, 131 specified that the HSG test had been completed, 4 noted that a TVU was 
done, and 27 specifically stated that no confirmation testing had been completed.  
 
Essure Physician Labeling Regarding Patient Non-Compliance 
 
Warnings 
 
• Physicians performing the Essure procedure must adhere to the Essure Confirmation Test 

(modified HSG) protocol in these Instructions for Use.  The protocol for interpretation of the 
Essure Confirmation Test (modified HSG) is different from a standard HSG for infertility.  In 
addition to patient noncompliance, incorrect interpretation of the Essure Confirmation Test 
(modified HSG) has led to pregnancy. 

 
• Pregnancies (including ectopic pregnancies) have been reported among women with inserts 

in place. Some of these pregnancies were due to patient non-compliance, which included 
failure to:    
 

o use alternate contraception during the 3-month "waiting period" prior to Essure 
Confirmation Test; 

o return for the Essure Confirmation Test (modified HSG) to determine if the inserts 
are in the correct  location and tubal occlusion is present; and 

o use alternate contraception or undergo sterilization by another method if the Essure 
Confirmation Test is (modified HSG) reveals tubal patency.  In this case, the clinician 
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should inform the patient of the Essure Confirmation Test (modified HSG) finding 
and counsel her not to rely on the Essure System for contraception. 
 

Therefore, it is critical that clinicians properly counsel patients regarding the risk of 
pregnancy (including ectopic pregnancy) attributable to non-compliance during all stages of 
the Essure procedure. 

 
Essure Patient Labeling Regarding Patient Non-Compliance 
 
• You can rely on Essure for birth control only after your doctor has reviewed your Essure 

Confirmation Test results and told that you may rely.  If you rely on Essure for birth control 
before having your Essure Confirmation Test, you are at risk of getting pregnant 

• Talk to your doctor about which method of birth control you should use for the 3 months 
after the procedure.  Some women can remain on their current birth control. Other women, 
such as those using an intrauterine device or contraceptive, will need to switch to another 
method. 

• It can take longer than three months for the Essure procedure to be effective.  In rare cases, 
it has taken up to 6 months. Make sure to continue using an alternate form of birth control up 
until your doctor has reviewed your Essure Confirmation Test results and confirmed that you 
can rely on Essure for birth control 

• After 3 months, a doctor administers the Essure Confirmation Test using contrast dye and a 
special type of x-ray.  The test confirms that the inserts are placed correctly, your fallopian 
tubes are blocked, and pregnancy will be permanently prevented.  Until you receive 
confirmation from your doctor, you must continue to use another form of birth control to 
prevent pregnancy.  Essure inserts do not contain hormones, so you’ll continue to have your 
normal period and your ovaries will continue to release eggs.  Since the eggs cannot be 
fertilized, they are simply absorbed back into your body. 

 
 
 

Appendix B: Physician Labeling for the Essure System 
 

Appendix C: Patient Labeling for the Essure System 
 

Appendix D: Mandatory Medical Device Reporting 
 

Appendix E:  Summary of Safety and Effectiveness Data, Original Approval (P020014) 
 
 
Appendices B, C, D, and E are provided in separate pdf files. 
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MedWatcher App 
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Free, user-friendly Web & mobile app 

Allows for rapid reporting of suspected 
adverse events 

Increase public access to drug, device, 
and vaccine information 

Supported by US FDA Center for 
Devices and Radiologic Health 

US launch in 2010; EU expansion in in 
progress 







Essure 

Conduct 
Nullam eu tempor purus. Nunc a 
leo magna, sit amet consequat 
risus. Etiam faucibus tortor a 
ipsum vehicula sed hendrerit. 

•  Implantable,  
permanent birth control for women 

•  Coils made of polyester fibers,  
nickel-titanium and stainless steel, 

implanted into fallopian tubes 

•  US FDA approved 2002 

•  5-year fail rate: 0.27% 

•  Common and notable AEs: abdominal 
pain, pelvic pain, abdominal distension, 

vaginal haemorrhage, alopecia, allergy to 
metals, device dislocation, pregnancy with 

contraceptive device, salpingectomy, 
hysterectomy 
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Launched in March 2011 by patient, 
Angie Firmalino 

As of August 2015, more than 19,000 
members 

Environment where patients can share 
information and experiences 

Managed by 11 volunteer 
administrators; 2 elected as co-authors 

Engaged by MedWatcher team starting 
October 2013 
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“Essure Problems” Facebook Group 



Methods 
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Problems” 

Work with 
administrators 
to promote AE 
reporting via 
mobile app 

1,349 AE reports  
(May 2013 –  

Dec 2014) coded 
& analyzed 

WHO-UMC VigiGrade 
completeness scores 

calculated & MIAB 
model for successful 

crowdsourcing applied 



Findings: Essure Reports per Month 

7 per month
FDA MAUDE

132 months marketing authorization

103 per month
MedWatcher Mobile App

19 months collaboration with patient community



Findings: Crowdsourcing vs. Traditional 
Pharmacovigilance 
Comparison of Essure mobile app submissions with WHO-UMC database 

Average Time for Submission 
App users submitted in 11.4 minutes 

compared to 40 minutes via 
traditional forms 

Average VigiGrade Score 
App submissions were more complete 

than global avg in VigiBase. 

“Well-documented” Reports 
App reports were considered “well-

documented” 4x more often than global 
avg in VigiBase 

40 
min 0.45 

Bergvall	  T	  2013	  Drug	  Safety	  

11.4 min 0.80 
56% 

24% 
HCP 

13% 
overall 
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•  June 24, 2015: FDA announces 
Advisory Committee meeting on 
Essure 

•  “The majority of reports received 
since 2013 have been voluntary 
reports, mostly from women who 
received Essure implants” 

•  5093 reports on MAUDE through 
May 31, 2015; 2087 through 
MedWatcher app 

•  To date, 3592 reports received 
through MedWatcher app 

To Date 
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LIMITATIONS OF SOCIAL MEDIA & MOBILE APPS 

CAUSALITY 
Patients may not correctly assess causality. 
Define methods to measure probability of real 
world significance. 

VOLUME 
Volume of reports likely to be large. Reduce 
false positives and create automated tools to 
triage information. 

SIGNAL DETECTION 
Very limited statistical methods to detect 
problems. Collaborate with academia, industry 
and regulators to refine methods. 

PRIVACY 
Patient privacy expectations and fear of 
government oversight. Use publicly available 
data only. 

REGULATION UNCLEAR 
When is there an obligation to monitor or 
report? Work with regulators and industry to 
clarify guidance. 

01 

02 

03 

04 

05 
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11/21/2019 Essure Permanent Birth Control > FDA Activities

https://wayback.archive-it.org/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/Ess… 1/4

FDA Activities
September 2015 Advisory Committee to discuss Essure Safety and Effectiveness

The FDA has been examining safety concerns about Essure raised by patients and cited in Medical Device Reports (MDRs). We convened a meeting of the
Obstetrics and Gynecology Devices Panel of the Medical Devices Advisory Committee
(/7993/20170111065822/http://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/MedicalDevices/MedicalDevicesAdvisoryCommittee/Obst
etricsandGynecologyDevices/ucm463457.htm) on September 24, 2015 to:

discuss currently available scientific data pertaining to Essure’s safety and effectiveness,

hear expert scientific and clinical opinions on the risks and benefits of the device, and

hear concerns and experiences of women implanted with Essure.

