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average patient. It's not as onerous as nonelectrolytlc
type of solution that obviously plays havoc w1th the
internal electrolyte balance. HYQUrNaverage'
anesthesiologist is going to run in two liters during most

surgeries. So you know, I think that obviously especially

in settings maybe put a three-liter limit on the amount of =

fluid used. There are devices that, basically pump
systems, that do monitor fluids for you. So I mean, you

can set alarms and stuff like that to achieve that if

you're doing it in a hospital setting.

The other thing is that these procedures
probably should be done with small hysteroscopes that
ba51cally are in the range of flve mllllmeter scopes
Having done a bunch of studies with how you put fluid
through SCOPeSchthQW“mQCh‘flUid you can put through a

scope, it's damn near impossible even in 30 minutes to put,

you know, much more than two or three liters through a five

millimeter scope. I mean, you just cannot do it. There's

a cohstrictiohtpfoblemvas farAashgetting fluid through even
under pressure. So just the amount of fluid you can use is
an issue, and you shouldn't be dilating the cervix. You're

not cutting into the’uterine cavity. So you should have a

fairly minimal chance of getting hypervolemla I think it

should be put in as a labellng thlng, as a warning and

_maybe suggest that cut-out point of three llters for”
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maximum fluid use, but I don‘t{see‘it\aswenuogergyewproblem
as it would,bewwighmgignificant operative hysteroscopy.

DR. BLANCbg,ebOl?oﬁ\wehtwte eay‘anYthing?

DR. SEIFER: Yes. I don't know if anyone wants

to comment on the two cases that are in here with five and =

seven liters of fluid and how much time it took.

DR.'BLANCO: Well, I was eCtually going to ask
the company. ‘I‘didn't‘see it, maybe I just didn't read it.

Do you have any concept of how much fluid was;agtgqlly

infused not in those two particular cases but in most of =

the routine cases? It's okay to say no. Okay. Do you

have it offhand that you know?

'DR. CARIGNAN: Char gnan, Conceptus.
Typically, most procedures were done with
between 500 and 1,000 ccs, many more on the lower end of =

that scale, and actually in our training, we emphasize a

cut—off;of315QQw§Q§;,;eﬂmwﬁeﬁu”ﬂ&,weﬂwWHWW”MJWMWNMWMMMHMNW” -

DR. BLANCO: Is that in your labeling?

PARTICIPANT: No.

DR. BLANCO: I was,just‘aSking if you're aware
of not. ‘ |

MS. DOMECUS: Give me a few minutes to look
through all the pages‘of the lebeling to eee if_itis in
there or if it's just in the training program.

kDR;‘BLANCO: Qkay. Well, I just wondered



10

11

12

‘iém'

14
15
16
17
18
19
20
21
22
23
24

25

203
whether it was;a;ready in there, I mean, it appears that
the panel's going to make some suggestion of some limit. I
just‘wonderedwwhsthsrfyqu had itfin;theresor.nqtﬁ.

MS. DOMECUS: 1It's already our plan.

DR. BLANCO: All right. You addressedﬂthe%twq
biggest issues. Actually, the hypervelemia issue,and theV‘
fluid. What about these other things they talk about,
vaso-vagal responses, dlscomfort bleedlng and spott1ng7

Those are pretty minor symptomatology So other than

‘labeling and appropriate counseling of the patient, I don't

think it's that big of a deal, but what about the tubal

perforatlon issue? Is there something that concerns the

&panel° TIs there anywwayﬁthat that can be m1n1m12ed7l&%wﬁh

Anything anybody wants to talk about that?
Dr. O'Sullivan?

DR. O'SULLIVAN: Yes, a couple of things I

think about that. Number 1, I think that by putting the
little black knob on, they tried to at least limit the
amount of tlmes that that would happen That's Numberw%;WON
Number 2 many of these perforatlons were
recognized at the time they occurred just by the feel that
they had when they did them. The third thing is they were
relatively asymptomatic. There didn't seem to be any
bleeding associated with them, and I think if you compare

that_feylwmeahﬁ‘part Qf‘Our question says in conjunction
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with safety and acceptability of feméie stefilization
procedures in general is the way I was reading that. If
you compare it to some‘of the cqmplicationé éf the genéral;
I don't think that it's any worse than anything general and
maybe somewhat better.

