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over here and actually‘I have oné”question afterwards.

Go ahead.

DR DUBEY Yee, thlS goes for Dr Cooper’or B
Dr..Wright; Can you anewer the questlon about if the
dev1ce is extendlng 1nto uterlne cav1ty, ‘and from the”
sllde, I see about three to. elght expanded coils will be
hanging in the uterine cavity on either side, what will be
the tissue development there, and how(much uterine cavity
will be compromised? This is maihiy“fbr“the patient who
may need IVF for the implantation“proceSS; Do you have any
idea about that? | |

DR COOPER We have no experlence w1th

'patlents in the cllnlcal trlals who have chosen IVF

Undoubtedly thlS will happen as the vears go by.' My bwﬁ'”
pereonal oplnlon is that the‘device[will not offer a
problem for IVF, and my reaeon féf“tbiﬁkiﬁ@”thﬁé’ié'tﬁat"
approx1mately three or four mllllmeters of this dev1ce
extend into the uterlne cav1ty and can really only be seen
w1th«rather srgnlflcant dlstentlonyof the uterine cavity.
Ae:we know, under‘normal circumstances, the
walls of the uterus are all but touching each other, and I
think it's unlikely that this small nidus that may in’fact
be covered over with fibrosis anyway is likely to interfere
withja pregnancy}"That’s“just‘one_man[s‘Opinion, but we

have no clinical evidence to support or refute that view.
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DR. SEIFER: In the material, there was a
recommendation for -- there's 18 coils that are visualized
in the uterine eavity; and you're supposed to leave the
device in plade}“isnthaticerrect?

DR. COQPER: ‘Do youtwaht“tO‘speak to this?

MS. DOMECUS: Go ahead.

DR. COOPER~ We belleve that the ideal-
p051tloned dev1ce has three to eight c01ls extendlng from
the uterine cavlty.

DR. SEIFER}' Right.

DR. COOPER- We believe that a device that has

as many as 15 or 18 c01ls w1ll probably be effectlve 1n |

ach1ev1ng long term contraceptlon Therefeyaid;fferehce ;
betWeen an effectlve dev1ce and what we would view as?ideal
plaeement.

DR. SEIFER: Right.

DR. COOPER What you have to apprec1ate 1s
that the black p051tlon1ng bump has allowed us in our .
cllnlcal trlal to develop a far greater assuredness that
our device is placed at the;ideal positlon,_but the‘device
is fburkcentimeters‘in‘length forﬁjust'thatyreaSQn;Ptekbew
certain that even if it were extending slightly more into
the hterine cavity that‘itkmeuld;aéhievewlong;term
cOntracebtion.

DR, SEIFER: Do you have any idea of what the
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frequency is of having the dev1ce hang out that amount'> In
other words, of the 20 1nvest1gators, what sort of
1nc1dence occurred that you would have 1mproper placement
of the device but you would leave 1t in place°.

MS. DOMECUS: We can look up the rates of those‘
long tralllng lengths in the trlal but I wanted to clarlfy
the,reason that 1abe11ng suggests that YOu should trv to
remove a device with a tralllng length of 18 or more c01ls
is because we found in the cllnlcal trlals that such
devices are likely to expel and that‘the'labeling instructs

that the removal should occur 1mmed1ately durlng the

‘placement and not allow the tlssue 1ngrowth process to

occur. ; ‘ ’

DR;ﬂSEIEER} ’But'doiYOu'thinkkthe labeling‘
might reflect somethingyregarding potential adverse effects
if it stays in place and"it's not properly‘inrplace? o

| MS. DOMECUS: i*m‘sorry.h‘The question isﬁ"

DR. SEIFER: In other words, if 18 coils are
hanging out or less but it's not properly placed, would the
response with regard to Dr. Dubey's question -- I think Dr.
Brown's question -- would it change°

MS.;DOMECUS; ’If 18 or more c011s are tralllng
into the uterine cavity, by definition;ditfs not well“““”

placed and we ! d recommend that such dev1ces be removed so

hthat the patlent doesn t undergo a subsequent expuls1on of
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it. ’
DR; SEIFER: T don' t mean to qulbble here but
if it's not 18 it's 16, whatever7 |
‘ us. DOMECUS " Right. Then it should be left in
plaoe. o | |
DR, SEIFER: ‘And’would your ooncern about
difficulty implantation orhscarrfng\ofwthe;uterus'or any of
the:sorts of ooncerns that‘have been brought up, would that
change your attitude about that?
MS. DOMECUS: T think —-

DR. BLANCO: I'm going to go ahead and cut that

‘short It you want to thlnk about what you want to answer

that we' 11 glve you some tlme 1ater on, but we're runnlng
out of time.

| I d llke to ask one Question ‘In the 1ssue of
hysterosalplngogram versus the pelv1c x= ray, have you
looked‘atAthls‘deVlce;w1th_ultrasound as a method to
confirm placement at the end since you can see the uterus a
littie bit better with ultrasound than you can with just a
plain x-ray of the pelVis? i -

DR.,CARIGNAN: in our Phase II study, a number

of the investigators did:use'nltrasonnd to V{snaiize,the
device location at three,months;x\We did not control it to

evaluate it against the location as seen on x-ray.

_ However, with our own internal retrospective review of the
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x-rays and the hystercsalpingograms, including the scout
film of thoseghYStérosalpihgograms;tih‘the Phase IT sthdy,
it Would show a strong correlation with what'was seen on
ultrasound VerShs‘theix-raY}'bﬁthashi’said‘ we've not
controliedkfor that, all of the 1nvest1gators though
anecdotally reported they can see it well and commer01a11y,
there are people who are obviously very interested in
looking at using ultrasound»togidehtify device location.
DR.:BLANCQt“Thankhyou. |

We are now running 15 minutes late, for which T

“apoiogize to the panel. We'll go ahead and take our break.

It‘s now 11-15 ; We ll start promptly at 11 30 w1th the ‘

rest of the presentatlon

Thank you.

(Recess.)

DR. BLANCO: ‘All right. Let's go ahead ahd get
started with the presentation by the FDA, and we'd like to
go ahead and begin with Lisa Lawrehoe[“thehlead“reVieQer
for this particuiar PMA, | U

MS. LAWRENCE: Thank you.

Good morning, ladies and gentleﬁen,
distinguished panel members, and guests. I am Lisa
Lawrence, lead reviewer forfFDA on this PMA, and I'm here
to glve you a brlef overv1ew of the review process that we

have gone through on the Conceptus Essure Mlcro Insert
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My presentation will cover a brief overview of
the;followingi device descriptien;yi will highlight'the
PMA review areas and the reView team overview of the IDE
and PMA rev1ew hlstory, and precllnlcal reviews. After me,
Julla Corrado, our cllnlcal rev1ewer, w111 dlscuss the ;
clinical studres, and Gene Pennello, our blostatlst1c1an,
wili discuss'the”biostatistical aspeCts of thesekstudies.

| ; The,intended use Qf:the Essure Micro-Insert
System is for permanent birth control by ocelusion of the
faliopian tubes., On the tep is the piCture of the Miero—

Insert System. On the left is a close-up look at the

;dlstal portlon of the dellvery catheter whlch has the

Mlcro Insert ' On the rlght is the)Mlcro Insert as 1t

appears when it 1s expanded

| Next, I would like to acknowledge the review
team. The next two slides list our review team. As you
can see, a number of people have ‘been involved in the
rev1ew of the PMA appllcatlon ‘ Dr,’Harvey, Dr.‘Julla
Corrado Dr. Pennello, and Dr Marinacébabie'are loeking”at
the key cllnlcal and proof- of concept studies. Dr.
Virmani, Dr. Kammula, and Dr. Zaremba are looking at the
material’safety. Contlnulng w1th thls sllde, Ms. ﬁriee,"‘
Dr;'Whang,~and:Mr; Kuchlnskl are 1ook1ng at the preclinical

concerns. Inspections arekbelng done by Ms. Crowl and Mr.

Murrain-Ellerbe, and Ms. Mendelson is reviewing the
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professional and patient labeling
Next, now I d llke to brlefly review some of
the ‘history leadlng up to the Conceptus PMA subm1ss1on
There are four cllnlcal studles ‘that .appear that support
thls PMA. In 1996 we approved two cllnlcal feas1b111ty

studies, the perlhysterectomy study where patlents were

scheduled for hysterectomy 1mmed1ately following the device

placement and a prehysterectomy study where patients were
scheduled for arhysterectomy six to‘lZ weeks following
placement. In 1998, we approved a multicentered clinical

study to test the dev1ce in a woman who went off

alternatlve contraceptlon,kthe so- calledTPhase II study

This 1s stlll ong01ng“and we have a llmlted‘amount of two—k
year data available, and finallyﬁlin 2000, we approved the
pivotal‘study.‘ We will spend a lot of time today talking‘
about this study which is stlll also ongoing. ’

| In June of 2000, we had a meeting with
Conceptus. ’Pardon me.‘ I'd‘like’to talk a little about the
determlnatlon/agreement meetlng we had with Conceptus in
June of last vyear. Obv1ously the plvotal study was already
underway but Conceptus was seek;ng additional commitment on
the part of FDA for the clinical development plan. During

thisﬁmeeting, FDA "and Conceptus agreed that FDA will file

_the PMA if the plvotal study had a minimum of 400 patlents

w1th one year follow up and these subjects met formal
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1nclu51on/exclus1on crlterla, adhered to predetermlned
follow up schedule, had met spec1f1c age requlrements

. It was also agreed that the Phase II study
would have 100 subjects with two years of data and that
Bayesian statistics would he used to analyze the one-year
and two-year failure rates Flnally, the mechanlsm of
actlon of the dev1ce would be supported by data from the
prehysterectomy study ’ -

When Conceptus&suhmitted its PMA, the company
reguested an expedlted rev1ew 4 In partlcular Conceptus

noted that in contrast to other dev1ces for tubal

,sterlllzatlon, typlcally the laparoscoplc length of the

‘ Essure dev1ce could be placed W1thout an abdomlnal incision

andﬁwlthout general anesthe51a. We granted the request for

the expedited review,‘Citing'one of'the'four criteria;to be

used; namely, that thlS dev1ce offer 51gn1f1cant advantages‘w“

over ex1st1ng approved alternatives. Expedlted rev1ew
means that the appllcatlon takes 2 hlgher prlorlty than the
due process It does not mean the length of review
standards.

,‘Wemare_only 90 days into the PMAkreview,process
and many of the reVieWS”areVStillSongolng e do not. thlnk
that this should keep thlS 1mportant PMA from comlng before

the panel, but»I would_llkeuto brrefly adv1se you of’the

, status of,somevof the revieWs,‘hanthefleft, I”haveilisted
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reviews we've already completed. The animal studies went
on to support initial proof of concept and provide some

ba31s for mov1ng into the cllnlcal phase ObViously we're

well past that phase  Our. rev1ew‘gave'US”some”confidence

of proof of concept and potentlal for effectiveness. Our

‘rev1ew of the MRI compatlblllty showed that women w1th

implanted Essure dev1ces can undergo MRI procedures without
fear of adverse effects.
On the right are the ongoing reviews. The

engineering review covered the mechanical properties of the

~device. No issues have surfaced so far. For chemistry and

shelf llfe, we looked at corr051on of the metals and
contlnulng functlonallty follow1ng aglng : We are also'
looking at mutagenicity and dev1ce sterlllzation of the
materlal that could contact the patlent body For material
safety, we found that the approprlate testlng was conducted
for this 1mplant device. rThe sponsor has chosen a material
that’has a long history,as an implant material.

Our PMA review also includes inspections. We
inspect‘some of the sites in the clinlcalhtrlalsvas:well'ask

the data collection analysts sent us. This bioresearch

mon1tor1ng rev1ew looks at study executlon, recordkeeplng

§

'and 1nformed consent ‘ We also expect the manufacturlng

facilities to ensure compllance W1th de51gn controls

These 1nspectlons are Stlll on901ng

,Isgmﬂllwﬂ
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I have reviewed a'briefydevice description.
The review areas highlighted the PMA review process, giving
youfan overviewtoﬁltheyIDEiand,PMAjreviewkhistory and this
concludes my presentation.}

Thank you, and next, Julia Corrado will be
speaking on the clinical issues.

DR. BLANCO: Thankkyou.

DR. CORRADOﬁ Thank you, Lisa.

Good morning, everybody. My name's Julia
Corrado, and I'm the Medicalgotficer in the ObStetrics and
Gynecology Devices Branch who reviewed this PMAl

The outllne for my talk w1ll be as follows

I'm 901ng to glve an 1ntroductlon to the dev1ce and a

llttle bit of background 1n the area of transcerv1cal
sterlllzatlon I will then focus on the safety and
effectlveness of the Essure System, based on the cllnlcal
studles, and I will throughout my talk draw your attentlon
to the dlscuss1on questions that ‘we have prov1ded for the
panel.

| To remind everyone, the 1nd1catlon for use of
the Essure System is permanent birth control. That is,
female sterilization by oooluslongof:the“fallopian'tubes,
The principle of operatlon 1s that polyethylene flbers that
are wound throughout the 1nner 0011 of a double COll system

ellClt a tlssue response that results 1n 1ngrowth of
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fiberglass smooth‘muscle and'inflammatory“cells" ThiS"‘
process eventually causes complete occlus1on of that ’y
portlon of the falloplan tube where the Mlcro Insert‘
resides. |

As Dr. Cooper alluded earlier in his
presentation, the Essure System is not the first
transcervical Steriliiation‘device thatihas seen clinical
use%in:the United States} fThere:were two investigational
stage devices that saw cllnlcal use in the 1980s and
possibly into the 1990s I want’to make the point that
these devices are'completely unrelated_to the Essure device

and also that they never saw commerc1al use 1n thls ‘;

country, only 1nvest1gatlonal use : One was a tubal plug

and one was a chemical sclerosing agent.

. I'm not going to say any more about this,
except to make the point that there were sterilization
failures following use of these devices. Some of those
failures were related to mlsreadlng or mlslnterpretatlon of
pelv1c X- ray and/or hysterosalplngogram and that thlS p01nt
w1ll come up later in my presentatlon when I'm dlscuss1ng
thefEssure,device.