Meeting participants and the panel also discussed recommendations for:

Additional prospective clinical data collection to better understand adverse events such as allergic reaction and autoimmune response, persistent pain, device
removal, migration, perforation or fragmentation and bleeding;

Improved physician training and education;

Improved patient counseling and education to facilitate informed decision-making; and

Labeling modifications.

The Advisory Committee meeting provided valuable information and perspectives the FDA considered to inform our next steps.

FDA’s Review of Available Information after the September 2015 Advisory Committee Meeting

After careful review of concerns identified by the public speakers and the feedback and recommendations provided by the panel (See Advisory Committee
meeting summary
(/7993/20170111065822/http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/MedicalDevices/MedicalDevicesAdvisoryCom
mittee/ObstetricsandGynecologyDevices/UCM464487.pdf) and panel transcript
(/7993/20170111065822/http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/MedicalDevices/MedicalDevicesAdvisoryCom
mittee/ObstetricsandGynecologyDevices/UCM467456.pdf)), comments submitted to the public docket, and additional medical literature and adverse event
reports that have been published or received since the Advisory Committee meeting. The FDA:

1. Ordered Bayer to conduct a postmarket surveillance (https://wayback.archive-
it.org/7993/20170111065822/https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pss.cfm) study to obtain more data about Essure’s
benefits and risks.

Like the Advisory Committee panel, the FDA believes more clinical data is needed to better define and understand certain outcomes and events that may be
associated with Essure when compared to women who undergo tubal ligation. Findings from the study will inform any future FDA action.

On March 29, 2016, Bayer submitted a postmarket surveillance study plan to the FDA for the Essure device and the agency approved the study plan on
September 2, 2016. The FDA believes that results collected from the approved study plan will help the agency better understand complications associated
with the Essure device, as well as the underlying reasons inhibiting the completion of the three steps of the Essure System method (device
insertion/gplacement, use of alternative contraception for three months, and a confirmation for proper location/occlusion). Additional information on the
postmarket surveillance study are available on the 522 Postmarket Surveillance Studies webpage (https://wayback.archive-
it.org/7993/20170111065822/http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pss.cfm).

2. Issued the final guidance
(/7993/20170111065822/http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM488020.pdf),
“Labeling for Permanent Hysteroscopically-Placed Tubal Implants Intended for Sterilization” after carefully considering public comments on the
language in the boxed warning and Patient Decision Checklist for inclusion in the product labeling.

Advisory Committee meeting and comments received through the public docket indicated that patients are not reliably receiving and/or understanding
appropriate information about the device and associated risks prior to making a sterilization decision – for Essure as well as other sterilization methods. Panel
members recommended changes to the patient and physician labeling and more aggressive methods to ensure patients are well-informed of risks. FDA will
require a boxed warning and Patient Decision Checklist as part of the labeling to help ensure that a woman receives and understands information regarding
the benefits and risks of this type of device. The FDA issued draft guidance on the content and wording to be included in the product labeling for permanent
hysteroscopically-placed tubal implants with respect to:

hideYou are viewing an archived web page, collected at the request of U.S Food and Drug Administration (//archive-it.org/organizations/1137) using
Archive-It (//archive-it.org/). This page was captured on 6:58:22 Jan 11, 2017, and is part of the FDA.gov (//archive-it.org/public/collection.html?

id=7993) collection. The information on this web page may be out of date. See All versions (https://wayback.archive-
it.org/7993/*/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452254.htm)

of this archived page.
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A boxed warning with safety statements to better communicate to patients and providers the significant side effects or adverse outcomes associated with
these devices and information about the potential need for removal;

A Decision Checklist with key items about the device, its use, and safety and effectiveness outcomes, which the patient should be aware of as they
consider their sterilization options.

The 60-day comment period on the draft guidance ended on May 3, 2016. After the comment period closed, the FDA reviewed all comments, made the necessary
and appropriate revisions and issued the final guidance.  To view comments, go to the Public Docket (https://wayback.archive-
it.org/7993/20170111065822/http://www.regulations.gov/) and search Docket # FDA-2016-D-0435.

3. Completed its evaluation of the trade complaint regarding allegations initially made in a Citizen Petition (https://wayback.archive-
it.org/7993/20170111065822/https://www.regulations.gov/document?D=FDA-2015-P-0569-0001).

The Citizen Petition, which included allegations related to Essure, was referred to the Office of Compliance within the Center for Devices and Radiological
Health (CDRH). CDRH closed the Citizen Petition and reviewed the allegations as a trade complaint. The Office of Compliance completed its investigation of
the trade complaint (https://wayback.archive-it.org/7993/20170111065822/http://www.regulations.gov/#!documentDetail;D=FDA-2015-P-0569-0005).

Allegations in the trade complaint included clinical trial misconduct, notably that clinical trial participants’ medical records were altered to reflect more
favorable data about participants’ experiences, and that the sponsor violated the terms of the PMA approval order and violated laws that relate to the
manufacturing and marketing of Essure.

The FDA inspected Bayer as part of the complaint investigation. In addition, Bayer provided the FDA with the available case report forms that documented
patient experiences during Essure clinical trials.

The FDA analyzed these forms to evaluate the incidence of cross-outs and discrepancies regarding patient-reported pain, comfort and satisfaction ratings to
assess whether modifications favored Essure safety and effectiveness. The Agency found that less than 1 percent of case report form data pertaining to pain,
bleeding, device placement/movement and pregnancy were changed during the clinical trials. Although modifications to the case report forms were identified,
our analysis did not find evidence the sponsor purposefully modified patient responses to reflect more favorable data for Essure. More information about the
Agency’s case report form analysis can be found in the Summary and Key Findings document
(/7993/20170111065822/http://www.fda.gov/downloads/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanent
BirthControl/UCM488062.pdf).

Also as part of the Agency’s complaint investigation, CDRH evaluated Bayer’s labeling of the device, taking into account the allegations in the complaint, as
well as the feedback received during the September 2015 Advisory Committee meeting and from public comments received in response to the public docket.
With the issuance of the final guidance and the subsequent approval of Bayer’s labeling changes that are consistent with the recommendations in the
guidance, the Agency considers its investigation of the trade complaint completed. CDRH Office of Compliance will ensure that Bayer’s revisions to their
marketing and promotional materials are consistent with the updated labeling.

FDA’s Review of Reported Problems

Problems that were reported during clinical studies are addressed in the Essure product information (labeling for physicians and patients). Some women have
reported to the FDA that they have experienced pain or other health problems after Essure placement. Other reports that are not included in the labeling, were not
observed in post-approval studies, or described in the clinical literature include extreme fatigue, depression, weight gain, allergy and hypersensitivity reactions.
Many of these outcomes were discussed at the Advisory Committee meeting and cited in docket comments.