DR. BLANCO: Okay. Go ahead.
DR;’SHIRK: ‘I,Wantﬂtp;iQ;?Qdu§§_§ngppie things

that aren't on the list that I consider possible safety

issues. Okay? One would be treatment of future uterine
disease. Obviously they made the comment that you can't
use electrosurgical devices in the uterine cavity after
thesekthings are placed. Certaiply a,percentage‘of these

pathology that can‘be‘trgatgdwby”intraSCopic means, both

~ submucosal fibroids and large endometrial polyps.

My question would be does this mean that we no

longer can treat these modalities with minimally invasive

surgery and have to go to hysterectomy to treat them? So
that's one of my concerns.

The other concern was basically with

endometrial ablation. We have a thing called post-ablation

syndrome, where after tubal ligation and then you do an
ablation, it occludes the tube and you get sort of a small
hydrosalpinx.

\,My'question_wouldpbemby occluding both ends of
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the tubes, if you haVé‘a'preekiS€ing tubal disease wiﬁh
distal occlusion, are You‘going to create a symptomatic
hydrosalpinx with this thing by occluding'bOth ends of the
tubes where there's no egress point for the serus fluids?

So are we going to create some,problems‘with this procedure

‘as far as creating problems with pelvic pain and

hydrosalpinx by placing these’devices? ’

These are obviously out of the scope of the
present study, but certainly if we're looking at possible
issues down the line, those two issues at”leastkpop into my
mind as possib;e,issuesdh,dh.“ﬂ,’

DR. BLANCO: Okay. ;
not on’the listjkis relatedkto the question I raiSed
earlier today about sensitivity to metals.‘;I amué person
with an extreme sensitivity to metais‘other than 14k gold,
which is a gréat problem.

(Laughter.)

DR. BLANCO: You sure it's not 182

DR. SHARTS-HOPKO: Eighteen is better.

So T don't know what happens to people with
metal sensitiyi;y wheh you‘implant’metalswin;them{ o

DR. BLANCO&V‘The;other‘issue, you know, and I

wondered about that. I was going to ask because the other

~issue is pelvic inflammatory disease or salpingitis. T
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also would wonder if your rate of perforationkinkthose
cases might be higher just becauselthe_tubeﬁs_begpmsg§;;ngJﬁ
already. I don't know:exagtly, other than in |
ithnikinidosa, how much scarring you get in this area, but
it might cause for harder placément and might cause for

higher rate of perforation if you have prior history of

“salpingitis and that may be something, another reason to

consider whether those are good patients to do this on.
Anybody from thiS,side?u;Dr,,Nollﬁr?q;_
DR. NOLLER: Well, having seen lots and lots of
complications of laparoscopy in suppqéedlykgimglg cases,

based on the data that we're presented and the theoretical

‘complications and even with my assumption that these are

all going to be done under general, I Still think this is
probably considerably safer than laparoscopic tubal
sterilizatipn,__ﬂﬂ

DR. BLANCO: Any other comments on this
particulai‘question?

(No response.)

DR. BLANCO: Let us m
question.
Labeling and Training. Number 7. "For the

pivotal study, the training program for inveStigators

included: didactic materials, practice on a hysteroscopic

‘simulator, device placement in perihysterectomy patients,
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interpretation of device‘placement by hysteroscopy, HSG,

and‘pelvic x-ray, and’proctoring of initiai deVioe:”

placements in sterilization patients by experienced
personnel. ik B |

"The sponsor is proposing to delete‘the
requirement for placement in‘perihysterectomy patients and
to train,investigators using hysteroscopic model. The
proposed physician training‘program’also-inoludes
proctoring of an,unspecifiedknumbgthﬁMiﬁipi%lwprocedures
by a Conceptus-designated preceptor. Is this training
program adequate?"

Anybody want to make any comments on thls one7

We ve sort of addressed some of these 1ssues but go ahead

MS. LUCKNER: I think there should be some

recognition of prior skills,beqauﬁewllV$mh$§¥Qm?hﬁwnH“
panelists and having known in unlver51ty settings the level
of skill of a variety of people, some of the problems we

had in the earller fetal monltorlng studles and when that’

came into general practlce was the level of people skilled
when they were inserting the scalp electrodes and handllng"
some of the instruments.

so T'm wondering rather than changing the five,

I'd rather see better counsel from the company as far as

what the candldate prerequlsltes as you have 1n some

aoademic,reqpirements, you have prerequ1s1tes. I thlnk
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there are some prerequisites for this skill, and if they
don't come with those, then those have to be accomplished

first before you go into this as almost a Level 2

ultrasound versus a Level 1. .