- As you ve heard kthere was akperlhysterectomy
study done at the time of hysterectomy There has been a
prehysterectomy study where:the placementvas wellyas;e

tolerance to thefdeviceyandjhistoloéytwas evaluated. The
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Phase II and the pivotal’studies‘provided contraceptive
efflcacy data as well as long—term‘safety data and they are
still‘ongoing I also want to say that I am not g01ng to
dlscuss the perlhysterectomy study at all I m g01ng to
begln with the prehysterectomy study, the objectives of
which were to evaluate device placement, tolerance to the
procedure, relative long—term wear -—hthat is, wear out to
approx1mately 14 to 20 weeks,—— and the stablllty of the

dev1ce in the falloplan tube once it s placed and

occlusion, and the objectiVes of”thekstudy"identified‘that

occlusion might be evaluated as early as 24 hours up to
approx1mately l2 weeks |

‘ I hlghllghted tlssuewresponseﬂhere becausedﬂﬁlv\:
that s really all I m 901ng to say about 1t and in that
llght I will just brlefly relterate what we ve already
heard from Dr. erght The results of this study were as
follows 53 ‘women actually wore dev1ces The wear time is
as 1nd1cated on thls sllde, from predomlnantly between four
andvl4 weeks. |

One of our panel d1scuss1on questlons had to do

w1th the tlssue response You have had an opportunlty to
discuss that at length already, and T don't see any need to
spend a long tlme on thlS sllde, except to HJust relterate

that PMNs were common 1n shorter wear tlmes and 1n dense

s set in . fer ‘approximately four we,eks_ of
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placement. Also, I'd like to emphasize a couple of points
that were said:earlier, and that is that there was‘no
ev1dence of any serosal reaction follow1ng placement and
normal falloplan tube archltecture was observed
approx1mately five mllllmeters d;stal to the tip of the
Miczjro—Insert{1 | | :

Now, I'd like’to turn’my attention to the Phase
II study, theWObjectiVes of which are noted here and
v1rtually 1dent1cal to the plvotal study The company
wanted to evaluate long term safety, stablllty, and
contraceptlve effectlveness.' ThlS study ‘and the indtal"
study were prospectlve multlcentered non randomlzed studles‘
w1th planned flve year follow up w1th subjects : |

The demographios o£itheVPhase IT study is
‘listed here. I'd like to just point out that the
demographics of this studyiare differgnt~fr¢m the
demdgraphics‘Sf“thé’bivcﬁai“étﬁayﬂ ‘Gene Pennello, our
biostatistician who will speak'after“mei Will‘disousSfthe
differences in the demographics‘of these'two studies;
Suffice,it to say that a large‘proportion of the Phase II
patlents were 34 to 451yeafs”oldﬁ' iﬁ]fﬁé“pivotal'stuay;"”'"
the age distribution waS“much'younger. |

| In the Phase Il‘study( 18 womenkwere treated

with the beta version of the devicerthat was eventually

discontinued. 227 women were treated with the gamma
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vers1on of the dev1ce in a total of 233 procedures The
results for the gamma dev1ce are as follows We 've been
very mterestﬁ@,,,i,r},tkﬂb,i,},a\tteral,‘.placement rates a't‘f,i,rs,t_
attempt That 1s, on the first trlp to the operating room,
what percent of the patients came out of the operating room
with devices successfully placed in both‘tubes; 'In the
Phagse II study at first attempt, that percentage was 86
percent. Of those women,eat three—month‘post—devicei
placement hysterosalpingogram, 97 percent had bilateral
occlu81on and so the p01nt I d like to make w1th this slide
is that successful bllateral placement does not necessarily'
equal successful bilateral occlus1on, although the
bilateral occlu51on rates weren £ very high

Briefly, I wantéd”tofmention'an”aspect”of“the
Phase II study experience with that earlier, now
discontinued, betakdevicefk The'bilateral placement rates
for one thing were lower than for the gamma device and the
company'may be'in‘a better position than I am to talk about
this contributing to their'development'of the gamma device,
but I would like to say that there was one pregnancy w1th
the beta device in a woman who was relying on that deVice
for contraception. Regarding that pregnancy, the following
things can be said The optimal nature of device placement
was questionable from what I ve been able to glean from

that case. That lS, there}were somewhat‘conflicting
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results on x~ray and, I belieVe,‘pelyic‘nltrasonnd,l‘
although the cOmpany nay want‘to”addresslthis‘“
Nevertheless, there was not a clearcut satisfactory device
placement in that case 8 ‘ |

However, the woman\ the patient, in thatkcase
dld rely on the device for contraceptlon and at
approx1mately 23 months post rellance, she was dlagnosed
w1th an 1ntrauter1ne pregnancy She carrled that pregnancy
to termf It:wasyuncompllcated,,except that at full term,
she developed preeclampsia and she tnderwent delivery by
repéat”caésaréan'Séct{bn“at”appfaximétéiy”ﬁé“Wéékéf””‘“‘

Around nine months after she dellvered she

'began to experlence gr01n and thlgh pain and thlS got to

the point where she believed that it might be due to the
device and she'reqnested removal, Therefore, she had
surgical removal of thisldevice,jfolloWing'WhiCh all of her
Symgtomsthadtxssolved»t_As;tbslsgonsbr,mentioned this
patient in their presentation, one‘ofpthegdevices was in
the;pouch‘of Douglas. The other device was in the desired
posltion in the utero-tubal junction on the left, in the
left fallopian tube. |

Regarding effectlveness for the Phase II study,
as of the database freeze 1n late May of this year, 194 |

subjects had relied on‘theideylce for 12 months, and there

. are no pregnancies in that group. Neither are there any
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preénancies in the women in the Phase II study have‘now
gone out to 24 months.

Regarding the gamma device in the Phase IT
study, I'd justylike to“suﬁmarizé some'adverSe events.
There was six perforatlons in a total of 233 procedures
Two women had vaso- vagal reactlons,’elther in the OR or in
thetrecovery room. Ninety—threekpercent had the procedure

performed under local anestheSia or IV sedatiOn Only 4

‘percent ‘had general anesthes1a One hundred flfty three'

out of 233 in respondlng to a questlon regardlng
1ntraoperat1ve pain reported that they did experlence
1ntraoperat1ve paln ' However,/63 percent of that 153
stated that the paln was less than or equal to what they
expected during the procedure and 26 percent responded that
it Qas greater than what they ekpecteddduring’the
procedure; |

| Within,oneNWeekeof'the procedure, 81 percent of
these subjects reported some bleedlng Wthh might have
constituted spottlng, 1.7 percent reported fever. However,
in all cases, the fever had responded within 12 hours, had
resolved wlthrn 12 hours.”hThere was»one’expulsron
diagnosed’at three months post%procedure. Acceptability
was’good to eXCellent as repOrted at’one:week " That was
for a rate of 90 percent and at 3 to 24 months post—

procedure, 88 to 94 percent of the subjects reported
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excellent toleranCe.’”

l'd like to now turntto‘the’discuSSion'of the
pivotal Study:and'as you can see; the‘objectives and:the;
de51gn were v1rtually the same as the Phase II study
Questlon 2 had to do w1th demographlcs of the plvotal study
populatlon As I p01nted out earller, the demographlcs of
the. ‘Phase II study were somewhat dlfferent from the plvotal
trial. 1In the Phase II study, the women were older,
basically 70 percent of them were older than 34, and in
thlS study, the\distrlbution waSiapproklmately 60 percent

were younger than 33, and I“alSO'would'like to say in

’ falrness to the sponsor that thelr study des1gn dld not

break out the demographlcsllnto three groups 'FDA wanted .
to look at it as we understood that the demographlcs 1n the
CREST Study had been cons1dered

Questlon 5 had to do. w1th bllateral placements

446 out of 507 patients in ‘the pivotal study who underwent

an attempt using the device had successful bilateral

placement on that flrst trlp to the operatlng room. Of the
women who did not have successful bllateral placement in
the:flrst attempt, some of them after HSGs demonstratlng
tubal patency, went back'for'a‘second'attempt and thath'
brought~the total number; the total percentage of women who
ultimately had bilateral'placement up to 92 percent.

_Of women who got bilateral placement, the 464
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that is who got bilateralpplacement,,452;are,reiyingdon the
device for contraception. Tweive womén{Were loSt from:the :
relying group'beCausejat‘three months,‘there;were |
perforations diagnosed “There’were unsatisfactory device
locations and expu181ons |

| Question 1 had to‘do‘w1th‘the effectiveness,
and I'd like to say here that as of our database freeze in
late May, there were data in on 408 of the 452 in the
population of women relying on the device; ‘As of that
date, we\werefexpecting_data,forV27uwomen and there were
patients who were lost to fOlloweup} TheSe"numberS“have

changed somewhat based on. data received on patients who ,

‘“have had their follow up since May 24th There continue to

be no pregnancies, and I should,also mentiOn that Welekpect
all of the 12-month data’from the pivotal study to be
received prior to the end of the 180-day review period for
the PMA. | |

' ‘Regarding pivotal stidy, I'd like to just
highlight that w1th1n 24 hours of the procedure, the
foliow1ng adverse eventsﬁwere’observed:: one perforationw

was diagnosed"within 24“hours, there were two caSes of

hypervolemia and three women experlenced vago vasal
responses. At three months post procedure, there were some.

additional perforations that were diagnosed on

_hysterosalpingogram. Also, there were some device
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expulsions diagnosed on HSG.

Theunext group;of‘adyerse,events'desCribed at
three months Wére intramEHStruailbleeding, irregular
menges, heavier menses, and lighter‘menSes, and what I'd
like to say about this table is although these data are in
the PMA, they might in some caseSfrepresent one episode or
a single incident of one of these events.‘fSo;they don't
imply a recurrent or perSistenthadverse event. In that
light, I'd just like to look at the following table.: I'd
like to spend a minute or SO‘going‘through this‘table. On

the top row, we've 1dent1f1ed the number of patlents who

fllled out questlonnalres at basel;ne, at three months, at

:

12 months, and then that last column represents a categorym'\

that consists of women who reported this particular adverse
event at all four of the follow up v1s1ts that occurred d“d
after dev1ce placement So per51stent means she complalned‘
of thlS problem at all of the v151ts So 1f we. look at
1rregular bleedlng and look at the basellne percentages and
then at three and 12 months and per31stent you get a |
perspective on how often these happen‘from the persistent
column. ,Similarly, with intramenStrual bleeding, that
three month number is 24 percent That seems very high
compared to basellne, but as 1t turns out perhaps only one

of these cases'was‘aCtually a'patlent whorper51stently

_reported this problem, and with that, I'd just like to in
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all falrness note that there were women who noted llghtern
bleedlng, who reported llghter bleedlng after the dev1ce
placement procedure than before

Pelvic pain. T d‘l;ke to just go through a
similar analysis. You can see the baseline rate of this
complaint, and we've broken down pelvic pain into
dysmenorrhea, dyspareunia,:ovulatory pain, or other,'and
other means none of the‘above'three;' If you look at this
table, it would suggest that, gee, dysménofrhea’which
occurred in 35 percent of the women was occurrlng at
baseline really 1mproved after the device placement and

that is not necessarlly the case, but nevertheless these

‘are women who reported s1gn1f1cant complalnts follow1ng

dev1ce placement : Nevertheless;‘the numbers who are
consldered under the pers1st1ng category are elther Zero or
very, very small. T | ; | | |

The last row'that is entitled "Other" I'd like
to draw_your attention to becausedthiskishgoing to‘be a
question that we ask ourselves when we're looking at the
labelingyfor the device, and“that is'whether or not there
is some pelv1c paln that women experlence after placement'
of the device that is not dysmenorrhea, 1t s not
dyspareunla, rt s not'ovulatory paln, and the question‘

being is there any kind of discomfort, residual discomfort

_ following placement of the device? Again, the three-month |
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and 12 month data would make us wonder, Yét'Whén”Wé“ask Who'

experlenced thlS complalnt per31stently at all four v1s1ts,y Mf,

it's very low.
As the spOnsor'mentioned, there were four
pregnanc1es durlng the plvotal study | However,'these

pregnanc1es were not among women who were relylng on the

dev1ce for,contraceptlon.ﬂ As a matter of fact,/early flrSt

trlmester sonogram conflrmed that conceptlon occurred prlor
tO,MlchfInsert,placement although these pregnancies had
not been plcked up on the pregnancy test that was required
w1th1n 24 hours of the procedure Three of these women

chose not to contlnue the pregnancy and one had spontaneous'

hAB and all four ofdthese women are in the populatlon of

women relying on the device, and they did”not‘haVe‘any‘“"’
further Essure procedure following the initial placement.

| Eariier this morning, the panel discuSsed the
issue of device removal. I think that thatﬂis,Very
importantj In the eventkthat/a'woman’would like to have
theldevice removed, the procedure, as a generaliZation,'
cannot be performed hysteroscoplcally There have been no
requests for dev1ce removal among women and in the p1vota1
study, it waSMIeft as an option o remove the device at
pelyiscopy“in}women°whoIWere‘undergoing A“péiviscbpié
approach to sterlllzatlon

' ‘I should mentlon that 1n the Phase IT study,
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one woman underwent surgeryjt5Whave‘the device removed
because of a complaint of pain.“In thehpivotal study,

there were four attempts to remove devices that had

perforated. a1l of these attempts took place during

pelyiscopy, the'purposenOf:Whichhwas topundergo an
alternative form of sterilization' TWordevices‘Were‘k‘
successfully retrleved at pelv1scopy and two were not The‘
women who contlnued to have those dev1ces in thelr : |
peritoneal cavities are'apparently withOut cOmplainti

| Patient'comfort has‘beenyvery good, as you see
from this,table, PDP in that middle column stands for

}

post dev1ce placement So those statlstlcs were gleaned

’from questlonnalres fllled out at three months after theq,

dev1ce was placed In the next column, PAC stands for
post-alternative contraceptlon, and although post- |
alternative contraceptionVWas 15 months post—devlce
placement for”many patients,ineyertheless béaaﬁSé“sbﬁe‘W
womer, requlred repeat HSGs, that one- year post alternatlve
contraceptlon dis not necessarlly 15 months follow1ng dev1ce
placement and if you calculate the percentages that fall
1nto the very good and excellent category, we're in the
m1d 90th percentlle for both groups. at three months post-
dev1ce placement and at a. year post alternatlve

contraceptlon and the percentages of women reportlng poor‘

kcomfort are extremely low, aS,YQP“SQQ-s,;J‘
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Patient satisfaction. I'm not going to go

“through that same analysis. The story is basically the

same. Very high rates of somewhat to very Satisfied:and
very low rates of very dlssatlsfled |

Questlon 7 has to do w1th the tralnlng program
Basically, the tralnlng program the sponsor s prop051ng forf

commercial use involves didactic materlals, experience and

;practice with the hysteroscopic simulator, and preceptoring

of initial cases‘ I d like to p01nt out that when we
cons1der the question of are we g01ng to get the same types

of bllateral plaoement rates, for example, in commer01al

use as we had 1n the plvotal trlal that a lot of the

1nvest1gators 1n the plvotal trlal had prlor experlence o

with the devroe. So our questlon was is it going to be
enough to get didactics, to get simulator training, and
preceptoring? It might be a small point, but nevertheless
those perihysterectomy'casesudidiproyioekSOme of thet -
investigators with actual OR'eXperienoe plaoing the device
prior to going into the Phase II and the pivotal studies.
o The threeemonth work}up iskanother’issue, and
here, I'd just like to reoallufor you all that when I was
talking about those earlier transcervical sterilization”
inveStigational‘trials,‘that thereuwere pregnanoies among

women who were told on the;bas1s of pelv1c x-ray or on HSG

‘:r contraceptlon who
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subsequently hecame pregnaht('ahdyalso in'the’PhaSe iI and
the:pivotal study forjthis deVice, the women did get‘HSG at
three—month pdst—placement So we._ think that it's |
important to get the panel s 1nput on whether or not a
pe1v1c X~ray 1s g01ng to be satlsfactory 1n lieu of HSG

Now, I'd like to also point out that this would
only be the case if pelvic x—ray:indicated that device

location was satisfactory. If there was questionable or

susp1c1ous or unsatlsfactory dev1ce locatlon on pelv1c X-

ray, that patlent would not be told that she could rely on
the:dev1ce and she would go on to further evaluatlon,

One of our 1ssues also has to do with

postmarket survelllance, and we were very fortunatevthls
morning to have & presentation‘bthr;'COStello abOut the
findings of the‘CREST;Study, and”I“d just like to highlight
a ceuple of the‘lessohs that Were learhed and’that,was the
cumulative rate of'sterilizatipnmﬁailure\continuesﬂpq»;w”w
increase,beyond‘two years, that there were ectopic
pregnancies as we all know ih womenkwho have sterilization
faiiure,’that the dev1ce and patlent age seemed to have a
bearlng on sterlllzatlon fallures, and very 1mportantly,
that the duration of follow -up is one of the things that
makes that CREST Study such a landmark study, that, you

know, they followed up approximately'l0,000 women'wellkpast

ears, many of whom were followed out to 10 years, and
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in that llght we want to more or less capltallze on
lessons 1earned 1n that study and ask the questlon  how
farjout should you followka‘patlent populatlon folloWingva
stetilizationiprocedure tojiearn‘about‘things like o
sterilization failure and the rate of ectopic, and how many
women do you need to follow out,:and’also‘whatkare‘tne‘
1essons learned from CRESTLin tetms_of;minimizing loss to
foliow—up?

| In]Summary,'I‘have hoped to'preSent for you a
summary of FDA s rev1ew of the effectlveness and the safety
of the Essure Mlcro Insert System and also provide for the

panel a feel for patlent acceptablllty, and I ve tried to

tle some aspects of our rev1ew 1nto spec1f1c dlscuss1on

topics that we've identifiedkfor theypanel.