The FDA relies on a variety of postmarket surveillance data sources to monitor the safety and effectiveness of medical devices. The FDA conducted a thorough
review of the available information about Essure and the experiences of patients who have had Essure since the FDA approved it in 2002. This includes
experiences of patients who have had positive outcomes with Essure as well as those who have experienced problems. For this review, the FDA:

Analyzed Essure patient reports of problems (including Web-based testimonials) and reports of problems submitted to the FDA from other sources,
including doctors, patients, and the manufacturer of Essure.

Adverse event and product problem reports submitted to the FDA are one source we use to monitor marketed medical devices. These reports may contribute
to the detection of potential device-related safety issues as well as to the benefit-risk assessments of these devices. While such reports are a valuable source
of information, this type of reporting system has notable limitations, including the potential submission of incomplete, inaccurate, untimely, unverified, or
biased data. Complaints or adverse event reports do not necessarily directly indicate a faulty or defective medical device, and adverse event reports alone
cannot be used to establish or compare rates of event occurrence. Additionally, we may receive multiple reports related to the same event making it difficult
to determine actual numbers of events.

The FDA conducted a search of the Manufacturer and User Facility Device Experience (MAUDE) database. From Nov. 4, 2002, Essure's approval date,
through December 31, 2015, the FDA received 9,900 medical device reports related to Essure. The majority of reports received since 2013 have been
voluntary reports, mostly from women who received Essure implants.

The most frequently reported patient problems during this period were pain/abdominal pain (6989), heavier menses/menstrual irregularities (3210), headache
(2990), fatigue (2159), and weight fluctuations (2088). Most of the reports received listed multiple patient problems in each report. The most frequent device
problems reported were patient-device incompatibility (2016) (for example, possible nickel allergy), migration of the device or device component (854), device
operating differently than expected (490), device breakage (429), device difficult to remove (280), malposition of the device (199), and device difficult to insert
(187). Multiple device problems can also be listed in each report.

Through December 31, 2015, there have been 32 reports coded by the submitter as death. Six of these were incorrectly coded, as there was no indication of death
in the report. Of the remaining 26, six relate to four adult deaths; 18 reports relate to 15 incidences of pregnancy loss; and two reports related to two incidents of a
death of an infant after live birth.

https://wayback.archive-it.org/7993/20170111065822/http://www.regulations.gov/
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FDA has received 631 reports of pregnancies in patients with Essure. Of these, 150 were reported to result in a live birth; 204 did not indicate whether the
pregnancy resulted in a live birth or pregnancy loss; and 294 resulted in pregnancy loss.

Among the 294 reports of women who experienced a pregnancy loss, 96 were reported as ectopic pregnancies; 43 were reported as elective terminations of
pregnancies, and 155 were other pregnancy losses.

Confirming whether a device actually caused a specific event can be difficult based solely on information provided in a given report.  The Agency continues to
monitor adverse event reports associated with Essure and will periodically update this page.

Reviewed the results from two Post-Approval Studies (PAS) conducted by Conceptus as part of the product’s 2002 approval.

PAS I (https://wayback.archive-it.org/7993/20170111065822/http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma_pas.cfm?
t_id=90320&c_id=260#tt) was conducted to gather five-year follow up information on the participants in two groups of patients that were part of premarket
clinical trials (known as Phase 2 trial and Pivotal Trial). The study evaluated:

how well Essure prevented pregnancy;

the safety of the procedure used to place Essure; and,

the safety of Essure once implanted, including patient comfort.

Although there is evidence of complications, as there are with many medical devices, overall results from this study did not demonstrate any new safety
problems or an increased incidence of problems since the time of device approval.

PAS II (https://wayback.archive-it.org/7993/20170111065822/http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma_pas.cfm?
t_id=90320&c_id=23#tt) was conducted to evaluate bilateral placement rate (insert placement in both the right and the left Fallopian tubes at first attempt)
for newly trained physicians in the U.S. Data from this study were used to evaluate the training procedures and to update labeling.

You can view a summary of Essure PAS results
(/7993/20170111065822/http://www.fda.gov/downloads/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanent
BirthControl/UCM452291.pdf) for the two studies ordered in conjunction with the PMA approval, which have been extracted from the Post-Approval Study
Status web page (https://wayback.archive-it.org/7993/20170111065822/http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma_pas.cfm).

Subsequent to the product’s approval in 2002, three PMA supplements were approved with post-approval studies required as conditions of approval. One
supplement was related to device modifications; the other two supplements supported labeling modifications. Details on the study protocols and status are
posted on the Post-Approval Study Status web page (https://wayback.archive-
it.org/7993/20170111065822/http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma_pas.cfm).

Evaluated the available clinical literature to better understand long-term complications.

FDA sought to determine what long-term complications may be associated with Essure more than five years after placement, because the post-approval
study evaluated safety and effectiveness only up to five years. To date, we have found no conclusive evidence in the literature indicating any new or more
widespread complications definitely associated with Essure occurring more than five years after Essure placement.

The Executive Summary
(/7993/20170111065822/http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/MedicalDevices/MedicalDevicesAdvisoryCom
mittee/ObstetricsandGynecologyDevices/UCM463486.pdf) prepared for the Advisory Committee meeting provides a comprehensive overview of Essure and
the FDA’s review, including post-market information, clinical literature and information from ongoing studies. FDA continues to monitor the safety of Essure to
ensure it does not pose an increased risk to public health and that its benefits continue to outweigh the risks.

Essure Benefits and Risks
(/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452250.htm)

Esssure Permanent Birth Control: Information for Patients
(/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452251.htm)

Essure Permanent Birth Control: Information for Health Care Providers
(/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452252.htm)

FDA Activities
(/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452254.htm)



Essure Permanent Birth Control: Reporting Problems to the FDA
(/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452269.htm)

Regulatory History
(/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452270.htm)

Essure Labeling Information for Patients and Health Care Providers
(/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/ucm452280.htm)