DR. BLANCO: What would you think of -- because
I was thinking of Saying’sométhing,in the 1abeling for the
use. It Shculdwbg gﬁﬁé;by phyéicians'who already have
training in hysteroscopiC'procedures, I guess.
| DR. SEIFER: Operative hysteroscopy.
DR.’BLANCOE I'm sorry.

DR. SEIFER: Operative hysteroscopy’as opposed

_ to diagnostic hysteroscopy. I know Dr. Shirk wants to say

something about it.

DR. SHIRK: Well, I was just saying I think
it's appropriate to do this. A better parallel to what

went on was what went on when we did laparoscopic colectomy

and you had surgeons that hadfn@wlaparQscopic skills and
created a horrendous amount of complications with that. So
they jumped into this. I mean, I'd hate to see

gynecologists being forced into doing, you know, this for

competition reasons and then basically trying to do it with

minimal hysteroscopic skills. I think it's safer obviously
if we follow our usual learning curves and basically learn

how to usevthe‘piece‘of‘équipment that we're using and then

_progress to an operating procedure.
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DR. BLANCO; ,Well,‘it sounds 1ike,éverybody
agrees that you have to have some hysteroscopic skills, but
you brought up about the difference between diagnostic and
surgical hysteroscopic skills; and I'm not sure if évery
hospital staff differentiates that or not and whether you
want one or;ﬁhe‘chﬁrs‘w,w_w_hww,wa

DR. SETIFER: Well, just for the sake of
argument, operative hystéroscopy would imply that someone

has operative privileges, goes in the OR, does

“hysteroscopy. Others, diagnostic,as;opposed -- some people

have it in their office. Most don't. So I don't know if

that would be'strong enough.

DR. BLANCO: All right. Dr. Noller?

DR, NOLLER: I have another point to make, if
you want to finish this.

DR. BLANCO: Yes, then let's keep talking with
this. Anybody else wants to address that issue?

DR. BROWN: TheZPQint is that, I mean, you
can't have hospital credentialing be a criteria because one.
of the potential advantages of this is that even though

many people may do it under general anestheSia,‘there are

many people who do hysteroscopy in the office which is not = =

going to bemmon;torgdmby any hospital credentialing
process.

~So I would think you'd have to say something
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like basic diagnostic hyeteroscopic, ehd,from Qhat‘We‘re |
hearing this is analogous not to an OperatiVe hysterosCOpy
where you're resecting fibroids, but to diagnostic
hysteroscopy. That's the diameter of dit.

DR. SEIFER: It also begs the question Dr.
Shirk brought up about if you find concomitant pathology,
you know, what do_you‘do?k Not that we've answered that
question, but it a1so implies,e certain;level;efwvu<wm_
proficiency at‘hysterosCOpY.

DR. BLANCO: Subir, what do you think?

DR. ROY: The other factor I would be
interested in:is‘this_hysteroscopic mbdel.”‘
- ”“‘ebR;VELANCd: ”Weli[’beforeiwe‘gO‘On to that)

let's finish with them. What criteria? Obviously

everybody agrees that some hysteroscopic experience should

- be a prerequisite to utilizing this procedure, and I guess

the question is_—— I donﬁt know. Dr,“QTSu;liven,/were‘yQu
going to address that issue?wthkngmyou were going to say
something. I’mean, where shouldﬁweVgo with it? Do we Say
diagnostic or Qperatiyewer’juetwmakeJit“genete;? I mean,
do we want: to give any guidance?

DR. O'SULLIVAN: Well, the only one you can
control is operative. You can't control diagnostic. I

mean, operative is easily controllable. ‘Diagnostic is not

_controllable at all. I don't know what goes on out in the
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communltles, but 1f there are people out there who do
diagnostic laparoscoples or thlnk that s what they re d01ng
and probably I suspectylfkthey're doing that, they're doing
a little bit more, and it may be dangerous in their hands.
So the only thing you have’cohtrol over is’operative.

DR. BLANCO: Anyone else?

DR. O'SULLIVAN: And this is an operative
procedure in a sense. You are guiding something that you
ordinarily Woﬁld;hever‘do, |

DR. SEIFER: You?re,insexting an intervention
here.

DR. O'SULLIVAN: Yes.

DR.fBLAﬁééthAIifrighti: Anythlng else on that?i

Tf not, let's do Dr. Noller first because he was first. .