'At[this time, I'would weioome any questions the
panel might have, and if there are none, I would like to
turn the podium over to Gene‘Pennello,your biostatistician.

’ Are there any questlons° )

DR. BLANCO: Dr o' Sulllvan°’

DR. O'SULLIVAN: You,sald-théreswere’seyéralaa
cases of whatfis liSted«in;thendétgnFhatuweihayemQﬁ,kutea;
phase pregnancies that occurred prior to insertion of the
device. | ‘

DR. CORRADO: Right. That's correct.

 DR. O'SULLIVAN: The device was supposedly
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1nserted between the seventh and the 14th day
DR. CORRADO. These were luteal phase

insertions. Actually, ,tlh,ey mlght. ,have,t,ever;t bee,ntlate,

luteal phase 1nsertlons

DR. 'BLANCO: Thank you.

DR.‘CORRADoe“’At this time, Dr. Pennello will
present the biostatistical'review.

DR. PENNELLO: ,Thankkyou, Julia.

Good morning, panel members. My name is Gene

’Pennello, andiI;Work at the Division of Biostatistics at

CDRH ‘and I provided a Statistical review for this

Conceptus Essure System and I d llke to summarlze that

Just to give you an outline, I'd like to talk a
little bit about this study design in the pivotal and Phase
II studies, give you some facts about the patient
population, review the patlent tree that is available in
your handout or in your panel,packet, and then I'1l glve -
you an accountlng of the patlents and then go to talking
about the effectlveness analy31s and mentlon some adverse
event results‘that T th;nk\are notable,and‘summarlze.

First, the study de51gn I 'm only g01ng to

;con51der in thlS presentatlon the plvotal and Phase II

studles. In the pivotal study, there were 20 1nvest1gators

IS SR

there s data avallable out to ‘one-
g i e e
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year follow—up post alternative'Contraoeption. In the
Phase IT study,‘there wereifive inVestigators at five
sites, and there'sydata available at two years, and I want
to mention up front now that in the effectiveness analysis
was a Bayesian analysis which I'm going to explain a little
bit:about”later;;;Bayesian&analySis is nseful for COmblninQ
prior information with Clinical data and‘the Bayesian
analysis was used to oombine thedPhase‘II data With the
pivotal study:data using the”PhasehII'data‘ashbrior
‘information‘into the pivOtal“stndy.“

‘The two studies were conducted worldwide and

here s a breakdown of 1nvest1gators and 51tes I d llke to,

,mentlon that 1n the Phase II study :anestlgatorS ball flve i

of them:partlclpated in the pivotal study, so they had the
benefit of the experience in the Phase II study going into
thefpivotal study; There was also one inyestigator not in
the Phase IT study that partlclpated 1n the |

perlhysterectomy studles and SO that 1nvest1gator had the

fbeneflt of that experlence and I brlng that up - as

1nformatlon related to Questlon 7 on tralnlng

Now, here's some varlables that glve'yOU'an‘

, 1dea of the patlent populatlon and also some protocol

‘requlrements i Flrst the protocol requ1rements requlre

that the women had to have had at _least one live blrth and

‘once they re enrolled in th1s study and got the Mlcro—‘
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Inserts, that they needed to’have four to eight coital acts
per cycle during the study. The median age was 32 with a
range of 21 to 40 years of age in the pivotal study, and
thefmedian gravidity was three andvthe median parity‘was
two with the ranges given here. ; ;

I'd like to make apcompariSOnkwith'the CRESTk’
Study of the pivotal and PhaseMIi studies in terms of the
age:distribution._LASQhQSuélﬁﬁddy been“mentioned’in‘the'
protocol, it was required that the’inOta1VStudy be age;
matched to the CREST Study in terms of women aged over 33
years of age and that was met As you can see, the‘

percentage was 36 percent in the p1votal Study and 1t was

‘32 percent when you cons1der all methods studled in the

CREST Study So it was more or less matched to the CREST
Study for that age group.

Nevertheless, I wanted to break it out a little
further into three different groupS"that"Were 100kediat in
the CREST‘Study, and if you do“thatjkyouhcan see that”for
women younger ‘than 28 years of age the percentage in the
plvotal study is only 17 percent Wthh is about half of
that in the CREST study for all methods used. So there are
fewer younger women, and also that the Phase II study was
notimatched at all to the CREST,Study in terms of these
distributions‘of,age in that there were 70 percent that

were over age 33.
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women, 446 on the first attempt
e e s e s s s s e

location after their second at

Now to give you a brief patient tree, and this

is for the pivotal study, ﬁheré'were'GSO enrolled initially

and then due tO,voluntarY”WiEhdféwéié“éﬁd”éﬁﬁéé&ﬁéﬁﬁﬁf'”“'” -

findings of iﬁclﬂsidn/eiclﬁsion,criteria‘violations;‘theb
inténtétoftreat populatibn w§$,¢ply 518 and at the
operating table, there weré 11 in which it was decided not
to attempt placement and'so,the evaluable grbup is only
507. The loss to fOllow-up’was'17,’three during the three-
mon#h post-device placement time‘period and 14 following
thaﬁ up to one—year pdst alternaﬁive‘céntraception.

The bilateral placement was achievéd in 464

_ There was a total of 24

édditibhai éeédna/éttéﬁpﬁs at achiéﬁiﬂé"ﬁiiéﬁéféi ﬁiéééméﬁt” 
andi18 were successful. Among thekwdmeh that got bilateral
placement, thé 464, 456 underwent tﬁé hyéterOsaipingbgram
at;three months'post—deVicé placement, so nearly all:of
them got an HSG. TO”diveVYOu some‘of the HSG results,
thefe was,satisfadtory device locatién and tubal occlusion
that was confirmed among 421 of’thé womén oﬁtkOf the 456
thaﬁ had the HSG, 19 had ugsqtisﬁacﬁorf device iocation and
most of’those,were expulsions.

| I;shou1d ﬁentiqn‘here ﬁhat amdng the 13
expﬁlsiOHS, nine‘agrééd‘to‘ﬁndéigo a sec¢nd attempt at

placement and all nine achieved satisfactory device

tempt. There was
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satlsfactory dev1ce 1ocatlon among 16 women who weref'f \
observed to have patency in the tubes and so for these
women, they had to undergo second or third HSGs to see if
there was really tubal occlus1on further on and for all 16,
there was at the seconduorythird;Hsefy'

There were 449 total women that were able to
rely on the Micro-Inserts for bilateral contraception,
excluding the three that were 1ost‘toﬂfollow—up, during the

three months post—device/placement; and 420 of those were

able to rely after the'firstnattempt atwplacement and the

first HSG. There were nine others that were able to rely

after the second attempt at placement There were 16

others that needed addltlonal HSGs,to COnflrm occlu81on andy

three are relylng on the dev1ce w1thout HSG conflrmatlon of

,occlu51on and satlsfactory dev1ce locatlon

| The:brlateralyplacementkrate at first attempt
is then 88 percent, if yOutCOnsider the device evaluation
group as a denominator, and the bilateralfplacementkrate
when you consider all:attempts is‘92 percent. The
bllateral rellance rate when you re us1ng the ‘number of
women that went to. HSG 1t s 92 percent 1n1t1ally and 98

percent ultlmately when you con51der second attempts and

addltlonal HSGs. I d like to mention that the denomlnators_dwu

here are still being evaluated as far as what is the proper

rt these rates in the labeling.
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I'd like toigowto the’effeotiﬁeness analysis
whioh was a’Bayesian analysis, based on the‘449,women that
were relying on the deviceifor'bilateral'contraception;
Bayesian statistics, to givebyou‘an idea, is a
scientifically valid way of combining previous information
with current data and it's:been used at CDRH for other
kinds of deVices There s been other dev1ces that have
been approved in which the primary analy51s was Baye51an
So this is not the first tlme, and the way it works is you:
think about the possible values]for‘the parameter of

1nterest and here,we're thinking about the one-year

umulative probability of pregnancy'as a primary endp01nt

'or cumulative rate of pregnancy and we re thinking about

the p0551ble Values for that and you ass1gn prior‘

,probabilities‘to‘those‘possible values. So‘yoniwould

assign a probability for‘a‘lkperoentmor a 2 pereent rate[
andfthese aredéssigned aocording;to”some prior information;
such as the Phase II data, and then you update these prior
probabilities;to’posterior;probabilitiesiatter‘obserﬁing "’
clinical data[ like you:woﬁld in'the'pivotal‘study, and you
make your empha81s based on the posterior distribution

| Here are the results from the Baye51an analyses
by the sponsor. As was mentioned, there's 408 patients at
one year of foliow4up'in the pivotal study,‘althoughfthe

analysis considered all women-months and considered other

Cam
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women that hadﬂwOmenfmonths accuﬁulated'but'at,less‘thany’
one;year of folloW—up There‘were'no pregnancies andhso‘
the estlmate 1s zero, and the 95 percent interval, which is
called an . HPD 1nterval is between 0 and .69 percentyb If
you consider the Phase IT data only, again there were no
pregnancies and the results are as ﬁ011¢WS: 0 percent is
thefeStimate and there's thelinteryalkestimate‘there.

If you cOmbineithe Phase II and pivotal
studies, wherekyOu thlnk Qﬁ the pivotal,study as prior
information going in the‘plvotal/ PhaseLII‘data as prior
information going‘into the:pivotal study, you‘get these

results, and the 1nterval estlmate is the upper bound is

lower.' It's only 48 percent here compared to 69 when you'

consider the pivotal study data only. “You,canpalso lookMat
the'second yvear of follow—upkand‘look at“the cumulative
probablllty of obtalnlng pregnancy 1n the second year u31ng’
the Phase II data where you had two year follow -up and you
get these results here.

If you'll ‘bear w1th me,,I‘d like to show you
the posterlor dlstrlbutlon just to glve you an 1dea of this

Bayes1an analys1s The posterlor dlstrlbutlon glves you

the range of all the probabllltles that are as51gned to

each of the poss1ble values for the one- -year rate and so

the X axis glves you poss1ble values for the one- year rate

and the Y ax1s 1s the posterlor probabllltles a551gned to
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thoee rates, and you can see that’at zero, you ve got the
most likely wvalue that has the hlghest posterlor
probablllty and so that's why that s the estimate, although
you could also consider the averaging over all the possible
values according to their posterior probabilities to come
up with a mean rate ae‘an‘eStimatehand when you do that,
that‘s this line here and that?efactually above zero. | |
That's .23 percent,,,This]is,based.onhonly the pivotal data
and now if yoﬁ combine thattwith the Phase II data, you can
see that the posterior distribﬁtioh is being pulled ﬁore

towards zero and so that's why your upper bound on your

1nterva1 estlmate lS lower

Here are some notes on thls.‘kThe analysis‘is
based on women-months, not'just the 408 that made itVOut to

oheiyear follow-up, and thekreSultshare comparable to those,'

ylike what you would normally see in the life table method

approach, a product of Kapian—Meier eurvival analysis‘
apprOach. The prOblemUWith the;ir£eztahlefmethodsriatthath‘
w1th Zero pregnanc1es, there‘e no Standard error on the
estlmate and so there S no way to compute a confldence
1nterva1 The Baye51an estlmate w111 glve you an 1nterva1
a confidence 1ntervalfllkemest;ma;e_w;thqup,hav;ng to have
any pregnan01es |

There was ‘an assumptlon that the monthly rate

of pregnancy was assumed constant over each of the 12
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months of follow -up 1n that one year rate and that the J

ﬂmonthly rate was used to compute the yearly rate of

pregnancy.‘ The Bayes1an estlmate of zero is the most

likely value according to the posterlor,d;strlbutlon, I

already mentioned that, and this interval estimate that I

gave you in the table,is called the highest posterior
density interual‘and it's generally regarded as‘the most
valid Bayesian interval and it'sfanaIOgous to a 95‘percent
contidence interval in,avnonfBayesian‘analysis.

‘ There was additional. effectlveness analysis in

whlch some of the women—months were censored due to not

enough c01tal acts per cycle and/or also due to reduced

fertlllty of the partner due to alternatlve contraceptlon
or surglcal technlques, but,whensyou remove these women-
months, 1t really dldn‘t‘makekany differenCe to‘the
results. | | | -

What I think mlght be more important in terms
of 1abe11ng is that the analy51s that I ve just presented B
that were given by the sponsor didn't have any kind of age
adjustment You need an age adjustment in that the Phase
TT study data were not age matched to the CREST Study in
terms of this greater than 33 years of age category,”and so
if you were gding to combine the Phase II data!Withnthe

pivotal study data, you really ought to have some kind of

vagefadjustment so that yOu:couidkaccount,for these muchﬁ
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older women in the‘Phase;I;,Study{

,Euen though the protocol only Considered age
matching’to the;over 33 years of age category, I'm going to
look at all three,oﬁwtheSe'groups and age adjust with my
ownjanalysis and I'm considering‘two age adjustments where
T consideruthe age diStributionkin the pivotal Studyyand
agezadjusted at distribution or i consider the age
distribution in the CREST Study and adjust to that
distribution, and T used the method of direct

standardization which is a common method in epidemiology to

make these age adjustments, and I use that to compare

multlple populatlons that mlght have dlfferent age

‘dlstrlbutlons

So the first 11ne 1n‘th1s table is no age
adjustment which I‘ve‘already given‘you and the upper bound
on the 1nterva1 estlmate 1s> 48 percent but when you
adjust to the age dlstrlbutlon in the plvotal study, you
get a slightly larger upper‘boundkof_,Sl’percentuand_lfkyou‘
age;adjust to the CRESTyStudy( you get:an'evenylarger but
still very small upper bound of r67ipercent which‘i’think‘“
is reassuring. | |

We asked the company, since there was 27 women

that hadn t been followed out to one. year vet, we asked the,

company what is the chance of these womern gettlng pregnant

women months, and you can use 1n Bayes1an
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statistics,‘you can nse whatfs called a predictive
anaiysis,‘predictive probabilities to make this calcUlation_
for'you, and if you use all the women months that have been'

observed SO far, the probability of no pregnanCies among

'these 27 women is about 99 percent the probability of one

is about 1 percent and there's,Virtually no probability of
two or more pregnanc1es

We also asked them to only conSider the women-’
months experience in terms of month,s 11 and 12 of follow-up
becausekamong the‘27‘women, the women—months that were
missing were mostly‘monthsill and lg,v,éo'if_youvonlyuﬂ

conSider those, the probability is 95 percent of no

pregnancy and about 4 percent for one pregnancy, andfthis‘“\kww

is not considering the Phase‘Ideata. So if you add that
into this analysis, the probability of no pregnanc1es w111
most likely be even higher

You could‘also,do.a_hypothetical analysis.
Suppose there was one‘pregnancy among the 27 women, then
what happens to the results’> Here, the current analySis is
given in the first line and I 've given you the mean one- |
year cumulative pregnancy rate’and instead of the 0
percent the median rate is .23 percent as I showed vyou
earlier and it about doubles to,,44 percent if you consider

one pregnancy in the remaining women months for the 27

ot follow

d out to one year,“but both theuestimatef_,
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andfthe,ihterval”estimates:are still pretty low. |
There was a learning curve analysis that was

done,by thelspohsor'as thejkmentioned, Here are some
results. Theykconsidered the number of procedures'that
each of the investigators hadvdohe'and to see whether that
hadkan(effectwonmhysteroscope time and‘placemeut rate.f The
hysteroscope time decreased with increasing procedure
number from about'18.4 minutesdih procedureskl through 5 to
10.3 minutes after you've had more than 20 procedures.
However; there didh't‘seemito“be;any'effect”on placement
rate in termshoﬁ,hoW‘many proceduresuyou had done. |
| I also would mentlon that among the 14
éxﬁﬁisibhéj four occurred 1u the flrst few procedures byl
investigators;;and I'm just mentlonlng that as part of
disclosure. I don't knowwhowwtoninterpret that. It may
not:be statistically significant‘butwit~did occur .