More in Essure Permanent Birth Control
(/7993/20170111065822/http://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/EssurePermanentBirthControl/default.htm)
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*****Disclaimer. Minutes were taken to the best of my ability. FDA statements are not word for word or
quotable. They are a general overview of what was stated. Essure Patients that spoke had pre-written
script that is contained in these minutes. If any media wish to quote these statements, please get
approval ahead of time so we can tell you if it is an exact quote or not. The FDA will be providing its
own official minutes in a few days.*****
Peper Long “got housekeeping” out of the way. The call will be 1 hour. It will be a venue to
communicate and express your concerns. We hold these calls frequently with patient groups. No
information not already available on our website or released to the media will be available. No
recording is allowed. It lessens the value of the conversation by interfering with the freeflow of ideas.
Short Introductions:
FDA:
Peper Long, Associate Director Public Affairs
Paula Silberbrg, Public Health Adviser
Karen Jackler ,Public Affairs Specialist
Media:
Lauren Gilger
Christina Mendoza
Dave Elias
Kim Chappell
Patient Advocates:
Angie Firmalino
Michelle Garcia
Amanda Dykeman
Angela Desa
Krystal Donahue from Bel Air, MD I had to have a hysterectomy after dealing with 2 years of pain and
am here to support other patients suffering.
Carrie Hirmer
Kim Myers
Melanie Gosgarian
Mishelle Moore Hi, My name is Mishelle... I live in Mukilteo Wa.. I had Essure for 2 yr 2 mos...before I
needed a hysterectomy because of a hypersensitivity to nickel...Essure cost me two years of my life
due to illness, my reproductive organs, and my career as an airplane builder.
Jerri Lynn Silver from Long Island, NY I am here for my Daughter Stacy who has become very ill since
having essure
Kim Hudak
Peper Long I appreciate and take this call and complaints seriously. We use all premarket and
postmarket literature to review the safety and efficacy of the device. We continue to use post market
surveillance and patients play a significant role in how we decide a products benefit/risk analysis. Turn
the time over to you.
Kim Hudak It is my understanding that one of the roles of the FDA is to evaluate, not only the efficacy
of new pharmaceuticals and medical devices, but also the safety of these products. I do not find any
evidence that the safety of the STOP device was evaluated by Conceptus during the clinical trials. In
fact, quite the opposite is true. I expressed serious concern about my rapidly declining health the
entire duration of the study yet no specialized tests were ever done to evaluate my claims. The
information that was relayed back to Conceptus was that I was “highly satisfied” with the product on
almost every single account yet my office follow ups as well as my phone interviews during the course
of the trials are in sharp contrast to this information.
In addition to the safety, I question the known efficacy of the product at the time of approval as well.
With such a small group and such a short duration for the study, I have a difficult time believing that
the data was correct. Upon entering the study, women were required to agree to have intercourse a
specified number of times each month. This is impossible to verify and it was not a requirement to be
in a verifiable long term relationship.
With all of this in mind, my question to you is how was it determined that this product was safe and
effective? How did a medical device with such little verifiable data and limited duration of study get the
FDA’s approval?
Peper Long Safety and effectiveness was determined by significant amounts of data from 2 studies
given to the FDA prior to approval.
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Angie Firmalino
Good morning. I’d like to thank the members of the FDA for giving us this opportunity to speak about
our experiences after being implanted with Essure, and for the chance to present our information and
research to you.  It has taken a lot of time, and thought, and preparation to collect and arrange a
presentation for you. One that included everything that we wanted or needed to say, while keeping it
within an hour long phone call.  So we have tried to keep it as short as possible, while including the
main topics of concern.
My name is Angie Firmalino; I was implanted with essure in 2009.  I am the founder of the FB group
Essure Problems. I started the group in 2011 after finding out my coils were embedded in my uterus. I
have had three surgeries since being implanted, and I am scheduled for my forth surgery, a complete
hysterectomy, on February 13th 2014, to remove the remaining fragments of essure. The surgery
involves removing the remainder of my tubes, both ovaries, my uterus and cervix. While I am hopeful it
will resolve all of the pelvic pain, I do not know if the chronic inflammation, headaches, or joint
deterioration will subside. I am 41 years old.
I'd like to begin my part of this presentation by pointing out the number of women included in the
clinical trials for essure.  As of the last update to the pma at the time of the initial meeting between
Conceptus, the FDA, and the advisory panel, there were 281 women who had successfully relied on
essure for contraception for 18 months, 149 women who had relied on essure for 24 months, and 5
women who had relied on essure for 36 months. A total of 435 women. (Of those women from the
clinical trials, 4 are in our FB group, and 2 women from the trials are here on the phone with us today,
and we will get to their stories shortly)
During the PMA meeting, several questions were raised by the advisory panel that either went
unanswered, or could not be answered, because there was not enough data at the time to provide an
answer. So here we are, 12 years later and capable and willing to answer those questions. We have
almost 6000 women currently in our group suffering from the essure device. At the present time, we
add about 150 women a week, however that number is continually and rapidly rising. We recently
made an essure survey for our members to fill out, so that we could start to collect some data and
present to you some numbers. Currently, 920 members have finished the survey. So already, our
group has more women that have taken our survey, than were in clinical trials.
Some questions raised during the PMA meeting that I would like to focus on are
1.        Hypersensitivity to metals, particularly nickel
2.        What does a doctor do about perforations or migrations, meaning proper protocol of removing a
coil
3.        What is the long term wearing safety of the PET fibers, specifically if the coils perforate or
migrate out of the fallopian tubes?
4.        How do we know an accurate rate of pregnancy amongst women relying on essure?
Let me start with the hypersensitivity to nickel. Initially, there was a contraindication for women with a
known hypersensitivity to nickel. The same contraindication remains on labels for similarly made
devices such as cardiac and cerebral stents. On Aug 4th 2011, Conceptus received FDA approved for
the removal of the nickel hypersensitivity contraindication from the Essure procedure Instructions for
Use ("IFU"). 
 (The removal of a contraindication for patients with known hypersensitivity to nickel as confirmed by a
skin test
The removal of a warning for patients with a suspected hypersensitivity to nickel to pursue a
confirmatory skin test
The addition of a warning for patients with suspected hypersensitivity to nickel)
The instructions also state that physicians will be advised to continue to counsel patients about the
risks and benefits of the Essure procedure, including the possibility of an allergic reaction to the micro-
insert or development of an allergy to nickel.
Of the 920 women who took our survey, when asked the question “did your doctor ask you if you were
allergic to nickel”, 18% said yes and 82% said no.
When a woman reports an adverse event report to the FDA regarding an allergic reaction to essure…..
This is the manufacturer’s response on that event.
“Manufacturer Narrative
The essure ifu contains the following warning statement: the essure micro-insert includes nickel-
titanium alloy, which is generally considered safe. However, in vitro testing has demonstrated that
nickel is released from this device. Pts who are allergic to nickel may have an allergic reaction to this
device, especially those with a history of metal allergies. In addition, some pts may develop an allergy
to nickel if this device is implanted. Typical allergy symptoms reported for this device include rash,
pruritus, and hives.”
So the manufacturer knows and admits that hypersensitivity is a problem. Yet, they requested, and the
FDA approved, the removal of the contraindication to simply corner the market on hysteroscopic
sterilization. Many of the clinical trails that followed the initial market approval had hypersensitivity to
nickel as an exclusion criterion.
Here are some published statements, regarding the label change….The label was changed to expand
the number of potential patients for Essure. The president and chief executive officer of Conceptus
said   "This FDA label decision will further strengthen our competitive advantage and leadership in the
permanent birth control market, and we are pleased that we were able to secure it, the upgraded label
change significantly diminishes the biggest competitive selling point of our competitor's hysteroscopic
sterilization product against Essure, which was the nickel hypersensitivity contraindication.” "We will be
aggressively marketing this IFU change to the OB/GYN community, and especially to those physician
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accounts that are trialing the competitor's product primarily because of potential nickel allergy in
patients.”
The motivation for this change was not based on patient safety but on the manufacturer’s financial
interest. Not only are women not being informed of the possibility of an allergic reaction or becoming
allergic, the allergic reactions that ARE happening are being downplayed! We have countless images
of women who are suffering severe allergic reactions that leave their bodies with welts, rashes,
blemishes and possibly long term scars; this is a living nightmare for these women who are allergic to
this Essure device that is implanted in them.  The constant pain, irritation, and inflammation that they
are forced to live with, because the manufacturer thought that this adverse event was insignificant or
extremely rare, is unacceptable. Also, their implanting doctors will rarely make the connection or admit
that the essure device is the cause of these reactions, so the women are sent on to dermatologists
and specialists and undergo test after test, only to be denied any type of logical explanation. And
removal of the essure devices seems like a never-ending quest. Currently, only a handful of allergists