DR. NOLLER:a,This_iswthewopportunity to get

these done under local anesthesia. I think that sounds

wonderful . ijdQQLtmEhinkmEEQY'll bé done that way unless
as part of the training,”if you havexto do five prooedures
or 10 or 100, whatever the“number,is, let's just say’five)k
you have to do flve procedures, you say flve procedures,
under..local anesth351@.and/or,IV,ssdat;Qne period. So it

you do five under general anesthesia, they'don‘t count.

You have to do'five more under local and that would be one

way to try to "force“ more of these 1nto the 1ocal .

anesthesia which would, erta'nly be better for women .
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 DR. BLANCO: Any comments on that? Gerry?
DR. SHIRK: I would agree that that's probably

appropriate. I disagree that these'll be done under

,generalyanesthesiaqsimply begause‘competition in the

marketplace by people who can do it in their offices are .

going‘to obviously push the restbdf;theiQB/GYvaopulation
into‘doihg it in their dffice, to creating an office
situation to do this in or at least do it in a surgicenter
basis under a,localwangstheticr but I would agree that, you
know, suggesting that the preceptorship under local or IV
sedation is not inappropriate.

DR. BLANCQ;"GQ Qhead,
MS. LUCKNER: The other thing to keep in mind
is there is axshortage with aﬁesthesiologists and many in
community hospitals are having trouble covering their
surgical procedures and closing ORs because of not having
enough anesthesia. So if we qqn§id§?w§h;§‘procedure is

good for women and we want to make it available to them,

and local anesthesia is better for the patient, the woman,

then we really should push very hard for that piece and not
push a procedure that might have general anesthesia
re@uirements.‘ ’

DR. BLANCO: Well, vou know, I always like to

be the devil's advocate, but I guess my question with this

is we're kind of sort of pushing the company to making
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public policy as to how physicians utilize this particular

device which somewhat limits maybe who's going to use it

and may actually limit the women who aretableu§9”9§¢«i2$mquﬁwohww

It may be that somebody starts,doing it under general and
eventually learns enough skills to be able to do it under
local. So I'm not real crazy about putting that
requirement. I mean, maybe we can recommend or encourage
that this procedure be tried under local, but I'd hate to
make_it:a‘requirement per se.

DR. SEIFER: But one of the reasons why this

has come up for expedited review is because it doesn't

vrequlre general anesthe51a and perhaps local or IV

sedatlon, but I would bolster the argument that we should

be trylng to encourage a non- general anesthetic.

DR. BLANCO: I have no problem encouraging. I

+have a problem with requiring.

Dr. Noller?

DR. NOLLER: The only reason I really brought

this up at all is because the information in the draft = =

patient pamphlets and the insert and some of the comments

that the company has provided suggest of course this will

be done under local and I think that we disagree on how

many will be done that way but certainly some will be under

general, and I think we ought to push any way we can to get

ing issue as being
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an easy way to do it . The person can do flve under 1oca1

with the preceptor and then never. do another Oone. ,‘Th§?§n§ﬂuuwrmw

be no control then, but I think,if they leerned'to do them
under,looalweng,kgee, this works, I guess you can do it
under local, I've never done it before, it works, I thinkv
they're more'likelywto“ao them.

DR. BLANCO; Well; it seems like I'm severely

outvoted.

DR. NOLLER: I don't know. There are an awful

lot of quiet people.
DR. BLANCOV Anything else on the local

anesthe51a°w If not, there are several_other p01nts in thlS

questlon thatvwe probably ought to address“
on the anesthesia? .

(No response.) , S

DR. BLANCO: What about the training, the
number, the issue of perihyStereotOmy patients versus the
hysteroscopic model and this levelkof_training,~nUmber‘of‘
initial procedures? ~Anybody want to tackle any of those?

DR. O'SULLIVAN: I thinkﬂyon cen take out |
perihysteroscopy. |

DR. BLANCO: You can take it out?

DR. O'SULLIVAN: Take it out. .. .

PARTICIPANT: Yes.

' DR. ROY: But if you're going to take it out,

i Anythlng else:“ﬁhw
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that's where I was going with the hysteroscopic model.