Here are some‘adverSe’event,results,thatwlm,,
thihk are notable for your consideration. The rate of
adverse events initially preventihg reliance was
significantly higher at one site than at other sites and
that rate was 17 percent, and 1n the P value, non- Baye51an
analysis, is less’thah .05, So that s why it's

statistically significant. The expuls1on rate varled

significantly by site. The reasons for this are still

_being investigated. There were some women that experienced
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sharp pain or sudden or severe cramplng that was thought to
be related to the device and it was borderline association
between unsuccessful bllateral placement and pain on
average since the procedure with a P value of about .08.
The rate of returm to regular‘menses‘was 5.9 percent
That s about three and a half times that at basellne and
by recurrence, I mean that a woman who's reported 1rregular
menses ‘at at least two of the for follow up tlmes, and the h
rate of recurrent 1ntramenstrual bleedlng was. 8 7 percentl
That was about 3. 8 tlmes that at basellne |

To summarize, the bllateral reliance rate was

92 percent 1n1t1ally and what I mean by that 1f you

con51der only the women that got bllateral placement and
that went to get a hysterosalplngogram that‘youhsaw, that
they had satisfédtory‘device”location,and oCclusion. 'Now,
the rate would be lower if you included all the women in
the dev1ce evaluation group or 1n the 1ntent to- treat
group The cumulatrveionefyear pregnancywrate was 0
percent. The 95 percent interval varies by whether you
add in the’Phase II data or make an age adjustment but the
upper limit on the 1nterval estlmate is still pretty low in

any of the analyses that I presented here and as was

‘mentloned prev1ously, the patlent satlsfactlon was hlgh

Some issues that relate to tralnlng 1s that s1tes varled in

. adverse events preventlng rellance and there was a learnlng
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curve effect in hysteroscope time.
Se:that'concludes’my’presentatien. Thank you
very much. | | |
DR. BLANCO: Thank you.
Any'questions of fact from the panel?
DR. SEIFER: Yes. |
DR;'BLANCGE;‘GO ahead | N o
DR{‘SEIFER: Could you elaborate a little bit

on this sites varied and adversereffects,preVenting

‘reliance?

DR. PENNELLO: ;Wéll I'm not a clinician. | I
look at varlatlon by 51te because,rof course,‘that could
relate to a tralnlng 1ssue | The 51gn1flcant varlatlon was
due to adverse events that'ln;trally prevented reliance,
notjultimately‘preventing'reliance. “Se in eomekcaSes, I
belieVe'some"ef the women were able to get by -

DR. SEIFER: So by rellance, you mean bllateral
plaeement? |

| DR. PENNELLO: Yes.

DR. SEIFER: Is that what you mean?

DR.HPENNELLO:,‘I mean bilateral placement .

DR. SEIFER: IS the ome site, is that in the
U.S.%or'outside the U;S.? ’ o

DR. PENNELLO: It was outside the U.S. It was

in Europe.

139
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DR. BLANCO: Any other questions?
(No,response')a,wh.:fhnl _.Mu“ﬂ,w”\u |
DR. BLANCO:”Ail‘fight.‘ If:we don't have any

queétions, let's go ahead_@nd}take’a recess for lunch.

It's now 12:35.' Let's begin promptly at‘1:20.

(Whereupon, at 12:35 p.m., the meeting was

recessed for lunch, to'feédhéeﬁéTéﬁwifZCkﬁ.m})
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AFTERNOON SESSION " (1:31 p.m.)
' DR BLANCO All rlght If we could settle
down please, ‘so we could go ahead and get started

I thlnk that 1f we look at our agenda Qe're”
g01ng to begin the panel dlscuss1on but before we do that
we had some questlons for thevcompany, and T believe,
they're ready with some of;the answers to“some of the
questions that we had. So let’'s begln with that and we' ll
read the deflnltlons and all that as soon as they flnlSh
w1th the questions.

Ms. Domecus? ’

us. DOMECUS~‘er; Carlgnan can address all the
questrons ralsed earlier by the panel

'DR. BLANCO: Well, bl;lyl’lg’ him on.

(Laﬁghtéfﬁy"””5°‘k'°"‘ '

| DR};CARIGNAN Is 1t okay if I sit here?

DR. BLANCO: Oh please Thank you. |

,DR CARIGNAN: "~ Thank you lt's a littlebbit
ea81er to spread out thls way ; ;

The first quest;on that‘i'llhrespond to was the
one that Dr. BroWn”raised‘regarding the distributlonmin‘the
study of women according to,race and,ethnic background and
also with priOf“abaomiﬁal‘sﬁrgéfy“‘“Wé”ﬁavé”Ehis“*'

1nformatlon for the plvotal trlal , For the Phase II study,"

we dld not collect race 1nformatlon spec1f1cally In‘the
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pivotal trial’forithefentirefstUdy'COhort, we had 5.4
percent black women, ~6;4'pérééﬂ£“ta£in'ahd ‘then .4 Asian,‘
.4 American Indian, .8 percent of mlxed race, 4Hpercent/‘
other, and the remalnlng women were Caucas1an ‘dThatiwas
forlStudy sites in the U.S Australia, and Europe ‘

If you 1ook at the rac1al dlstrlbution justk
w1thin the U. S ‘study cohort Wthh is a. little bit more
partlcular for these class1f1cations,‘black women accounted
for 8.8 percent,‘with_a,range of 2 to 25 percent of
patients, depending'on U.s. study site, Latin women were 10

percent, with a range of 2 to 32 percent of participants,

depending on study s1te,‘and Caucas1an women were 79 N

l,

percent w1th a range of 43 percent to 92 percent
depending on study site. SO‘there,was,quite a bit of
variation by'study site |

: If you 1ook at prior abdomlnal surgery, 1n the“
plvotal trlal 19 percent of women had had prior abdomlnal

or pelv1c surgery, and 1f you look at obe51ty as greater

than or equal to of body mass 1ndex of 30, 26 percent of

women would have been con51dered obese First questlon
The next questlon related to the animal studies

and the issue that was belng discussed about the toxic

reaction of the dev1ce potentlally 1f 1t were in thekﬁih

peritoneal cav1ty Just to rev1ew all of the

“biocpmpatlbllity studleskthat weddid of the implant, we did
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cytotoxiCity)ﬁsenSitiiationfwéenotokicity, an 1mp1antatlon
study, subchronlc tox1c1ty study that I'1]l speak about a

mutagenicity study that was an in vivo‘mutagenicity study,

an 1rr1tatlon study and an acute systemlc tox1c1ty So we

had qulte a range looklng at the components of the 1mplant
Spec1f1cally, the subchronlc tox1c1ty study was

conducted as a 26-week study in 20 rabbits. The rabbits

~had two Essure devices placed in one Side of the

perivertebral muscle and they had two control rods placed
in the other perlvertebral muscle When the implant sites

were excised, we had them embedded in the methylocrylate

s1m11ar to the process that we do for the 1ntertuba1 P

'dev1ces S0 that we can again see the relatlonshlp of

surroundlng tlssues to the actual dev1ce and they were
then evaluated to look at local tox1c1ty ~We also looked
at end organs for systemic toxicity, and there was no

evidence of either systemic toxicity or local irritancy

noted with the Essure devices when placed into the

perivertebral muscles aS‘weil‘and again within the fibers,
we did see what was the expected reaction to PET fibers.

The other 1ssue that was ralsed related to 1ong
traiiing 1engths, and 1n the plvotal trial, we had nine
women in whom onevof the devices was rated to be greater
than or equal to 18 mllllmeters by the 1nvest1gator |

assessment Qt_those, three resulted 1n expuls1ons and six
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have been rellant ‘aﬁa‘as“Wéfpbiﬁtéa”cﬁt”iﬁlthé“aaﬁal
before we have no persistent'pain with the exception of
one woman and that woman did not have ‘one of these long
tralllng lengths, and there S 1no. d1fference 1n these women
who have a longer tralllng length w1th women who had
dlfferent tralllng lengths
Thank you. I think that was all.
DR.’“BLANCO‘:‘“ Thosewere ‘the big ones. Thank
you S i T : ,
Any quick COmments or questions from‘the panel?
(No response ) o - N
k“DR BLANCO If not we ' ll go ahead and proceed‘
Wlth the panel dellberatlon‘portlon All rlght What we.
need to do at thlS p01nt 1s ‘we need to go over so that 1t s‘
on the record and also refreshed everyone s memory of some
of the deflnltlons and the issues that w1ll be dlscu551ng,
and essentially the first thing wouldube the definitions of
safety, effectiveness*and”valfdAseientific”evidence)'and
we'll go ahead'andZI will just read you. The panel has
these handouts in their packet.
| ,The”definition'of Safety.‘ "There is reasonable
assurance that a dev1ce is safe when it can be determlned
based upon valld sc1ent1f1c ev1dence that the probable
beneflts to health from use of the dev1ce for 1ts 1ntended

uses and conditions of use when accompanied by adequate
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directions and warnings against unsafe use outweigh any
probable risk." |

Thekdefinitioniof‘effectiveness‘is "There is
reasonable assurance that a device is effective when it can
be determlned based upon valid sc1ent1f1c ev1dence ‘that
in a 51gn1f1cant portlon of the target populatlon the use
of the device for 1ts 1ntended uses and condltlons of use,
when accompanled by adequate dlrectlons for use and |
warnlngs agalnst unsafe use, w1ll provide cllnlcally
s1gn1f1cant results

The definition'of valid scientific evidence is
"Valld sc1ent1f1c ev1dence 1s ev1dence from well controlled
investlgatlons, partlally controlled studles Astudles and
objectlve trlals w1thout matched controls, well documented
case hlstorles conducted by quallfled experts, and reports
of 81gn1f1cant human experlence w1th a marketed dev1ce from
whlch it can be fairly and responsibly be concluded by
quallfled expertlses that there 1s reasonable assurance of
the safety and effectlveness of a dev1ce under its
condltlon of,use.v Isolated case reports, random
experlence, reports lacklng suff1c1ent detalls to permlt
sc1ent1f1c evaluatlon and unsubstantlated opinions are not
regarded as valid scientific evidence to show safety or
effectiveness.“ | |

kThe;nextpthing,land'you should have all this in

“"iés“u' e
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your packet, is the discussion questions, and what we have

;found to be useful'inmthe‘paSt'Vrather,thannreadlng all of

the dlscuss1on questlons at one tlme is to go'ahead and
deal with discussion questlons and dlscuss1ons by the panel
at the same time so that we can deal with it as we read it.

If we run over a little bit on time, we' 11, I'm sure, use

some of the votlng option panel deliberation tlme So it

should be okay.

So let s go ahead and take a look at the flrst
d1scus51on questlon that we have presented before us Wthh
deals w1th effectlveness, and I ll go. ahead and read this.

"The results for the s1ngle arm cllnlcal'trlals featurlngyv

bllateral placement of the current (gamma)‘vers1on of thek
Essure Micro-Insert are provided below. How does the
effectiveneSS”of the EssureyMicroﬁinsert compare to other
avallable methods for female tubal sterlllzatlon7" I'11
let you look at the table there yourselves as well as the
comments on the table

Unless someone objects, what I'd like to do at
this’point, if T could is have Dr. CoSEello; who presented

the information'on thejCRESl”Study,‘reVivefor“usua little

‘ bitkahout\somegofhthe”data’from'the‘CREST Study looking at

number of pregnancies, number of patients in terms of their

success rate and also look‘at”fromhthe‘viewpoint‘of this

device and other methods.
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Is Dr. Costello back? Thank'you for'agreeing
to do this, by the way. B |
s, | COSTELLO: No problem.

All right If you will, while I'm g01ng over
the different methods and their failure rates, 1f you 11
look back at the handout that I. used for ‘this morning s

presentation, the Slide Number 6 has the cumulative

probability of pregnan01es by year since sterilization for

all the different methods,‘and what you 11 see -- not on
that graph -- is the overall cumulative probability of

pregnancy at one year folloWing sterili;ation was 5.5:per

. thousand procedures or about 6 percent by one year.

If you look at them by method you' 11 see that
spring clip applicatlon was‘actually the highest risk for
pregnancy at one year follow1ng sterilization and only one
other method was actually statistically s1gn1f1cant1y more

at risk for pregnancy than the reference group postpartum

'partial salpingectomy and this other method was s1licone

rubber ‘band application
| Does that answer your question?
DR.’BLANCOE ‘YeS.
- MS. COSTELLO: What”dfhér Questions’do you'k\‘
have? , S A G e
L DR. BLANCO: Weii,xiet's bring*you backkif we

have it because it deals with this, if you wouldn't mind.
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I thlnk unless someone wants a clarlflcatlon, we' ll go ’
ahead and start the panel dellberatlons

MS. COSTELLO: Okay.

'DR. BLANCO: ‘Thankkyou.

MS,,COSTELLO You're very welcomefwd

“Dﬁ;“BﬁANCdf' Okay.‘ Does anybody have any
comment on this question they'd like to begin? Please,
sir% ‘ | |

DR. LARNTZ: This is Kinley Larntz. I'm the
statistician. i : |

If you look at‘the nnmber of'oregnancies

kcolumn you' 11 see all zeroes | $§ati5§}§§;lY':yéu,ca?it,do

‘better than that

(Laughter.) ;
'DR. LARNTZ: And with respect to is this

adequate information, you'have toylook at the sample size

and the upper bounds of the Baye51an 1ntervals,‘”and by the‘\"wv”

way, the Bayes1an analys1s is hlghly approprlate and very
useful for combining the two data sets, and so if you look
at the combined data set, which is what I'd look at, is you

have assurance, good assurance, that the rate at one year

is less than half a percent “That's what you have. - Good

assurance is less than half a percent
Is¢that_good enough?,4We11,‘that's,beyond my

statistical expertise, but it certainly looks consistent
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with the rates that we saw in the figures.

DR. BLANCO: ‘Thank you.