are stepping up and offering essure specific allergy testing. It is only very recently that women have
been able to use a diagnosis for a nickel allergy as justification for essure removal.
During the PMA meeting, Dr. Sharts-Hopko asked the question about sensitivity to metals,
immediately following her statement, the topic of conversation is changed, and she is never answered.
Her statement was: “A concern that I have, also not on the list, is related to the question I raised earlier
today about sensitivity to metals.  I am a person with an extreme sensitivity to metals other than 14k
gold, which is a great problem.”
This was followed by (Laughter.)
The chairman DR. BLANCO says “You sure it's not 18?”
DR. SHARTS-HOPKO replies:  “Eighteen is better.  So I don't know what happens to people with
metal sensitivity when you implant metals in them. “
They move on with the meeting, never to bring it up again.
Those are my concerns regarding the nickel hypersensitivity issue. If this device is to remain on the
market, the nickel contraindication must return to the labeling to protect women from future harm.  As
part of title 21 volume 8 part 814 the label change constitutes that reapplication of pma is permitted by
federal law and the fda has authority to enforce Bayer’s requirements to ensure the modification of the
device does not pose serious adverse health consequences. Enough women are already suffering
from just this one complication. One of many complications.
On to my next question often raised at the PMA meeting, what does a doctor do about perforations or
migrations, meaning proper protocol on removing a coil?
Panel member DR. ROY asks:  “Okay.  Inasmuch as Dr. Wright described the profound inflammatory
response that does occur with this device, what was done when perforations were noted?”
Conceptus rep DR. COOPER replies:  “When perforations were noted, traditional methods of
sterilization followed.  The devices were retrieved at laparoscopy.”
DR. ROY asks: “With I suppose a bit more surgical intervention that traditionally would occur or did
they just slip out?”
DR. COOPER replies: “No, the diagnosis of perforation was in most cases made at the time of device
placement.  In a small number of cases, perforation was not noted until the three-month post-
procedure x-ray.  Retrieval of the device at laparoscopy was not found to be problematic.  In a couple
of the cases, the device was found lying in the omentum but could be easily removed from the
omentum.”
DR. ROY responds:  “Okay.  Because it's sort of like the situation with copper IUDs being perforated. 
They produce such an inflammatory response, that it is somewhat problematic, depending on where
you ultimately find them, whether the omentum is able to sequester them or other peritoneal or
intraabdominal contents, such as bowels.  So I was just curious to what extent the inflammatory
process, even at a three-month interval, was sufficiently problematic, and I guess you're telling me that
it was not, it was easy to find and remove without resorting to laparotomy, for example, to do so.”
Then they go on to discuss the 11 women who had device migration or perforation and the 9 who had
the devices retrieved. They claimed only one required laporatomy and one underwent a cornual
resectioning.  They said of the women whose devices had not been retrieved, they’ve not had any
reports of unusual pain that can be attributed to the device location.                 .
Chaiman DR. BLANCO replies:  “A follow-up on that, because I had that as a question.  On the
patients that had continual symptomatology of cramps and pains and so forth.  What other experience
except other than this one case do you have for someone who has chronic complaint, desires the
removal of the device, in terms of removing the device?  Is cornual section the only option for removal
of the device if someone wants it removed?  Do you see what I'm saying?
In other words, can you go back, do you have any experience going back with hysteroscope trying to
pull the device out or do you have to resect the corneum?”
Conceptus DR. CARIGNAN then comes to the podium and states:  “When a device is well positioned
across the utero-tubal junction, because of the extensive fibrosis, it does require a minimal cornual
resection to remove the device.  The only time that we ever actually recommend removal of the device
hysteroscopically is if during the procedure, you recognize that you haven't positioned it far enough
into the tube or you inadvertently deploy it into the uterus that you would then remove it and replace
the device.  Subsequent to placement, we do not recommend hysteroscopic removal of a well-
positioned device.”
Within the clinical trials, with the devices that had perforated and ended up elsewhere, the
manufacturer claimed device retrieval was easy. They also claim that the ones they left in the body,
could not be attributed to any pain or problem.  However, as the study was not long term, there was no
evidence to speak to about the long term effects of having a coil migrate and embed in another part of
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your body. There were also no incidents reported in the clinical trials where the patient had the device
migrate outside of the reproductive system. Within our group, we now have evidence of long term
wearing of this device after it has migrated or perforated. I for one, am an example. Mine were
embedded in my uterus for two years. I suffer pelvic pain, chronic inflammation, chronic headaches,
and joint deterioration, just to name a few issues going on. We’ve seen women with severe pelvic
adhesive disorder due to migrated coils. We’ve seen xrays, cat scans, ultrasounds, and MRIs of coils
ending up in the abdominal wall, the bowels, the kidney, the liver, the ovaries…… The damages are
extensive and in many cases requires multiple surgical procedures to repair the injury. Many of our
group members have been diagnosed with autoimmune diseases ranging from lupus and crohns
disease to myasthenia gravis. Other common symptoms amongst us include debilitating pelvic pain,
headaches, joint pain and joint deterioration, chronic inflammation, extreme fatigue, severe bloating,
blood disorders and skin conditions. Adverse events that the FDA continues to state cannot be directly
related to the device. For most of us, irregular bleeding has become a way of life.  There is not a man
on earth who would risk wearing a colostomy bag as a possible adverse event from a vasectomy, but
this is a possible risk passed on to every woman implanted with essure.  And we can say this,
because we have seen it happen. Bowel perforation is a common occurrence within our group.
However, in the manufacturers presentation, a slide show indicated that the list of adverse events
reported by clinical trial participants included…… abdominal pain/abdominal cramps, back pain/low
back pain, headache, premenstrual syndrome, dysmenorrhea/ menstrual cramps (severe),
pelvic/lower abdominal pain (severe), persistent increase in menstrual flow, vaginal discharge/vaginal
infection, abnormal bleeding-timing not specified (severe,) menorrhagia menses (severe),
dyspareunia, and uncharacterized pain/discomfort. ……. But that only eight events were rated as
definitely related to the Essure device. The FDA allowed the company to dismiss these other adverse
event because they were only “possibly” related. The FDA has required no long term follow up on
patients beyond the five year mark. And even those studies are still not yet available to the public.
This brings me to the next question regarding the long term safety of being implanted with PET fibers.
This topic was brought up several times during the PMA meeting as well.  They discussed the
expected response of the pet fibers. The acute followed by chronic inflammatory response, and the
giant cell growth. Dr. Roy asked about a possibility for a neoplastic process to the pet fibers, and the
presenter remarked on this possibility.
 DR. ROY asks:  “The last concern would be, is there any reason for us to be wondering whether
these giant cells that infiltrate this area or are produced are in any way precursors for a neoplastic
process?”         
Conceptus rep DR. WRIGHT replies:  “Right, and I didn't answer to that.  It's the same sort.  The
pictures I showed you with giant cells could be from any vascular graft in the body, and we have a very
long history of use of devices using PET fibers for long-term implants and they have been shown to be
neoplastic.”
A neoplasm is an abnormal proliferation of benign or malignant cells. In laymen’s terms, it is the
growth of a tumor.
PET fibers have been proven to have a connection to autoimmune disease. We have seen research
proving this in the forms of vaginal mesh or other mesh applications. http://tvtno.org/the-facts/surgical-
mesh-and-autoimmune-disease-connection/
The hope is that the pet fibers will remain as part of the essure coil encased in the fallopian tube.
However, the high instance of migration, perforation, and coil breakage is allowing the pet fibers to
become loose in the body, where we are seeing devastating results.
Finally, I come to the last topic, pregnancy. Essure boasts a pregnancy prevention success rate at less
than 1%. And I quote “Following successful insertion and occlusional response, the Essure procedure
is 99.74% effective based on 5 years of follow-up, with zero pregnancies reported in clinical trials.”
Only the women who achieved successful bilateral placement on the first attempt AND had successful
occlusion at three months were included in the pregnancy statistics. Every other woman in the clinical
trial was excluded from this calculation.
The manufacturer blames the doctor or patient for non-compliance in most situations resulting in
pregnancy. The pregnancy rate that was added to the label raised concern amongst panel members.
Panel member MS. LUCKNER states :  “Speaking as a consumer rep here, I think when you use the
word "permanent sterilization" and we are showing a one-year level of great compliance and great
doing the job it's supposed to do, I don't see how you can call this permanent.  I don't think there's a
woman in the audience or here on the panel who would like to buy into that system for just one year. 
It's a little risky if you are going for permanent sterilization”.
DR. BLANCO responds:  “Well, but let me not let you off the hook so easy.  So then, do you think that
more data needs to be gathered in terms of length of time of efficacy before you would want to see the
device approved?”
MS. LUCKNER:  “Or very, very careful labeling that the permanent implies one year or restrictive
labeling so that people understand.  The woman who elects it with her gynecologist understands that
his confidence is based on the data that states X and Y.”
Currently on the maude database, under product problems, there is no way to report pregnancy or
miscarriage.  That’s a problem. 
The pregnancy data in our group is as follows:
In our group there have been
192 Pregnancies
26 women are Currently Pregnant
71 Pregnancies resulting in births
76 Total e-babies including 4 sets of twins