There are some that are just completely non-realistic being

hard plastic where eye:ything just slips right in so easily

that you think it's a piece of cake. I mean, you have to

have a realistic model and it can be done. There are lots

of skinlike materials available. ..
DR. BLANCO: Well, let me interrupt you for a
second. At the pleasure of the committee, we could see the
hysteroscopic model. It has th“b§§n\presented to FDA
before this point. So‘thatfs why it hasn't been brought
up. But the nice thing of being on this committee is that
once we're here, if we all want to do something, we usually
can“gét away Wifh it;vqf”at;iéaéﬁ‘i tf§iﬁo’ldékiat;it £hat; 

way. They may not.

If‘the‘COﬁmitteeMwouléwlikﬁwto;sae_t@gqudeif;
what we can do is we are getting close to break time. We
can ask the company to bring their model forth and do that
and look at the model in the beginning when we regroup

after the short break. So it's at the pleasure of the

committee. .

DR. O'SULLIVAN: I vote for that. .

DR. BLANCO: Do I hear support for that? Hear,
hear. Anybody'strongly Qpposed‘td it? ‘Okay. “Then why
don't we plankduring the break if vyou guys would bring in
‘ it sh |

k tl

after we .
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reconvene from, the break.

S All right. Leav1ng the questlon of the
hysteroscoplc model out now that we've taken care of that,
what about all the other 1ssues7 Any of the otherylssues
that anybody wanted to address? I think we've sort of =
addreSsed themhysterOSCopy’and\level_of,knOwledge; We've

talked about the hysterosalpingogram and pelvic x-ray and

ultrasound added to that before. Wa_talke@tabgggwthe.rtrrrrwhyﬂﬁ

proctoring and we sort of came on five, but is there -- go
ahead.
" DR. NOLLER: I think if we really want a lot of

people to begln doing this, to requlre more than five for

'proctorlng is almost 1mp0551ble.‘ Flve 1s 901ng to be hard

enough for people toyhit.‘ AlSO,klf you aren‘tegood after
five, you may never be.

DRnaBLANCOf“Allfright. "Anvthing else that we
want? I think that pretty much does that”qnestion. |

DR. BROWN: I just have a question. 1Is it

standard 1n terms of thls klnd of thlng that you're
potentially saylng that the company forever after is going

to be responsible for doing this training for every person

of the 35,000 OB/GYNS, and I have Some!questions about the

implications of that for graduate medical education, et

cetera.

I mean, is there some time frame on this?
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Becauge obviously if this turngd,gpt;tgwbgmé$%great,as it's
supposed to be and became such a common procedure, you
know, 15 years from now, is Conceptus still going té be
teaching OB/GYN residents? I mean, I hate to bring that
up, but is therémsome waY --

DR} BLANCO: Well, I'm sure they'réygbing to be
eager to sell their devices to these people.

DR. BROWN: Right, right.

kDR. BLANCO: So I think they'll probably be
interested in training them. You still have to train the
folks somehow. . . ..

DR. O'SULLIVAN: . But they'll eventUally get

trained throush residency training programs.

DR. BROWN: Right.
that, and this is another way that it can be done because
if these devices are something that the company can buy,

there are devices that could be bought by residency

training programs not just for this either. I think that's

important, and as we get more and more into credentialing

know, we're going to have to become a little bit innovative =

in how we do this kind of credentialing.
DR.?BROWN; " So I guess my question specifically

is once Conceptus, say, has,credentialed me, will I then be
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1 allowed to teach my resident,,s«,how(, to do this so that when
2 they graduate from OB/GYN residency, they don't have to be
3 credentialed by Conceptus? I'm just wondering mechanically
4 is that how this works.

5 DR. BLANCO: It's up to us.

6 DR. BROWN: I know.

7 DR. BLANCO: I‘mean;‘not to have it happen but

8 to make the,recqmmendation_thatMwe{d,l%&e to see.

9 DR. BROWN: I would make the_recommendation for
1O that, that you allow, you know, somebody who knows how to
11 do it to then teach it themselves as opposed to hav1ng to
12 ,be a company spe01f1ed person to teach 35 OOO people
'iﬁ‘ | DR, BLANCO “But I thlnk at the beglnnlng, yon
14 want the company to do that and then 1n educational
15 systems, you may want to open 1t up a 11tt1e blt more.

16 Anybody have any major objectlon to that7

17 (No response.)

18 DR. BLANCO: All right. Good. We're a little
19 early, but-rather than go to the ne#t qnestion,’why don't
20 we just -- I'm sSorry?