I‘guess‘implied and I'11 throw this out since

we're not gettlng a lot of other dlscu551on, but I'll throw
thlS out, to some extent 1mp11ed T thlnk in thlS questlon
is also the 1ssue that s also brought up in Questlon 8, the
post approval study, and that has to do w1th the length of
tlme that we have of the data 1n terms of efflcacy,
espec1ally in light of data from ‘the CREST Study showing
that the rate 1ncreases w1th tlme, and S0 I guess I d llke

someone, if they are 1nterested in, I know someone 1s, to

talk a llttle bit about the one-year data and what%they -

=

Dav1d I thlnk you wanted to address that
issue, didn't you?

‘ DR SEIFER Well T thlnk the p01nt s well
taken that at one year and w1th the Phase II trlal at two
years, there are no‘pregnanC1es , It s hard to do better
thanlthat, But what we' ve seen thls mornlng, the
preSentation from the CDC, sort of hlghllghtlng why the
CREST Study's such av landmark study and was used as a
benChmark for this presentatlon the fact that when we‘look |
at this Slide Number 6 that ‘was just p01nted out to us, if
someone might want to comment on not only does the failure

ratejincrease Wlth tlme but 1t seems to accelerate 1n the
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latter portion of the years that are followed here between,
say, flve years and 10 years and because of that, T w1sh
there was some klnd of remark that somebody could makek
regardlng the llkellhood that the success rate w1th th1s
partlcular dev1ce 1sn t g01ng to accelerate, its fallure
rate isn't g01ng to accelerate w1th tlme, because here’ S
s1x,other methods, all produc1ng tubal llgation, failure
rate is supposedly due to recanallzatlon of which 1t seems
we have very llmlted understandlng of why that occurs,kand
w1th age belng such an 1mportant factor here because the
younger women ‘are the greater the change they're g01ng to
have recanallzatlon the greater change that they re g01ng
to be recanalated 1f you w1ll at a younger age when
they re still fertile and stlll able to conceive.

So I w1sh I had a better understandlng of how
thlS method 1s g01ng to hold up over the course of tlme and
w1th this flveryear follow—up, T wonder if 1t begs the
questlon of 1s that long enough because here you have data“
whlch is well 1llustrated by each of" the six methods and
you can see that 1t,1ncreases between five and lO years

DR~‘BLANCO- Any comments from anyone else?

DR O SULLIVAN Well I thlnk what we can ‘say,
based upon the 1nformatlon that they d1d glve us. and based
upon what Klnley sald that the pregnancy rate, the hlghest

poss1ble pregnancy rate at the end of one year 1f I got
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your terminology oorrect, would beW:SVperoent.

| bR.“LARNTZ:: at most; " 'l“‘ N

DR. BLANCO:“Please speak‘into the mictobhone.

| DR-,OfSULLIVANQ 'He did. He said .5 percent at
most, and if I look at theéCbCﬁCRE@T‘StudyfthatyDr)k)"' |
Costello mentloned, the’pregnancy‘rate‘at the end of;one
Yea# was .6 percent. So, #hey could be basically

equivalent and that's all We have We have nothlng beyond

tthat for this partlcular study, and I don't thlnk that they

can glve us anythlng more than that other than what
they ve already said, whlch is that thé”occiuéidh'is‘bﬁé"

and a half centlmeters because of the dev1ce They re

assumlng that 1t 'S a one and 2 half centlmeters

DR. BLANCO: Go ahead.
DR. BROWN: Just one other'poSSibility might

be, I don't know lf what Dr fo} Sulllvan 1s saylng, th1s may

. be that in the postmarket follow up, “would ‘they’ onsider

extendlng that follow—up perlod to be longer for the

patients that are already on 1t since you see this bump.
It almost seems like startlng at s1x to seven years,‘lt
starts to accelerate again. So you know,‘oould‘we'consider
maybe having longer follow4up‘ontthose’patients?

DR. BLANCQf, I think there are several points

that we're discussing or that need to be looked at. T

‘think Number 1 is the issue which maybe bothers David a
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little'bit, if‘I‘mfreading;things‘intoVWhat'he’s saying,
but is Number 1, is one-year andvsome two-year data

sufficient to be able to ai16W“£héfaé§iéé“té‘ﬁé“ﬁéfkééééf°"'
and there, you have toyweigh the short number of years that

we have versus“toysome“eXtentfthe faCtuthat'this permanent

..method has some benefits‘in’terms of ease‘and'safetyvand

other issues. Okay. So that, that's 5ﬁé'iséué“that"ﬁaybé‘
we should address, and then as a’ second issue is, if that
is suff1c1ent 1nformat10n to say, well, we‘need to go out
and gather more to know for sure and that we can better

counsel our patlents that -are going to have thls, know1ng

what the 1nformatlon 1s for the flrst couple of years, then

what needs to be done and that may be more approprlately
Quest;on 8, but maybe we can do it here as well. what
needs to be done and for howdiong and’What‘sdthe need?:"’

: So maybe we can try to break that up. Does
that seem reasonable? o " . |

MS, LUCKNER: I think it does. 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 thlS permanent I don t thlnk

'there s a woman in the audlence or here on the panel who

would like to buy 1nto that system for ]ust one year. It's

a 11ttle risky 1f you are g01ng for permanent

152
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sterilization.

DR. BLANCO: 'Well,“but let}meynOt'let you off
the hook so easy.’;sdifhén)‘aafyéu*fﬁiﬁk’ﬁhat‘more“aété”"
needs to be gathered 1n terms of length of tlme of efflcacy
before you would want to see the dev1ce approved7 |
" MS LUCKNER Or very, very careful labellng
that the permanent 1mp11es one year or restrlctlve labellng

so that people understand. The woman who elects it with

~her gynecologlst understands that h1s confldence is based

on the data that states X and Y.

DR. BLANCO: Gerry?

DR SHIRK ‘h, Shlrk I guess I'd sort of
take some of the other v1ew 1n‘tyat we do have some llmlted”:
data over a two- year follow- up that they presented that
bas1cally showed s1m11ar prolonged success rate and in fact
the curves were, as the FDA showed were g01ngytowards
closer to zero, you know, as far as their confidence rates
and what our statlst1c1ans dec1de how s1gn1f1cant that 1s
but thlS dev1ce 1s also dlfferent than the other means of
sterlllzatlon 1n that thlS dev1ce has bullt w1th1n 1t a -
chronic irritant that basically causes continued scarring
and stuff like that. So it's not like, you know, you ve

got a heallng process that goes on and then over tlme, how

‘does the body repalr that'> ThlS 1s an agent that has got

, bullt 1ns1de 1t w1th the PET flbers that ba31cally ‘

wi,iééi.,,,m




1 continues to cause 1rr1tation and may prevent you know,
2 ,'recanalization over time l
3 | DR. BLANCO:: Go ahead, Nancy.
4 - DR. SHARTS-HOPKO: I would disagree with doing
5 anythlng w1th the word'"permanent” because you want women
6 to clearly understand that they re g01ng down a one- way
7 street even though we know some,ofythem w1ll changektheir
8 mind ‘later on. | ‘ | N
9 | I also think that lt s probably not reasonable‘
10 to expect longer than five year follow -up by the company
11 That S not been standard for any product in thlS category,
12 ’ but I see that as a labeling 1ssue We have data for two
13 ‘years and for all other dev1ces 1n this category, here s
14 what it looks like at five to 10 years. That's how I would
15  see that. - - |
16 ; DR. BLANCO: So;youfwould‘see it not as a;need’
17 for more data now. Some postmarket need‘for longer data,
18 butjas a very specific labeling, which is what'you what you
19 brought up as well 1n terms of what 1s known about the
20 dev1ce at this point, and w1th obv1ously the prov1so that
21 as more data appears, then that labeling can be resubmitted
22 to'be changed. |
23 . DR. SHARTS-HOPKO: And we know that many
24 parties in vorld Healt} frgamzatlon and elsewhere are

- 25 ,g01ng to be 1nterested 1n the long term results w1th this
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We know that data w111 be gathered

DR. BLANCO Anyone else? Any other comments
or statements? Awfully quiet panel.

Subir, I want to Just call on you. Whatkdo you
think of the one- year and two -year? If you don;t speak, I
start asklng people to speak So 1etis hear from you.

DR. ROY: As I think we've heard, zero

_pregnancies is pretty great, and the likelihood:that’that

error is not going to be significantly different than .5
which certainly“iS‘as*goOdfif“nétfbéttéf“thaﬁdany”otﬂef”
available‘method so I‘don't know that we're being asked is

thlS as compared to other methods better,‘the same or o

worse We re just asklng is 1tﬁeffect1ve and by theAV'

parameters we have avallable to us, this evidence, it is
effectlve |

(S0 I would in the affirmative say that it is
effective on the basis of the available information we have
forione and two years of use. What will happen
subsequently, stort of:suspect;'as'Gerry suggested, that
it w111 continue to be effectlve because of the unique
features 1n its des1gn,pbut tlme w111 tell us whether that
is 1n fact true or not.’ But I don't thlnk we're being
asked to necessarlly say is 1t 901ng to remaln the same or
somehow between elght and lO years start drlftlng up. “”Oﬁ

the basis of these othermethods _those as Gerry polnted" |
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out are different and permit a,différentihealihg of smaller
segments of separation.
| DR. BLANCO: Thank vyou.

Dr, Noller? |

DR. NOLLER: I thlnk 1t s 1mportant for us to
compare the one- year data versus one- year data, and 1t’
looks like it's as good as or,better ‘than all the other
techniques for those women whochad bilateral piacement.
Nowithat‘s‘comihd’up ih‘bthéf'Qﬁéétioﬁéf'bﬁthif”wé 1ook ih'
the intent-to-treat, it's not nearly’as good as

laparoscopic where the‘failure rate, ihability to get

somethlng you thlnk are the tubes, is 1ess than 1 percent

Here, it's 8 to 12 or dependlng on what numerator and
denominator yOﬁ loOk at ‘maybe‘14'perCent' but amOng those
that ‘had them placed at one year and at two vears, it's as
good as the other methods, probably better looks llke
| DR BLANCO Dav1d you want to make any other
comments on th;s?k | | |
DR, SEIFER: I wbnaerfWhat‘it”woulakldak iikej;
if we had COHCQKIGQtpCQQtIQlSWinﬂg the tubal sterilization
with the same people, same ;hvestigators. ,Probablypthe
preghancy rate‘WOoidkhe close to:iefodaShWeil,‘ .
DR.‘BLANcor Well I\dbn"t think'that this

dev1ce is necessarlly to be marketed to beat other dev1ces

y'thls 1s the‘M
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1nformatlon and 1t s an optlon and 1t has these other '

beneflts and these drawbacks and it's just part of the
1abe11ng and counsellng of patlents, youyknow.rwl_donyt‘
know how necessarlly - you know, there are yarious methods
obvlously belng‘used,by different people in different
settings and it just adds one more. So I don't know that
it nas to necessarily beat eyeryimethodr ' ~ |

DR. SEIFER: It adds one more option with one-
year follow—up,Htwo—years follow;ub; | |

DR. BLANCO: Go, ahead.

DR. LARNTZ: I mean,,IIWOuld have to say, what
I'm saylng,vI may get thrown out of the statlstlcal
soc1ety, but I mean, 1f we ve got to concur 1n the -
control, I don't think,we d have any dlfferent 1nformation
because zero is still zero and how much better could it
have done if we'd had,a,concurrent”control?’,I don't think
it would have changed ouxr thoughts about this at all.’ So I
think, I don't disagree that we don't‘know’What's gOing to
happen in the future That s one of the nice thlngs about
the future . If we. knew, then maybe we wouldn t llke 1t so
much but 1n fact T thlnk the fact 1s that for the data
that we have for the one,‘and I'll ‘have to say, I think
it's, relatlvely 11m1ted two year data I‘dOn't want to

oversell the two year data, but the two year data 1s as

goodlasﬁft‘canﬁbe,,glven the 11 1ted nature of it, ~_and with
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the plan I think that's 1n place to follow patlents and

oIt 11 argue later that I don t want to throw any patlents

outﬂfor thekfo;low—up,‘by‘the way, I‘want to follow
everybody;,jnstvtoflethpeO§iefkndwTwherewITEﬁéoingftokstand”“
on’that because_these:are‘smallunumbershOf"patients'for'”“
smail rates,'we“hope,are”small,ratesVOf’futurevpregnanoiesr
DR' BLANCO-' All rlght I thlnk we ve probably
done that one in, unless somecne wants to throw in anythlng
else,
| (Nohresponse.)
DRk BLANCO- If;not we'll go ahead'and mOve to

Questlon 2. Questlon 2 is, ’"The ages of the women 1n the '

plvotal study trlal ranged4from 21 to;40 with medlansageww
32.) The age d;strlbutlons in the pivotal trial and in the
CREST‘Study are given below' Are thesekage charaoteristics
approprlate for a study of th1s type°“ Again, I'll 1et you
look at the boxes of data yourselves

| Anybody wantyto:address the issue?‘ I mean,
obvibUsly‘there‘s some difference in terms of the
percentages in looking at,the;age‘range) 21Vto\27land?18'to
27, 17 percent versus 33. Is there concerns over that by
anyohe on the panel? Most people’say'no; L think the
point of this question_is the issue of women who have it at

a much younger age group are going to have this device

implanted for many more years, and they may be more fertile
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than the older women. So is the data applicable, and I

~guess what I'm getting from everybody in the panel is;that

DR NOLLER' The other thing about younger
patlents is that a blgger percentage of them elther regret
or want reversal ‘ So that s the other fact

DR. BLANCO: 'Yéfs";':"aina“ I think it is interesting
to point out When‘ydﬁ'btiné“revefs51)°thatiif ydu“nééa“a”'
corneal resection'to removeythis/ reversal isn't”gOing”to
be nuch of an option in most patients. I think that's
probably safe. |

| DR NOLLER It certalnly would requlre a‘C—
seotlon then 1f the woman dld get pregnant | | |

DR. BLANCO: And reanas‘most of the tube. 1It'd
be a lot more complicated than'lOts'O£"0ther‘options.

DR, SHIRK: Well, I gness’my’answer to that
would be that very rarely do we do reversals now anyhow
In v1tro fertlllzatlon has gotten to the p01nt where 1t s
stat;stlcally better than trylng to reverse. So I thlnk
it‘sisort of‘afmnteyboint. T think the big Question would
be basically aré“thése“patiénts~a“candiaate‘for”ih“viérb““‘
fertlllzatlon Wthh would be more on safety 1ssue thing
than the issue of rever51b111ty | | | |

| DR BLANCO All rlght I guess the other

1ssue just to brlng up would be, do you thlnk that there,<‘
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are any different results 1f they had ‘included younger =

patlents with potentlal hlgher rates of fert111ty° Let s
try to hit all the different~points'of'the'answer.

| DR. SEIFER: “Only if‘we're’going‘to‘followkthem
out some significant,period of time. You're not going to
see much of anything within 12 months. I think time is the
issue here. | “ :

| ' DR. BLANCO: okay
‘DR. ROY: : Just a dlfferent 51de of the pornts’

that were just ralsed I don t thlnk everyone has IVF as a

v1ab1e option if they change their mlnd I work at a

county 1nst1tutlon and I would be somewhat fearful that

people mlght downplay the permanence of thlS procedure and
by ease of use use it in 1nd1v1dua1s who have every rlght
to change their’mind and then’they‘re‘over a barrel. So I
think'counseling is'going to be‘yery crucial in many
Settings. o | |

DR. BLANCO: Weil, take the opposite side‘of
thaﬁ. I mean,‘Ifm‘sorryf'I;didn‘t mean to interrupt,‘hut
take the otheriside‘of'that; ’So,would you recommend some
form of labeling‘becausehof“the‘information that“s‘been .
presented in terms of fibroSis, contlnued 1nflammatlon, not'

somethlng ea51ly‘—— you know, would you recommend any

'1abe11ng over and beyond a typlcal permanent -- forglve me

”**“ds of sterlllzatlon'y‘
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concerning reversal of this partlcular method, maybe‘
espec1ally in younger women° I nean, do you feel that
strongly about,it? |

DR. ROY: I do, and 1 agree that some assurance
must be placed that because of the ease of use, out-patient
and the perception of saving healthvcare dollars, which are
very precious, to accomplish a goal that we don't sort of
sweep under the table the importance of the permanence of
it and if one changes their mind.