11/21/2019 Essure Problems - Call with the FDA 2/7/14

https://essureproblems.webs.com/call-with-the-fda-2-7-14 5/9

2 babies that died shortly after birth one due to Uterine rupture causing early delivery and one caused
by an infection due to essure.
1 Stillborn Baby
81 Miscarriages
3 Terminations
10 Unknown outcomes
Out of the 155 Pregnancies we know the outcome of (total pregnancies minus those still pregnant and
unknown outcomes):
55% resulted in Miscarriages
.01% Terminated
46% Resulted in a Live Birth
Out of those 72 pregnancies resulting in live births:
76 Babies
5% twins
2% Deaths that can be linked to Essure
Gabriella Avina
My name is Gabriella Avina and I thank you for this opportunity to be heard for a second time. In July,
2002, I stood before you in Washington, DC to express my support for Conceptus and the Essure
Device. I was on their panel to request FDA approval for this new, revolutionary device. I am here
today, almost twelve years later, to say I was wrong. So please listen carefully to me and to these
women with me today.  Time has changed my thoughts, my beliefs and most importantly, my health.
I am a registered nurse with a Master of Science degree in Women’s Health Nursing. I was involved in
the clinical trials at both a professional and personal level. I assisted in the placement of the devices in
the operating room with Dr. Don Galen and I became a clinical trial participant in October, 2000. In
January, 2001 I had the testing completed that documented placement and confirmed sterilization.
Because of my experiences, both as a clinician and a patient, I was asked by Conceptus to speak at
the annual AAGL convention in San Francisco and share these experiences. This began a
professional relationship as a spokesperson that lasted until 2008.
I traveled the country speaking to large groups of doctors, nurses, patients and Conceptus employees,
managed a link on the Essure website known as Ask Gaby where I answered thousands of questions
regarding this product, adverse events, fears, concerns, and general information. As I became the
face of Essure Women, my health was in a grave tailspin, and I had failed to connect the dots.
In April, 2001, not six months following placement, I was diagnosed with Hashimoto’s Thyroid Disease
- an autoimmune disease whereby the body attacks the thyroid, believing it to be foreign.
In 2003 I was hospitalized with an acute onset of Immunological Thrombocytopenia Purpura (ITP) - an
autoimmune disease, whereby the body attacks the platelet cells thinking they are foreign and the
body is left with no ability to clot. I was hospitalized for nearly two weeks with several transfusions,
treatments and tests. One year later and several hospital admissions and complications, I was started
on chemotherapy to suppress the bone marrow production of these bad antibodies. I finally reached a
safe zone - remission in late 2005. During this time, I lost my job due to this illness.
In 2007, I was diagnosed with another autoimmune disease, celiac’s disease - a gastrointestinal
disease where the lining of the bowel is broken down by exposure to gluten in foods.
In 2008 I was finally able to go back to work when all of my blood work and lab values returned to
normal. I was starting to feel like I was getting my life and body back when in early 2009, my fifth
autoimmune disease was discovered when I was falling frequently and I was unusually fatigued and
weak. This disease was the worst - myasthenia gravis. As the disease progressed, I began to lose
control over my ability to chew and swallow. I was scheduled for a thymectomy in February, 2010. This
is a serious surgery, but gave me a real chance at the remission I needed. If myasthenia progresses,
the lungs can become too weak to work, resulting in death by myasthenia crisis. I went into a very
short remission that lasted until early 2013 and spent this last year in chemotherapy attempting to
abolish the bad antibodies attacking my neuromuscular system.
I am still praying and hoping for remission, but I truly feel that there will only be one way to assure
myself of some sort of healthy future. I need to rid my body of the essure coils. I have spoken with all
of my doctors, all of which are supportive and feel that this is probably NOT a coincidence. Even Dr.
Galen, when I recently tracked him down in retirement, could not argue the facts. The deterioration of
my health are all due to autoimmune disease which can be triggered from the foreign bodies in my
fallopian tubes. I have an appointment with a surgeon later this month and am hoping to move forward
with a real recovery, the recovery of this wife, mother, and nurse to have the healthy life I so deserve.
Again, I ask you to listen to this group of women who all have a story. Their lives were changed by a
device that was not adequately monitored during clinical trials, by physicians who were not adequately
trained and by a company that has not adequately listened to their patients.
Amanda Dykeman
Good morning, and thank you for allowing me the opportunity to speak with the FDA on behalf of
women with Essure Problems. I would like to point out that as women, we deserve to know EXACTLY
what is being placed into our bodies. This is particularly important when it is an elective procedure that
implants a device permanently into a very sensitive part of a woman. Very simply put, this is NOT the
case with essure. Yes, there is a basic material list, but several elements are missing.
For example, there are steps that need to be taken with the fibers and nitinol to ensure its safety. Our
research shows that there are chemicals and or proteins used during manufacturing of the essure
system. Studies show they can be toxic, carcinogenic, and thrombogenic. Why are we not made
aware of these residues that could be left not only on the device itself, but also on the catheter!?
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It’s sad that the only way women are informed of this information is through our own research. We
demand answers as we continue our medical journeys even after removal of the essure device. What
Mrs Avina has described is becoming the norm among the essure problems community. Women with
cancers, blood clotting disorders, autoimmune disorders and the like.
You can’t say these aren’t related to essure based on what you’ve seen with the clinical trials anymore.
We have more women in our group with these problems than the pivotal and phase 2 trials, probably
even phase 3. So it’s time to listen and provide us with the facts and answers we desperately seek
and deserve! Thank you!
Kim Meyers
Hello my name is Kim Myers.  First I would like to say that all of the women involved with the efforts to
bring awareness to the problems with the Essure Procedure are just ordinary women who trusted the
system to protect us from harmful products.  None of us ever thought that we could not trust the
information that we were receiving from our doctors or that any product approved by the FDA would
have the potential to do great harm especially since this procedure is not a life saving device.  Our
experiences were so horrible & when we turned to our doctors for help we discovered that they didn’t
seem to have that much knowledge about the product.  That brought up the question in our minds
what is this product?  Why do the doctors know so little? 
We weren’t able to get answers from the people who we thought should know so we began to search
for the answers on our own.  For me personally it really frightened me the more I learned.  When I
really thought about the procedure it seemed to me that so many conditions had to be met in order for
this to be successful.  There are so many IF’s.  1st there is the big question of whether they can even
be placed.  2nd are they placed correctly, 3rd if the tubes occlude, 4th if they stay in place & worst of
all if you have problems then you will have a hard time finding a doctor who even knows what to do in
the event of a problem.  Most likely it will take major surgery & in many cases a hysterectomy.  As I
learned more about how the PET fibers are designed to cause a chronic inflammatory reaction in the
body.  Based on what The company stated in the PMA minutes that the PET fibers would cause this
non stop inflammation in the fallopian tubes the rest of my life or other women’s lives.   I wondered
what happens if microscopic particles of the Pet fiber were carried to other parts of the body via the
blood stream.  There seems to be no studies as to what happens when that occurs.  I faced major
surgery & with no assurances that all that stuff could ever be completely removed my body. Let me
assure you had any of this information been made available to me, I would not have ever allowed
something like that to be placed in my body.
Those are some huge concerns that we have & others will address those issues further.  I would like to
talk some about the HSG test. The HSG test is a required part of the procedure but yet so many
women are not informed that their insurance will not pay for it or they will lose coverage before they
can have the test. Since Essure all hinges on the so called successful HSG test does the FDA feel any
responsibility in making sure that this test is covered. Shouldn't Bayer/Conceptus have to include that
test in the cost of the Essure procedure because if a woman does not have that test for any reason
then Bayer/Conceptus has been allowed to exclude those women from any stats regarding their
product. If Bayer/Conceptus is allowed to continually disregard adverse event reports because the
woman didn't have the hsg test, the doctor or radiologist didn't read the results correctly this does not
make sense.  The product has failed because a woman has gone thru the process & yet no matter
what is claimed it didn’t work.  How can the FDA sit back & not take action. There also seems to be no
real way to know if devices are correctly placed unless patient undergoes surgery. We have many
instances of women having numerous tests & being told that the devices are in place but yet it is found