21 MS. LUCRNER: If we notice the label, we did
22 not really discuss labeling.

23 DR. BLANCO: Well, we've done a lot of

24 discussion on labeling. Bring it up. |
:25H ‘MS{,LUCKNER: No, I'm just saying as I look at
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the question, we did a very nice job on the second part,
training. | |

DR. BLANCO: Okay.

MS. LUCKNER: So I'm not sure, and I'm not sure

when we will be discussing that explicitly under the
heading of labeling.

DR. BLANCO: Let's do it right now. What kinds

of labeling are you concerned about that you'd like to look

at?

MS. LUCKNER: I think we got two. One is that

is going to be consumer—driven and one that is available

for phy31c1ans SO that they in the gu1dance and counsellng

'to what patlents are good candldates for thlS procedure and

which ones are not.

The other thlng that I don t see anything about
is’thé:post—long—term follow—up requlremehts fqr this
procedure. Not being a clinician or a gynecologist, I

don't know whetherhthatfsﬂé,$t§n§§§§mkéﬁgm9§@§mEbi?gﬁtbut 1

know we do long-term follow-up on birth,cqhttql pills and

we do certain things about that and that often is in the
warnings and instruction pamphlet that we received. So
should there not be something about long-term management of

this device? This is a device.

DR. BLANCO: Let's get it clear, because I was

going to say, well, the next question has to do with that
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but it really doesn't, not what you just said, not

management. It has to do with following for longer years

to find what the success rate of the device is over a long

period of time. So what you're saying is labeling for
management of theseipatientsvafter they've had’the;device_
in place. Okay.

MS. LUCKNER: Exactly.

‘DR}”BLAﬁéo}MVOkay}”SThingé“iiké‘Geiry‘brought
up about the inability‘to use electrocautery inside the
uterus.

MS. LUCKNER: Right. Given the mobile
populgtion that‘wgwhavg,‘the burden gées dn‘thé pétient to

- has this

levice in her and what she
to communicate with her next provider. I mean, HMOs come

and go like alphabet‘SOup,v So when the patient's going to

have to change their provider based on what their insurance .

coverage is, I want more emphasis that the patient

understands her%;esponsibility in communicating this to the

, nextwsep;gﬁnpeople who take care of her;k

DR. BLANCO: Now, we know that there's an MRI

compatibility and that's not a problem. That data was
looked at. Electrocautery is a problem. I think this was
what you brought up about metaluallgggy or metal

sensitivity. What are some of the other things that we

~would like to see the patient cautioned about and make sure
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that they're aware of it for,thei;wfuture;health_care?
What are some other things that we can ‘think of? |

DR. ROY: Well, Dr. Noller p01nted out that one
in eight won't be able’to haveythe'device placed. They

should at least be aware that it mlght take a 11ttle more

effort to try to reduce that number or else not use it at

all.

DR. BLANCO: Okay. Anythingyelse_that,wemcan
come up with?

DR. NOLLER: In the IUD package inserts,

there?s~a_couple of pages about, you know, if you miss your

perlod and stuff make sure you get a pregnancy test

| because you mlght have an eCtOplC ! Should that be 1nserted&”

in here? Personally, I'm not sure whether it should or

not, but it”isnit%andmthatHWQEé@whgrﬁy

thing we could
think about.

DR. BLANCO Well I thlnk until we have more
years of data, you know, at 1east theoretlcally, you could
argue that withdutﬂthe yvears of data, you don't know if

this will have a lower rate o

ectopic pregnancy when it

does fail and eventually there will be the zero will turn

to one at some point if enough of these -- well, maybe not,

maybe not, maybe never will be, but potentially could be.

So yes, I think that that would be another issue that the .

rned about
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DR. O'SULLIVAN: I think the patients are being

given like a little wallet-sized card typically of what a

cardiac pacemaker is getting, and on that card should also
be listed these factors and people with pacemakers are
usually pretty good abQQt_bripging up ;heir little card and

actually patients given the right information, if you gave

patients cards with all of their clinical information on it

and they could carry these around, they would be the first
ones to present them to the‘physician‘who‘probably will say
no, I don't need that. |

(Laughter.)

DR. OTSULLIVAN? I_havequg_qthgycquéstion-,

DR, BLANCO: All right. wWell, let's make it

general then. We included some but let's not exclude other .

possibilities. They can get together and figure out where
there are some other things that the patient needs to know
about for their next 40 years or 60 years of their life or |

whatever. So we'll leave it broad. =

All right. Go ahead, Dr. O'Sullivan.
DR. O'SULLIVAN: Now, my one question, don't

everybody laugh,@whatﬂhappéns when you go through the

airport? Did you guys think about that?,‘Willwph;SMEHﬁaﬂwk,ﬁﬂ_mu

those machines off? How is she going to get away with that
one? She's going to need the,card.vk

MS. DOMECUS: We've had no reports of airport
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1 security issues.