I mean, the most frequently performed procedure

in‘praCtically every infertility service I know Of'atwat

‘least a mun1c1pal center 1s tubal reanastom081s I mean,

we do that every week and these are women who were
counseled and were told that tubal sterilization is
permanent, yet they change their mind. Now, if we're
putting these in and having‘to“go cornual’reseotions’and
trying to reimplant fallopian tubes, I mean, you'knowy
that's an all together different kettle of fish and the
likelihood of them being successful is markedly diminished
over conventional tubal sterilization.

DR. BLANCO: Dr. Brown?

DR. BROWN: It already says in your discussion,
I was just looking’at the labeling, and I would argue that

both the physician and the patient labeling be made

stronger. For example, the patient labeling actually says
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something‘ébout if you wane'to'haVeJIVFfin theifqture, I
would like tojsee some type ofdstatement saying'something
like because of the‘uﬁique meehenismuofiaction‘of this
device. You kﬁow, emphasizihg more thatkit's not knewn to
be reversible. Just make that really stronger so that the
patient hearskthat.

Also, for the physician, it might be a goed
idea maybe to include some‘data,about age and rates of
changing your mind and mavbe some suggestion, the same kind
of ﬁhing, that because of the unigque mechanism -- well,

it's believed to be,the‘mechanism_of‘action,—— you should

highly select patients who may be older and more sure about

not wanting any future ferﬁility} ' To me, that's my concern
about them not having more young people, is that this might
be a device that really needs to}be‘geared towards women
who are older and thereforeimore sure about their decision.
MS. LUCKNER: I just want to add that remember
we taught patients that having'a tubai 1igetion was
permanent sterilization, tieing the tubes. There is e
genre of understanding out there about'these‘kind‘of
surgical procedures that have something to do with the
tubee,’that if vyou put'it'ih; you can take it out. So even
though labeling is going to be a part of it, I think

there's much more of a burden on a physician to explain

‘because they've heard their mothers and others talk about
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it. You can untie it, and we spend hours teaching patients
before they go for tubal, remember‘what'it meahs."Jqst
becausehyou:tiehand‘uﬂtiefahshoe? there‘s a lot of very not
weli—informed‘women‘making‘deciSions about sterilization
and then being surprised that it's not what they think it
is. |

DR. BLANCO: Gerry?

DR.HSHIRK: Well, I guessyI'm going to bring up
an issue I brought up when I first asked the question, was
basically it's not a question of reversibility, but it's a

question of whether these patients really are even

candidates for 1n v1tro fertlllzatlon ; I thlnk we have to‘ﬁh

ask‘ourselves what these llttle metal dev1ces comlng out of
the fallopian tubes, what statistical problems are we going
to run into with pregnancies if the patient does get
pregnant? We've obviously got three pregnancies that went
to term in‘their’study from luteal phase, things that
really showed no problems, but Ivdonﬁt think we have any
data to the panel that would suggest that we have any way
of guessing as to what kind of obstetrlcal compllcatlons
would be created by hav1ng these dev1ces in the uterlne
cavity.

DR. BLANCO- So the flavor that I m gettlng

from the panel 1s that there s not much of a concern 1n

terms of the resu%ts of_the“data_but much“more“cahcerns
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again in terms of labeling'and‘Seleetion of patients with a
potential for the‘younger patients to want reversal later
on and this being much more difficult to accomplish with
this particular device. Iskthat‘kihd‘of how people feei?
Okay. We'll be back to that. |

Okay. Anything else on this particular
question? | |

(No response.)

DR. BLANCO: Let's move on to Number 3. "The
PMA presents results from a prehysterectomy 'proof of

concept' study with with 52 patients where fallopian tube

,spec1mens were examlned hlstologlcally 24 hours to 14 plus

weeks follow1ng dev1ce placement

"A. What do the results of this study indicate
about the mechanism of action of the Essure device?

"B. Can results from this study shed‘anyylight
on the likelihood of«tubal:reeenelization in a long-term
setting?"

Any”cOmments’to start off the discussion?
Anybody?

DR; SEIFER: DrQ'Wright's opinion this morning
may have changed by this aftérnodn,‘but'it seems that there
was very limited information or understeﬁding about that
very topic.

_DR. BLANCO: Dr. Brown?
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DR. BROWN: I don't know. I would kind of take
the opposite tack. I’mean; although again you can't know
what's going to happen in’lO years, it’seemed tojme;that
we'fe talking‘abdut something that isya unigque mechanism of
action compared to all these things that were in the CREST
Study in the sense that you have these two coils in between
which is this substance that has’been shown in other
implants long{term to have'this long-term fibrotic
reaction. So I thought the answers to this would be it
indicates that it's a fairly unique meehanismHof‘actibn
that, although we don't have the proof of it, is probably

1ess llkely to have recanallzatlon I mean 1f you look at

“wwhat YOu 're saylng about the data Wlth valvular grafts and

heart wvalves ahd that klndﬂof thing, |

DR. SEIFER: Well,‘I‘d'like,to ask Dr. Wtight,
what other tissues most similar to tubal epithelium that
would give us some analpgpas;coﬁparison? | ’

DR. BLANCO: Dr. Wright, just introduce
yvourself for the record | |

DR. WRIGHT: Tom Wright from Columbia
University, a GYN pathologist.

One of the issues with thie, and I hope I'was
clear in my earlier presentation this'merning, is, is that,
PET fibers have been used ih a variety of implants which

are predominantly vascular grafts and settings different
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than what we see with the fallopian tube because in the
fallopian tube, you‘haveaanﬁepithelial line structure in
which you're placing this into, and I know of no analogous
situation where a device containing‘PET has been used to
actually occlude an epithelial line structure;

Having said that, though, what we see
histopathologlcally is ah ingrowth of dense fibrosis
together with some smooth muscle grow1ng into thlS, whlch
is very typical of the hlstopathologlcal responses that we
see with PET at a variety of differentﬂbodyfsitesf That is

a very long segment. It's 1.2 sonometers which is the

reglon 1n Wthh we re plac1ng th1s dev1ce 1n ‘ So 1f you

say 1s there an analogous s1tuatlon where someone has tried

to occlude an eplthellal line structure usingya PET device
and looked at it 10 years later; the answer to that is I
have never heard of that‘application,"“' N

DR; SEIFER: How about more than three months?

DR“WRIGHT We have not looked at these long-
term tubes. The whole purpose of the prehysterectomy study
was specifically to look at mechanism of action and how
does occlusion take place.k That study was not designed to
look at recanalization I mean, it's a dlfferent study
design. It wasn't designed to do. that.

DR. BLANCO: All right. Thahk you.
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DR. ELANCO' ‘I think and I can't read the mind
necessarlly of everybody that wrote this study or wrote
these questlons but I\wonder( again it seems to me to hark
back to the issue of the one-year, possibly two—year)
length of data and then saying, well, this is a mechanism
probably more recanalized, so we can believe that the
fallure rates won t go up further down the llne as well as
the issue of the permanence and the difficulty of trying to
change things if somebody changes their mind, and T don't
know if that's what they were looking at but I think we
kind of addressed that. So unless there‘s another

dlfferent angle, I don t know that we need to keep talklng

‘about thls one. Anybody else want to say anyth1ng7

(No response.)

DRl BLANCO:: Well; letls nove on. Doing Qreat;

Number 4. "In the three months following
device placement, the patient is instructed to stay on

alternate contraception to allow for sufficient tissue

ingrowth to produce tubal occlusion.

"In the pivotal study, a hysterosalpingogram
conflrmlng correct dev1ce placement and tubal occlu51on was
needed before the patlent stopped alternative
contraception. The pivotal study showed that the rate of
bilateral occlusion was 96 percent of the number of

correctly placed devices.
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"The sponsor is proposing that in commercial
use, alternate contraception can be stopped three months
post—placement if a pelvictx—fay; not’a | N
hysterosalpingogram;4confirms position of the device.

: "In‘viéwkof fhe pétential for‘plééemént to
overrepresent occlusion as well as the potential for
incorrect interpretation‘of pelvic x-ray, is the spohsor's
pro?osal adequate?"

I guess I'm going to start this one off‘because
one of the things that I saw‘from their data was'thaﬁ’there
actually were 16 patients out of the 456 that had the
device placed correctly but ﬁhe_hysterosalpingogram showed
theitube to be still patenﬁ and therefore ——‘and please
correct me if my numbers are wroﬁg, but I think I wrote
that down, but were still\patent and they therefore
continued to use a different method of contraception and
then had a second hysterosalpingogram.

So I think this is an issue because 16 out of
theﬁ456, if my‘math‘works out correctly'and it may not be,
is 4 percent. So there waé what I think is a sizeabie |
number of patients that had it in place. So even if the x-
ray shows‘is to be in place, they still could have ways for
thoée little spérm to get past that thipg. Okay. You were
going to makeia comment, please,

DR. LARNTZ: No, my comment was it's a concern
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if YOu change the way the device is used from the way the
device is studied. That's simple procedure, and the 4
percent, admittedly if you went out'furthér, I think,you'd
go out another three months, if 15 of those are taken care
of but it looks like another one took nine months, if I
understand the timing, I may not understand it perfectly,
it Seems like 1if we're getting rates down at under half a
percent with -- this is going to raise the risk
considerably for an additional period of time and I would
worry about that.

DR. BLANCO: Well, the problem is you don't

‘know how many Qf‘those 16 would have gotten pregnant or

migﬁt hot have gdtten,pregﬁéﬁt;:but'we aon"t have thét'déta
to really know whether this would have caused a higher
raté. I thinkﬁthat‘sVWhat‘YOu're saying. ysé this ié of
concern to me on here.

Any other comments? Dr. O'Sullivan?

DR. O‘SULLIVANQ To do the x-ray alone once
again reinforces what you said,’but wouldn't it be a lot
cheaper to do a sonogram and even a hysterosonogram?

’ DR. BLANCQ: ’That’would be a lot cheaper and
probably.easier'and less trauma to the patient. |

DR. O'SULLIVAN: And more reliable.

DR. BLANCO: Any other comments?

DR. ROY: Could I just get clarification?
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Those 16 who had non—occludeditubes, were they continued on
contraception until such time as they did demonstrate
occlusion?

DR. BLANCO: Ms. Domecus, could you come answer
that, please?

MS. DOMECUS: Yes, They ali continued on
alternative contraception for an additional three months
and all were found to be occluded at that time.

DR. BLANCO: Dr. Brown?

DR. BROWN: Could I just ask, because I had
that same thought as Dr. O'Sullivan,‘and I know you

mentloned that in commerc1a1 uses, people were uSing,

ultrasound but has there been any standardlzatlon, even

though it was not in the study, in terms of how ultrasounds
can’be interpreted to show that there's occlusion and so on
in the commercial uses that might be able to be provided to
the people using this device?

DR. BLANCO: Do you Understand the question,
and we'll glve you a llttle leeway, because I thlnk we're
going to want to hear a little bit about your experience,
at least I would like to hear a little bit about your
experience with ultrasound fer placement of this device. I
think,it'd be;wdrthWhile for the panel to hear about that,
although I will rein you in if you talk"tOo long.

DR. CARIGNAN: Okay. The issue, just to



10

11

14

15

16

17
18
19
20
21
22
23
24

25

'clear y see here ] the dev1ce

171
clarify, it's not the issue of placement with ultrasound
but follow—up‘at‘three months with ultrasound, correct?

DR. BROWN§“‘We11, that was my guestion.

DR. CARIGNAN: Yes As T mentioned in the
Phase II study, we initially were looking at ultrasound as
the modality to check device location at three months as
well as the women werekundergoing hysterosalpingogram in
terms of the occlusion. When we,lookedhretrospectively at
those x—rays,:we could then see that the ultrasound
correlated well’to‘the”deVioemlooations})tAsVYOu'all'know,
the ultrasound image‘is‘going to be somewhat different to

train to than a pelv1c X~ ray would be, where you can

O A

We decided not to continue with that in the
pivotal trial,kjust to go with the one study,'thinking that
if we could just demonstrate a cons1stency with device
location and occlu51on then that would be the endp01nt and
that's what we tried to do w1th that, but of the
investigators who did perform the ultrasound, all felt that
they could v1suallze the dev1ces w1th ultrasound Agaln
we weren t looklng at the level of precision that we
thought we could see otherwise, and I'd just like to point

out that that's different than what weisee with the'prior

,onyultrasound.k Thls devlce,was much‘easier to see
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| DR. SEIFER: But eveh'if you could C6nfirm
adequate placement, would you be able to confirm occlusion
on an uitrasoﬁhd?

DR. CARIGNAN: As was mentioned, it is possible
to do tests of occlusion via ultrasound if it's scaled up.
That probably is not as widéspread cufréntiy"as just basic
ultrasound looking at‘deviqe location. You can see an
echogenic deviqe‘iﬁ the area of the uterus:and‘the‘cornua,
It is easier ﬁhan trying to see flow through the tubes at
this point in time. ' | |

| T would like to mestion, if I could, just
lfegérding‘théﬁbétencies; I?couidjélafify, ‘We‘did have 15
women who proceeded to becéme occluded at between the
three-month and the subsequent HSG andythe‘remaining ?
patient, the 16th, actually‘had én equiVocal~HSG at three
months where it really couldn't be ascertained by the
invéstigator Whéther or not what was seen was actually
venéus or 1ymphatic filling for flow through the tube, it
was that minuscule, andkthat‘there's no pooling ¢Ontrést |
noted on the HSG films. They were reviewed by myself and
an independent radiologist. Neither of us could conclude
thag it in fact was‘patentk To'qs,“it appeared occluded.

So we do think that all 16 were occluded by the sixth-month

HSG.
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The other'thiné”of“hcte'ie‘that”thetejwae one
investigator who was doing the HSGs himself, rather than
having the radiologist do it, and hie technique ome might
describe as a bit aggressive for this procedure, and in
fact was probably recanalizing past the device at that time
point because of the amount of pressure and the duration of
time that he was actually diStending the uterus becadse‘he

was using as an endpoint basically the woman saying that

hurts too much} stop, and,so'at that point, he was probably

opening the tube as it's used in other applications with
HSG.

DR BLANCO Yes,’but let me 1nterrupt you for

a'ﬁihutéﬁ But I don t thlnkM‘see? that S the real 1ssue
I think the real issue is you got a great result because
everybody went in and you knewcahead”df”time'that'everybody
was occluded, okay, and that's great, but now you're asking
the panel to say that itfs:okay not to have that check for
occlusion.

I thihk most people will likely buy the

ultrasound or x-ray for placement, but you don't have that

occlusion, and now what we don't know is how many of those

16 would have_gotten pregnant had they not been using some
other form of contraception, and therefore would your
results have been the same?

I don't know if our statistician could do it
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have had to have had in order to make your results not look
anywhere near as good askthey do? |
Sokthe,issue I don't think is whether the
device works and it occludes. I don't see that as an issue
at all. The issue is we've had data presented that says
nobody gets pregnant on this, but everybody got checked to
make sure they were occluded. Now, the question is,
nobédy's going to get checked to'make sure they're
occiuded.‘ Is,thé‘pregnéncy‘rate going to’be‘the samé and

that's a little more difficult to believe, let's put it

that way, at this point.