during surgery that they are not. Sometimes the devices can be seen with ultrasounds, sometimes
they can't. Women are put thru MRI's which we've been told will not show the devices.   Let me make
this real personal, I hurt for 3 years.  I had many visits to the doctors, the ER.  I had many transvaginal
ultrasounds, CT scans was prescribed all sorts of medications to control chronic pelvic pain.  I was
seen at different facilities.  I saw different doctors.  No one detected a device that was plainly
embedded in my uterus.  If no one can find a device with the amount of tests I had performed then
how can they ever claim that they can determine placement.  We have other women & I believe there
are a few case studies about missing devices.  This is a birth control device.  This is not some risky life
saving device No one seems concerned about what these devices do to a woman’s body or where the
devices end up.  .  It seems to me that everyone is only concerned with how many women can we
sterilize quickly.  I’m not sure how effective it really is in preventing pregnancy because as was stated
earlier if a woman doesn’t have the HSG test then it doesn’t count as a product failure should a
woman become pregnant. 
We have started trying to collect information that demonstrates the kind of problems that are occurring
with Essure.  As I stated earlier we are just a group of ordinary women who have been harmed by a
product.  We did not think about keeping stats or having a questionnaire until recently.  This may
account for the small of amount of participants in the info we are collecting.  We will provide some of
the information that we have collected.  We realize that the FDA is accustomed to polished speakers &
presentations put forth by the corporations but we have lived the consequences of this procedure. 
We’ve actually had these things in our bodies so even though we may not have all the fancy words &
terms I believe that we are in a better position to tell the FDA about this product. 
There also is great confusion as to just what all Bayer/Conceptus is entitled to as far as medical
records. Women are scared. They do not want Bayer/Conceptus to have access to their records until
their healthcare needs are met. Some women have been told that by filing an adverse event report
with the FDA that the report entitles Bayer/Conceptus the right to their medical records. These women
are afraid that if Bayer/Conceptus has access that they might influence the care they are given
regarding removal of the essure devices. They feel that Bayer/Conceptus has way too much influence
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on the doctors for them to be heard. This is based on their own personal experience with doctors who
refuse to admit that Essure can cause a problem even when there were problems immediately. At one
time FDA had on the FDA website that they estimated that less than 1% of all adverse events are
reported. I believe that statement has since been removed. Most consumers do not even know that
such a thing exists where you can report a problem with a product & the ones that do have found it
intimidating.  At one point they had to check the box that they were dead in order to file a report. 
We’ve spoken with a few doctors & they seem to think the reason for the low numbers in reporting &
the unwillingness by other doctors to admit to a patient there might be a problem is out of fear.    Most
surgeries being performed due to Essure Problems are coded as chronic pelvic pain or other reasons
for insurance purposes because removal of essure is considered by most insurance companys as a
reversal so that is another factor in the small number of reports.  Bottom line is how many people have
to be harmed before any action is taken.  I think we all know that the Essure procedure has some
major problems & it’s time for the FDA to do the right thing.  At the very least a black box warning
should be put on the product. This black box warning should strongly warn physcians to make sure
that a woman will have the resources needed to have the HSG test performed.  Put a black box
warning on it to make sure that doctors & patients are aware that performing ablations concomittently
can cause the HSG tests to be unreliable.  Put a Black Box warning on the product about how to
safely remove the devices. 
Peper Long Contraindications can be narrow or broad but it is ultimately up to the physician to abide
by labeling. This is called Practice of Medicine where doctors are given broad leave to use according
to the doctors judgement. Includes off-label uses and required doctor patient communication that the
FDA does not regulate.
Kim Meyers Isnt that why a black box warning could help in protecting people from harmful products.
Peper Long FDA can issue but the company should be informing doctors and doctors informing
patients
Michelle Garcia discussed statistics 55% miscarriage compared to 10-15% in the normal population
and the 6 cases of a rare form of Auto immune disease and questioned how the safety was assessed
prior to approval.
According to the FDA website and the Code of Federal Regulations, the FDA is charged with assuring
that devices intended for human use are safe and effective.  A review of the seven studies on Essure
states the end points are (1) bilateral micro-insert placement rate, (2) identification of factors predictive
of micro-insert placement failure, (3) evaluation of aspects of the ESS305 design that may impact
bilateral placement rate; and (4) hysteroscopy time to perform the procedure.  None of these
endpoints refer to the devices safety?  What data was used by the FDA to provide assurances that the
device is ‘safe?’
Under section 814 of the CFR, PMA can be suspended or withdrawn if O)Newly acquired information
means data, analyses, or other information not previously submitted to the agency, which may include
(but are not limited to) data derived from new clinical studies, reports of adverse events, or new
analyses of previously submitted data (e.g., meta-analyses) if the studies, events or analyses reveal
risks of a different type or greater severity or frequency than previously included in submissions to
FDA.
Questioned how safety was assessed when the 7 FDA mandated studies never mention safety in the
protocol.
Peper Long Safety data was given to the FDA and all published literature was reviewed. We are
interested in seeing additional data from all sources to continually assess the benefit/risk profile.
Carrie Hirmer
Last year, the age of 38, I had Essure placed. I had Essure in for a much shorter time than most of the
women on the call, only 4 weeks. In that four weeks, I had numerous visits to my doctor and ended up
in the ER after Essure had caused an infection in one of my fallopian tubes, which resulted in a 4 day
hospital stay that I spent on 3 different IV antibiotics and pain meds. When I went back to my doctor,
we decided that a hysterectomy was my only option because of all the damage that Essure had
caused. When my doctor opened me up during surgery, he discovered that the infection had turned
into a softball sized abscess and was leaking infection into my abdomen. Had we waiting any longer to
do surgery, the results could have been fatal. The entire time I had Essure in, I could not function –
could not work, could not drive, could not eat, could not take care of my daughter and my household.
Had I known that Essure contained nickel, I would never have had it done as I have a nickel allergy.
When I asked my doctor why he didn’t disclose that to me, he said it was because the FDA didn’t
require him to. So, had the FDA not lifted the nickel contraindication warning on Essure, he would’ve
been obligated to disclose that information to me, and I would never had Essure done and would still
have my reproductive organs. Now, almost one year later, I am still dealing with the after effects of
Essure and the hysterectomy it caused me to have. No woman should have to go through this.
Amanda Dykeman Asked about the ablation study which is late. This study is important because
many women are getting ablations after essure. Concerned about an increased risk of Post Ablation
Syndrome
Peper Long I will look into the Ablation study. No information. The FDA will look at information
collected from all sources. A doctor can review a product and submit an Investigational Device ????.
Send it to me and I will make sure it gets to appropriate staff.
Melanie Goshgarian asked if the 17 doctors treating her can talk to the professional scientific staff at
the FDA for guidance on treating her allergies since essure.
Peper Long No, you should consult with your doctors, but will be happy to look at whatever you send
me.
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Kim Meyers This is an important issue and I find it odd that so few people from the FDA were willing
to sit in on this call.
Peper Long This is standard for these types of calls to only have one or two people. I will make sure
the minutes will get to the appropriate staff. Highlighted the importance of women filing Adverse
Events
Kim Meyers Discussed the uneasiness of women to file because they are scare doctors might cancel
care or Bayer might start asking for Medical Records.
Peper Long Assured us that the FDA would not request our medical records or share confidential
information to Bayer.
Some discussion about it happening amonst the participants.
Gabriella Avina Has PMA ever been lifted?
Peper Long Enforcement with companies is voluntary. I don’t know that we ever have. If we have it
would be rare. We recommend recalls but the company would be the one to issue it. Compared a
recall to a software fix. A withdrawal would pull a product off the market.
Dolly Pena Asked about nickel exposure to her baby in the womb or through breastmilk
Peper Long Discuss any concerns about the risks and benefits wih your doctors.
Dolly Pena My doctors do not have any answers or guidance for me and I can not find it on my own
either.
Peper Long You have to get guidance from your Doctor We have gone 10 minutes over and need to
end the call. I appreciate everyones input.