A1l right. Thank you. That was just a
statement, not é question for you. |

MS. MOONEY: Dr. Blanco?

DR. BLANCO: Yes, ma‘am?

‘MS. MOONEY: One thing I think we should look
at in the packet which I think is relevant to this
discussion is the literature that the sponsor references
regarding‘patency rate versuskpfégﬁaﬁéyxrate[dand ih our
panel packet,;they did make mention of the fact that for
tubal ligation patientswat a*thr¢efmonth‘time point, there
was;a similar patency rate and obviously after we've seen
the CREST data, that does nbt automatically translaté to a

pregnancy rate. So I think we have to factor that in,
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also, as we think about this.

| DR. BLANCO: Right. No, I'm not saying that
that invalidates it or whatever - I'm just saylng the issue
is hot the HSG, just that there's a change in technlque
from the study to clinical use with a potential for
changing success rates, and I have a problem with that, and
I think other panel members do, too.

MS . MOONEY: They may be trylng also to
standardlze the post- procedure techniques to other types of‘
-- for example, I don't think HSG 1Sjstandard for other
sterilization“methods.

DR. BLANCQ;dJN‘ I don t elther o )

Mé;iMOONEYE: So T thlnk they may be looklng at
trying to standardize that, too.

DR. BLANCO: No, I know, and I understand that,
but I guess I keep going back that it's not standard, you
know. When you doya 1aparoSCopio tubal ligation, you don't
go do an HSG, but the data for what the failure rate is
isn' t limited only to the patlent that had the HSG ‘and
showed the ocolu31on. It! s to everybody, so 1t S comers,
and'I just wish in a way -- I mean, I w1sh that we had that
data to know 1f it does make a dlfference or not.

Am I stre551ng thls too much? You guys agree
with this or somebody want to take me on? Go ahead.

DR. SHIRK: MyjqueStion Would be:basicallyiwith
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an x-ray and you've got no outline of the uterine cavity or
uterus itself because it's not going to show up soft
tissue, I mean, how can you absolutely be sure that they're
placed correctly? I mean, ultrasound obviously is going to
give you at least the outline of the uterus itself, eo you
know that you're in the proximity. So obviously an HSG
gives you an idea of the uterine cavity, so you know where
the uterine caVity is. So I just have a hard time
Visualizing that you'd see two, you know, sterilization
objects in a flat plate and say ves, they're placed
correctly. Who can really make that statement?

DR BLANCO: Well the thing, though w1th that

is that ——,I m trying to look for the data but my
recollection is that there were iny three, and please, if
the company can put the number -- there were only three
patients where there wasn't the combination of incorrect
placement and recanalization.

Maybe I'm wrong. | Do you all know in how many
patlents you dld the hysterosalpingogram and found
incorrect placement° How large a number of patients was
that? It was in your data. I just didn't write it down.

| Do you see what I'm saying, Gerry? But it
wasn't a big number to begin with. So I think it's more

whether there's occlusion or not occlusion becomes the
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DR. CARIGNAN: To that point, there were 19
women .

DR. BLANCO: Just say your name, please.

DR;‘CARIGNAN: Dr. Charles Carignan.

There were a total of 19 women who had on HSG
an nnsatisfactory device location However, the “expulsions
were 1dent1f1ed just on the flat plate portlon of it. So
if the number was small then we look at what was actually
diagnosed by the HSG. ‘

| DR. BLANCO: 56 1et‘me make sure that —~ wait.

Don't go away. Let me make sure that you're saying there

were 19 women that on hysterosalplngogram you 1dent1f1ed

ylncorrect placement'>

DR. CARIGNAN: That's true.

DR. BLANCO: Okay. ©Now, of those 19, did I
misreadrthe slide or you also had concomitant lack of
occlusion or was that a separate group? You also had
another 16 women? o | |

DR. CARIGNAN} ;Yes. ;

DR, BLANCO; We have'propertplacement but --

DR. CARIGNAN: ‘Right.

DR. BLANCO: Okay. Thank you.

DR; SEiFER} "D6‘ydnkhappen to know the age of
thoee 19 women? o |

_DR. BLANCO: Repeat your question, David. I'm
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SOorry.

DR. SEIFER: Well, if we're concerned about
pregnancy rate after failure placement or incorrect
placement, I wonder if those are younger women or older
women ., | o

DR. BLANCO: Yes. 1I'm not sure they're going
to be able to pull that data out that quickly for those
particular patients.

Dr. Brown?

DR. BROWN: Just sort of to the second -- and I
don't know if this is what was being brought up, buti

be51des the 1ssue that you brought up, to me 1s the 1ssue,

‘and maybe I m wrong and you all can correct me, but to my

knowledge, the standard reading of a flat plate for uterine
anatomy is not a standard thing‘that‘mOSt radiologists know
how to do, whereas in an institution that has a busy OB/GYN
practice, they probably'doﬁknow hOw to read a
hYSterosalpinéogram- So my concern is that you're,askiﬁg
radiologists,'and again correct me, I didn't see any‘
training for radiologists in here about reading these flat
plates. |

| I'mean, it's one‘thing if, yee, you have normal
uterine anatomy and antivertedkuterus,and tubes are both
hanglng of f the side to tell symmetry, but what if the

woman has a. retroverted uterus°‘ What 1f 1t s distorted by,
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you know, subqervalyfibroid? Are you relying a lot on a
radiologist who may have never read a flat plate for
placement of these devices before, which obviously won't
have, so that the issue which is i1f I prepared the correct
interpretation of the pelvic,x—ray I‘also think is of
concern in addition to -- because'hysterosalpingogram is
something that is a standard radiologic test that
radiologists have been trained to réad‘whéreés'this'is
different. | ;

~ DR. BLANCO: ‘Dr;kNoilér?

DR. NOLLER: We're confusing a couple of

numbers here. The 19 bad placements, something like 14 of

them were in the uterus and those are not the same people

that had patent tubes, correct? If you saw the device in
the uterus just sitting there, it was out of the tube, you
didn't go ahead and do an HSG and look for occlusion, is
that correct?; So they're aifferent’people?‘”i'm 1eadihg to
a pbint, based on your answer here.

MS. DOMECUS: They are somewhat different
categories, but everyone had an HSG done. That was how the
expulsions -- |

DR. NOLLER: Even‘the expulsions.

MS. DOMECUS: Right. They all had the pelvic
x-ray and HSG done at three-month visit.

'DR. NOLLER: So were the expulsions included in
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those 12 women that were patent or 15”W¢men?

DR. BLANCO: Tt's 16.

MS. DOMECUS: Yés.

DR.‘LARNTZ:'”The 16 hadqsatisfacteryvdeviee
location and then were patent.

MS. DOMECUS: Correct.

DR. NOLLER: Right. See, those are little
different. See, I would love to say let's just do an x-
ray. It's less trauma to the woman. But you didn't do
that study. If’we say ves, it's okay just to do pelvic x-

ray; it's kind of on no data because that isn't the study

you’did I w1sh you would have done 1t but you dldn t

DR BLANCO Well let s follow up on that So
what would you llke to see in terms of data to satisfy you
that they can switch over elther from a hysterosalplngogram
to a flat plate or from a hysterosalplngogram to an
ultrasound w1th or without liquid assistance to see if
there‘s”recanalization?“‘Do you understand my“questioh?d‘

DR. NOLLER: I certainly do.

Well it would requlre a group of women that
had the device placed and you'd check them in three months
with flat plate and those that show good placement, you'd
take off whatever the other contraceptive method they're

using is and those that had bad placement; of course, then

you have to replace or something, but that wasn't done.
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It would reduire really another study, I think.
I don't think there's any way to use the flat plate Sane
you went ahead and did HSGs ‘and you dldn t remove the
contraceptlve addltlonal contraceptlve, method from those
you,K found were wrong or tubes were opened by HSG. So we're
mixing apples and oranges. That study wasn't done.

DR. BLANCO: Well, Ken, let's pin it down even
more because what I'm saying is Whloh lssue -- Dr. Brown's
concern is one thing, and then there are two issues’to
address. One is the patency issue, and the other one is
the correct placement issue, right? You would agfee'With
that? o
- - DR.WNOLLER: hWhat l‘WOuld lovelto know is among
thoee women who on flat plate had normal placement, if you
follow them for a couple of years, how many get pregnant,
if any? |

DR; BLANCO:‘ Well, by inference then, I gness
the questlon I'm asklng is let's say that the patency
wasn't an 1ssue , It was just placement. Do you think that
going from the study they did of the h?sterosalpingogram to
a flat plate, that would be‘comfortable enough fof‘yon to
know that vou had correct placement or would you want that
study and then we can deal w1th the patency 1ssue° |

DR. NOLLER: Actually, because of the anatomy

of the tubes and because of the length of the device, I
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think you couid“bewfairi§:sure"on:a'flatyplate’tnat'it was
correctly positioned. It would be nice to know if
ultrasound were better. We don’t know that either, but
there might be, I should say, some way'short of HSG of
determining whether it's okay and they can stop thelr birth
control pllls, but we don t know that. nght now, we only
know that with HSG and if they're patent, Yvou keep
following them‘and it's okay, but we don't know about flat
plate. |

MS. LUCKNER: But if we're trylng to flnd out

Whlch modallty is best to use to confirm the either

'placement or patency at three months,'we ve dlscussed

‘three, but you re only now talklng about only two

collecting data on. You have the flat plate with some
restriction about who can read them with the skill and that
has to be built into the study; and then you've used
ultrasound and whlch one glves from patlent acceptance,
cost and acce551b111ty, whlch one is the most reasonable
one to collect data for that will be used in general
practice? I mean, we're now talking about lots of ladies
gettlng this done w1th their gynecologlst Which modallty
at three months is most representatlve of what will be in
general pract;ce?

DR. BLANCQ; kGérry?

kDR,;SH;RK;'fI,think‘the question is pretty
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straightforward.‘ Most gynecologists do ultrasound in their
office, so ultrasound's going to be’the modality‘that
you're going to choose. It's also simple to do on |
ultrasonic hysterosalpingogram just by putting fluid in the
uterine cavity and then putting some carbon dioxide gas in
behind it. I mean, youtcan‘watch the bubbles go through

the tubes, if they're g01ng through the tubes. So I mean,

it's not standard That's not standard.

That's sort of an investigational process right
now of looking at tubes ultrasonically, but it's‘certainly
possible to do that. It certalnly would be ea51er to get
gas through a small hole than 1t 1s to get fluld through a
small hole, but I stlll thlnk ultrasound is probably the
most reasonable modallty -

DR. ROY: Well, the study was done with HSG. I
mean, what's the price‘you‘re going to pay? You got the
convenience of an out-patient procedure,‘ You have the
inconvenience of three months of contraception and an HSG.
Well, until Weihaveﬂother véﬁuééj”wé*shéulaﬁft‘juSt assume"
that other thlngs are going to work. A flat plate will
only give you at best location, not patency, and ultrasound
with or without CO2 bubbling through and all of'that;eould
be investlgated in the‘meanWhile. Maybe downstream, they'd
have more data and they say, well, you can do something

less invasive,‘but at the present time, the only facts we
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have are these'facts.

DR. BLANCO: Dr. Dubey, did you want to say
something?

DR.JDUBEY: No;

DR. BLANCO: Well, I'll throw something else
out just because I think trying to look at some guidance
for them. The other possibility is just that you don't
need any tests, okay, and then you 1ook at raw pregnancy
rates at that p01nt without any tests and then you're able
to talk about that ‘and see how effectlve it is w1thout any
klnd of tests. Would you agree with that or would yOu guys
-- I mean, we don' £ do other tests for other methods of
sterlllzatlon, but we know that the have a- fallure rate ahd
we know without checking they have a failure rate. T don't
do tubals anymore very often, but when I did them, I put
them on birth control for awhile until I knew they weren't
going to reoanalize. |

DR. BROWN: But when other devices were
approved that had to be approved, were the criteria that
vou had to have a test? For example, when the clips were
apptoVed or whatever, were any of these devices approved
thrOugh this process, were they approved based on studies
that did use an HSG or were they based on studies that
just, as you sa1d prov1ded the raw data7 |

DR. BLANCO: Well, I don't know that. T guess
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what I was saying, I was just trying to giVe options,
because the cnmpany's 1isténing and FDA, and I'm just
saying, I mean and obv1ously I'm the only one that thinks
that but I mean, if they hadn't done anythlng, if they'd
just put the‘deviCes‘in and then just looked at raw
pregnancy numbers and it turns out to be very, very low or
low enough, ynu’know, thenido you really need anything
else? No. T mean, the guestion here is because they did
do the other things and we make sure it was occluded and
properly placed and so therefore’that’s goingkto affact the
rate. But maYbe I'm just offbasé here.

DR LARNTZ Nof 1t S not ThlS 1s Larntz

Obv1ously 1f they had not done any tests and
they'd gotten zeroces, we'd all be sitting pretty and not
having to worry about it, but they did have a confirmatory
test at three months and then if 1t didn t work out

continued, and from the company s p01nt of view, if I were

advising them, I would say do everything vou can to make

sure you do get the thingythrough in the sense of haVer‘
these confirmatgry tests because what if they had‘gotten
two;or three bregnancieskin their thing? We wouldn't be
sitting here talking the samé way .
| | DR. BLANCO: ‘Okay. Any other comments?
(No response.)

DRQ‘BLANCO: I think we probably beat that one
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Let's move on then. Number 5. "There was a 12
percent failute'rate of bilateral placement on the first
attempt. | | | |

"A. Do the failure rates experienced’by the
investigators in this study provide an adequate indieation
of the failure rate that might occur when this device is in
wider use?

"B. Is this failure rate eeceptable?"

Gerry, why den't we start with‘you? You do a
lot of hysteroscopy. What do you think? |

DR. SHIRK . Well I mean ‘certalnly there are‘
letswof'reasons why you may not be able to v1suallze ak
falloplan tube. One of the things is obv1ously the
guestion of just ba81cally tubal plugs , We see
infertility, you see a lot of just plugs where the tubes
aren't really occluded, where therefs just avplug‘in'the
tube, and so and so the big question in these patients, and
I'm not sure whether the company's answered it or not, is

how do you deal with these patients where you can get

‘unllateral placement9

I mean, are they then supposed to be subject to
other means of sterilization 1fythey want ite If you go
back and do a hysterdsalpingogram and it shows bilateral

occlusion of the tubes, then do you assume that these
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patients are basically‘then‘sterile7 Certainly a good
portion of those are just g01ng to have tubal plugs You
can t really say that the procedure is then a success that
these patients can use 1t as a contraceptlve device. So I
thihk the big:question is direction there.

My other question was basically again the
question of you get in there and find existing intrauterine
pathology, is it appropriaterthen to place the tubal plugs
or that first —- treatlng that 1ntrauter1ne pathology, and
the 1ntrauter1ne pathology may have -- it may preclude
puttlng the tubes in or puttlng the plugs 1n

DR BLANCO _Dr; Noller7, N | |

DR NOLLER | This is one of the two areas I
have real problems with.

First of all, I don't see in any of the
labeling, particularly to the consumer, where it says you
have one chance in eight that we can't do this. The people
doing thlS also, I know some of the,names. I dou't know
all of them. The‘names’I‘RHOW are expert hysterOSCOpists.
When 35,000 gynecologlsts who do a llttle bit of
hysteroscopy have this available who are not experts, I
can't believe that the failure to implant rate will be
anywhere near as low as 12 percent. It's going to be
higher.