 

We have started a grassroots movement to get an unsafe medical device off of the
 market. Our fight to get PMA revoked from Essure is gaining rapid traction. There are
 many times when we need to get to meetings and rallies and press conferences last 

minute. Traveling at our own expense has become quite a financial burden on many of 
us. When we have funds available, it makes it so much easier to take those trips!!

We appreciate any help that you can offer! Click the "donate" button above to make a 
donation.

 All donations are tax deductible! 

Our nonprofit organization is called ASHES. Advocating Safety in Healthcare E-Sisters

Essureproblems.webs.com presents information about Essure.

Disclaimer: Diagnosis of health/medical conditions are not made at this web site, essureproblems.webs.com, or by any of its associates. Our mission is a grass roots
informational movement. Information contained on this web site or any website is not a substitute for a consultation and physical examination by a physician. Only

discussion of your individual needs with a qualified physician will determine the best method of treatment for you. You are advised to obtain the services of a
physician or health care professional if the need for medical treatment is indicated.

The information and materials on this website are provided for informational purposes only, do not constitute medical advice and are not guaranteed to be accurate,
complete, comprehensive, correct, or up-to-date. The women of Essure Problems do not endorse all opinions that may be presented on it. The information is subject

to change from time to time. Essureproblems.webs.com is not responsible for any actions resulting from the use of this information by any person.

The views and opinions expressed on this site, in the media, articles or postings and comments on this community etc… are solely the opinions of the original
source who express them and do not necessarily reflect the opinions of essureproblems.webs.com or any of its associates. The views expressed and materials

presented represent the personal views of individual members making the statement.

This site contains links to other web sites and resources on the Internet. Those links are provided as aids to help you identify and locate other Internet resources that
may be of interest to you, and are not intended to state or imply that we sponsor, are affiliated with or are associated with the entities or individuals that are reflected

in the links. The links are provided for the convenience of the reader and not as an endorsement of their contents. If you have a comment or complaint about
something you have seen on this web site, please Contact Us as essureproblems@yahoo.com. Thank you

mailto:essureproblems@yahoo.com
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