‘Also, none of the "non" except for some REIs
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and occasionally generals, none of the 35;000 practicing“
OB/GYNs have any experience doing hysteroscopy on an awake
patient. They_dolthem‘allfWith the patient asleep. T
don't think that is going to change. I think they're going
to do these asléep; I suspect, based on my experience
being a department chair with 50 and 25 members, knowing
the hysteroscopic skills, that what's going to happen is
the;patient‘s;going to be put to sleep, we'll try‘it[ see
if We can get‘in from below, and if we can't, then we'll do
a laparoscopy. That's what the patient's going to be told.
All along here,,there are problems, and it all revolves
around the fact that at the Very best the‘failure rate to
get these 1n is 12 percent and I suspect that it could
easlly be 20 percent among people that don't do this Very
often. So even with the 12 percent rate, if women are told
that up front, unless there's some fallback plan llke
laparoscopy at the same tlme‘ I don t know why they would
accept this.

DR. SEIFER: ’Twelve percent is probably a
conservative estimate. There were 20 investigators but
flve of these 1nvest1gators had more than 50 percent of the
cases. So there's an obv1ous learnlng curve, and in the
best of hands, that probably brought down the overall
failure rate.

DR SHIRK: My argument would be that this
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procedure’'s probably‘in”the office equivalent to a
diagnOStic hysteroscopy, and T've done thousands of them in
the office and have yet to have a major complication. I
mean, it's an extremely safe prooedure'and'a lot of the
interuterine pathology I look at before I do an operative
hysteroscopy, ‘I do a diagnostic hysteroscopy in the offioe.

DR. NOLLER: May T réSpOn’d'?

DR. BLANCO: Well, let him finish.

DR. SHIRK: So:I mean, you know, I think you're
looking at it‘fromkthe standpoint that this has the same

hazard as doing a hysterosoopy asleep I mean, none of‘us

would not do an endometrlal blopsy 1n the offlce HWe

wouldn t even bllnk about d01ng an endometr1a1 blopsy in
the office and diagnostic hysteroscopy‘is basically on
about the same level, once you get comfortable and get over
a learning curye,’to basically do an endometrial biopSy{
So I don't seetthis nearly as a hazardous procedure to the
patient that a major operatlve procedure would be

| DR NOLLER T absolutely agree that offlce
hysteroscopy 'is possible, good, safe, but the fact is that
virtually no practicing OB/GYNs have an office
hysteroscope. When they do them, they do them in the OR
with the patient asleep.“'I”thinkait’wouldmberéreatfif they

were doing them 1n the office but they don't and your

,skllls and those you ve done are way beyond the usual
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~practicing gynecologist.

DR. BLANCO: I guess at this point, I'd like to
remind the paﬁel;'thOUgh}‘thatftQ,seme extent; almost all
studies of almost all deviees'are always done by people who
have an interest in the particular methodology being
performed. This is true’for’fetal heart rate monitoring or
any other type of monitoring or whatever. So that, I don't
think that it's a question that we say, well, it's 12
pereent and when it gets in the hands of everybody else,
it's going to be horrible and whatever. I don't‘think that

that's fair to the company or fair to what we need to look

I mean, basically, we can try to impact on that
by requiring appropriate labeling and appropriate
disclosure and I think the company has presented an
educational plan to try to ensure that there is some
education of the physicians who are going to be doing this
with a reasonable amount of exberieﬁce;tand I thihk that
you can break this question as FDA did in two parts. One
is the overall just failure’rate to put the device in. The
other one is the issue of the experience of the
investigator.

I think their data does show that after about
five insertions, you may shorten;the'time”of the

hysteroscopy but you don't really improve the failure rate,
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if you will, if I read that data correctly, and you know,
the:difference between 14 and--10 minutes on a hysteroscopy,
I mean, we sometimes waste five minutes doing other things
that aren‘t‘anYWhere near as important with the patient in
that setting.

So I'm not as concerned about that. I think if
everybody has to be an expert before they use something,
before something's approved, nothing's ever going to be
approved. So I think the issue is iabeling and appropriate
counseling and notification for the patient of what's going
on until more experience is gathered'and as experience is

gathered then that 1abe11ng can be changed to reflect what

'the actual numbers are Wlth larger numbers; Number l and

then Number 2, an educational program requlrement‘for
phyeicians that are going to be inserting this device to
ensure that they have the appropriate training to at least
attempt to betas‘close to the‘lowest,failure rate possible.

Yes, sir? |

DR.;NOLLER: I absolutely agree with that. I
guess where I started with my point was,that‘IAthink that
we have things on labeling later, but it just doesn't say
now that there's a 1 in 8 chance that this won?t work, and
I think women deserve to be told that’up front in big
letters in a hox, youkknewg this,isnﬂtdperfect,kand we may

find with experience that it's a whole worse or might be
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even better with time, but that isn't in their labeling
currently nor is the general anesthesia problem.

DR. BLANCO: Go ahead, David.

DR. SEIFER: The training‘program, it was
proposed to have_fivefcases of proctored surveillance, and
I think it was;Dr} Pennelle fromdFDA; He’had a slide. I
think it was Slide 23. I don't know if he's still here,
but‘it showed the timing ofythe‘procedure‘being cut in half
from, I think]it was --

DR. BLANCO: Eighteen to 14, and 14 to 10.

DR. SEIFER: Yes. Based on the number of cases

that were done, and I thlnk there s a pretty good argument

.....

‘that thlS flve cases be extended to somethlng more

meaningful than five because again we're trying to improve
the chances of this being effective, and at five cases, it
hardly seems that it's going to be useful, it's going to
have its mostibeneficial effect. The patient's going to be
under twice as long and everything that correlates with
time under anesthesia, even if it's IV sedation or local,
amount of volnme will increase in termseef the media
exposure and risk to the patient.

DR{'BLANCO::hAanQdthant“to comment onbthat?‘
I'll make commentary. Well, go ahead

DR. SHIRK: Well, I think the answer is that

basically What'they'said]kifuyou‘have a person who's an'h
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experienced hYsteroscdpiét'tﬁét‘Withiﬁ“five cases you can
teach this individual to place these adequately and that
their learning curve will be fairly’rapid, and I would
agree that that's probably:true} | ‘

" The big question you have is what about the
person who has limited hysteroscopic abilities and you're
trying ﬁo teach them essentially'two things, hysteroscopy
and also placing these devices’in the tubal ostia, and so
the big issue with the training process is basically what
criteria should'there'be beforeveomebbﬂyfe‘ailowed‘td come
inte a training session or should there be’two different
levels of tralnlng, those people who have very llmlted
hysteroscoplc experlence and those people who are adequate
hysteroscopists, because I think the‘question about the
technical ability to do this rides more on the person's
ability to do hysteroscopy[ rather than their ability
really to place the tubes.

DR. BLANCO: I think the thing is, and this is

something we wrestle with in this committee all the time in

terms of devices, and it has to do with enee things aie
appfoved,‘then they're'out ih the market and physicians can
use them in ways other then the intended way, but that's
still not, you know, something that weeCan,fix Qr are going
to fix in this;cdmmittee. |

I think we need to come up with a reasonable




10

11

12

13
14
15
16
17
18
19
20
21

22

23

24

| 194
educational program with a réasonab1e number of interaction
of education so that the average physician who should be
getting into this will khow how to do‘it'and,the ones that
shouldn't shouldn't. That doesn't mean they won?t; but
that's, I think, the most that we cankask, you know, when
we épprove something, and I’guess to me, failureiratés are
more important thgn the degrease of,time for hysteroscopy
from 18 to 10 something miﬁutes, and so with five failure
rate didn't seem to change. So I guess I'd be satisfied
with five proctored events at this point and maybe that's
wrong but we'll see.

| anybody elee? mebuctal? Go ahead.
k‘: MS; MObNEYEf”YéS;"fo;ﬁlancé;, I was going to
bfing up that same stétistic you just mentioned.

I think Dr. Pennello's slide showed a trend

towards decreasing time with experience but I think his

placement rate analysis for different experience didn't
show a difference and maybe that is partially explained by

the sponsor's evaluation of the reasons for failure which

seemed to be a majority of those related to proximal tubal

occlusions. So it may have been more anatomical limitation
as épposed to an actual level of experience of the
operators. So that may héip expiaih‘Dr. Pénhelldfs data
that didn't show a differeﬁce‘in_succéss’rates over

experience level.
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DR. BLANCO: And I guess the thing is if you're
really going tQ go for that and go for the 10 minutes, and
I don't have the slide in front of me and I don't remember
that, but it became a significant number.

PARTICIPANT: Twenty. |

DR. BLANCO: Thank‘you.‘ You had to get over
20,jyou know, before you redﬁced the time from 18 to 10 and
that's a lot to ask, I think, to be proctored. Maybe
that's just my bias.

Anybody else? Gerry?

DR. SHIRK: I think it's always a problem when

you try to put numbers on a‘credentialing game. You know

what I mean? I mean, some people are going to in five have

it completely, some people in 60 are not going to be able
to accomplish?it vefy wéll; So I think it's difficuit;
DR. BLANCO: Well put.
DR. SHIRK: So I think five is adequate.
DR. BLANCO: Anybody else? Any comments?
Anything else on this particular question?
|  DR. NOLLER: We didn't really‘answer'the
question.
DR. BLANCO: Oh, well, we often don't do that.
(Laughter.)
DR. BLANCO:,MDQ you want to go ahead?

~ DR. NOLLER: I don't know the answer to is the



196

1 failure rate écCeptable?‘ ’

2 | ’DR. BLANCO: Well, I think there are two:issues
3 and you brought them up and I’think you brought up a very

4 good issue. I think, one, I mean, it's always the labeling
5 and counseling. Clearly that heeds“to be strengthened, the
6 actual numbers that are known need to be told to the

7 physicians and,to’the patients. But I think your other

8 issue is actually a very good suggestion and that's the

9 issue of a,fallback plan. tIf you do face that situation

10 whether that éhould be, you know, a repeated attempt at

11 introduction, depending on what the reason was for the

12 failure, or whether that'siat thét;Samejtime and place to
13 | go intoxa difféféﬁtﬁmeﬁhbdéiééfl' i”£hihk’thét;s:a‘géod

14 suggestion that maybe needs to be considered as a

15 possibility in there.

16 DR. SHIRK: I guess that was a question I

17 initially brought up when you asked me the question, was

18 basically that tubal occlusion thing, and there's no

19 direction from the company as to which way, how to handle
20 that. Certainly you cou1d say, well, just go straight to
21 other means. If you get one in, a unilateral one in, and
22 you can't but there's a lotwofkthose_patients that have
23 tubal plugs. If you go back and do a hysterosalpingogram,
24 you;re going to‘blow the plug which they‘found out and were

25 able to go back and replace the second tube, you know, the
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second device. So it's two procedures, but again you're
not doing it under general anesthetic. ,I’mean, you're
basically sav1ng a lot of cash and also you re obv1ously
protecting the patient from a general anesthetic and some
other risks. So I think that I'd like to see at least some
type of direction built iuto the physician labeling as to
how’to deal with this, YOu know, from the company.

DR. BLANCO: Well, I wonder if you want to be
that specific, though. I wonder if it might not be better
just to say that you should have a discussion with your
patient of what's going to happen if you are unable to
insert you know, the dev1ces bllaterally as to what your

next move is because 1f 1t 1s utlllzed 1n a non general

~anesthesia-type setting, I mean, you may not necessarily be

in a situation where they're going to go do a 1aparoScopy
at that pointinor do you necessarily need to. As you
pointed out, there may be other reasons to try it later.

I think the issue more is that the'point of
what happens if we don't sucoeeduwhioh does,happen at this
rate needs to be brought up, discuseed'and,somekplan that
is approprlate to that partlcular patlent and to that
partlcular phy31c1an should be made.

Dr Noller you brought thiS:up. You think
that's fair enough or would you be more specific?

DR. NOLLER: No, I think that's fair enough.
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'DR. BLANCO: All right. ‘Anything else?

(NO response.)

DR. BLANCO: All right. Well, let's mové on.

Safety, Number 6. "The authors of the CREST
Study noted that sterilizatioanailure rates should not be
considered in isolation but rather in conjunction with
safety and acceptability of the female sterilization
procedures evaluated. The following are known risks of the
Essure System‘placement: tubal perforation, hypervolemia
due to high volumes of distentioﬁ fluid over a short time,

vaso-vagal response, discomfort, bleeding/spotting.

Potential risks, not observed in:thewgtpdy, include

sterilization:failure; ectépic pregnancy and infection.
"Given the advantages of the Essure System

procedure (e.g., less anesthesia; avoidance of abdominal

~incision; patient satisfaction and comfort) is the safety

profile of this device acceptable?"

Dr. Brown?

DR. BROWN: Well, in reading through in detail
the adverse evehts, even though I think tubal perforation,
I guess that was one of the more frequent adverse events, I
just think it's interesting that in terms of the sequelae
of that seem to be nothing or very little, and I guess

that's probably not surprising when you actually look at

the diameter of this device, and the fact that if you are
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perforating, you're,perforating with something that is so
tiny and its non-reactive effects if it does get extruded
into the peritoneal cavity, but what I thought was more
concerning was reading, I guess, the two cases of
hypervolemia and maybe that's because I come from a city
where a patient actually died from this, was very well-
publicized case. So I was just interested in terms of the
labeling.

Reading those two‘cases, it's almost like the
data we looked at with the vacuum. Why would you put a

vacuum on 16 times, and I guess I might say why would you

1nfuse, you know, whatever it was, several llters of f1u1d‘

k in?: I mean I would never do that but glven that that is

a potential risk, maybe there should be something in the
labeling just in terms of the life-threatening nature to
the’patient. That's the one thing to me that seems to have
a potential to be really‘the biggest‘risk to patient
safety So maybe there should be a little more emphasis in
the labeling that even though that's a rare compllcatlon
just to re-emphasize you have to monitor the ins and outs,
you’know, kind‘of thing in the 1abeling so the physicians
keep that in mlnd o ,

DR. SETIFER: I agree with Dr. Brown, and I

would go one step further and there is some discrepancy

about the amount of time that was delineated in this
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temperature ahd,perhaps lower your chances of

intravasation.

S
calling it not successful. I think in one piece there, it
said after lO:minuteskand’one tube but 30 minutes‘toﬁal.

So if we could'haVe a cdnsistent message about it's 20
minﬁtes for tétal prbceduré‘Of 30 minutes for total |
procedure and:perhaps some discussion about,Is aﬁd Oé inpﬁt
and output deficits, if thé deficit exceeds 1,500 ccs of
normal saline, and theh fo£\those whé “do hySterOScopy in
what I read in terms of the temperature of the saline
media, it's that I think it‘said to;haVe it at bbdy
temperature and I know that there are other methods or

other approaches to that. You could have it at room

So I’agree‘With Dr. Brown. I think that in the
labeling, it would be helpful to have some guidelines as to
how to reduce the risk of fluid overload because that
probably is the most serious complication.

| DR. SHIRK: Well, I guess I’could speak to this
sinée,I've got two or threé papers in theiliterature about
fluid overload.
| I mean, first Qf all, saline is fairly safe as
we learned with when‘Wé did 1aser‘ablatioﬁ,énd éome Qf,the
newer devices were used and obviously it's not innocuous

because you can drown'somebody with it as I proved, but

probably the ﬁaif—léthalydésé‘iskthree litersuior the