2 (Laughter.)k

3 DR. O'SULLIVAN: The problem is, you may not

4 know.

5 DR. BLANCO: That was Ms. Domecus. Okay. All

6 right. Have we addréssédwthéﬁwiﬁﬁﬁﬁwﬁﬁgﬂﬁM”wwmwmw_wmhmmwww_w&“wwh

7 DR. O'SULLIVAN: Yes. Thank you.

8 DR. BLANCO: Thank you.
9 All right. Why don'tqwe go ahead? It's 3:25.
10 Let's take a break, a 15-minute break. So we will

11 reconvene at 3:40. We will look at the hysteroscopic model

12 and do the last question, and then we'll do the voting.
13 (Recess.) |

14 DR. BLANCO: Let's go ahead and get started.

15 We're going to go ahead and begin the last part
16 with a 1itt1e bitMQf presentation about‘phgbhysteroscopic

17 model that will be used for tralnlng w1th thlS dev1ce and

18 then finish the question and then do the next questlon
19 Ms. Domecus?
20 MS. DOMECUS: We have two of the simulator kits

21 right here toTshowwthe‘external,and:inte;n%l,anatomies and

22 we have different versions of the
23 They're in separate pouches. We have,twgmgﬁﬁtpgggﬁhwW§j%;m_“‘_

24 start them at both ends of the table and pass them around

25  so you can touch these things, and then at the same time,
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we'll be having two pEOplekfromyour Professionalaﬂducé?iQ%J
Department walk you through Visually the placement in the
simulator. .. . |

Let‘me introduoehthoeefpeople‘to yon‘nOw;
First is Sandy Mayer, Who's the_directoxﬂoﬁwprofessional
education at:CQQoeptus;’and Don Gurskis, who's one of the
managers in the Professional Education Department. Don
will actually operate the simulator for you and‘Sandy will
wa1k~you through the ptoqedure,M:

DR. BLANCO: Thank you.

MS. MAYER:“ Thank you for the opportunlty to

show this 81mulatlon to you ‘As the models are g01ng

around you w111 see. that they are made up of both 1nternal_

and external components and if you take the pink plastic
out of the wrapper, you're able to open;it’andwseeﬂthat you
can’put in different uterine linings to give the physioian
the,opportunity to practice on different types of anatomy

that they will encounter in their patients, from simple

tubes to lateral tubes to tortuous tubes to blocked tubes,

and the physician will have the experience of doing that
during the total training period.

So while you're doing that, I'm going to direct

your attention to Don at the monitor and the public can.

look at the hysteroscopic view on the screen but the panel,

~you can actually see what is going on if you look at the
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ccreen. So Dom is going to start the demonstration using
the exact instrumentation that a physician would use in the
procedure, in the like procedure with patlents

| The procedure beglns w1th the 1ntroductlon of o
the hysteroscope with fluid so that you have distention of
the uterus which ishthewsemedee yoﬁ would have with the

distention during the procedure. The first thing that Don

does is that hekloOks for the Visible OSt' m,'identifies‘my o

both the ostlum _ When he determlnes Wthh ostium is the

most difficult, he will determlne that that is. the one thatwh ,

he will do first and put that ostium in the center of his =

field of vision for visualization throughout the whole = ,

At that time, he will put the split introducer
into the working channel of;thewhysteroscope, maintaining
distention, and when‘ithis in, he will pull»the,stylus out
and insert the:qathetér_%@EQ;thgﬁplitfiﬁt?odﬁ¢¢¥fiﬁw?h?»n
working channel of the hysteroscope. You will see that he

continues to_ feed it down the working channel of the

nysteroscope and when it is halfway in, he pulls out the

split introducer, continues to feed the catheter down the

working channel malntalnlng v1suallzatlon, untll the

device is in the’ uterlne cav1ty, at Wthh tlme, he guldes
it into the fal;opian tube, 1nsert1ng it slowly until the

black positioning bump is at the entrance to the ostium.
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At that point, the physician will stabilize the handle of = = =

the device against the handle of the hysteroscope, and once

he has determined that the black bump is at the ostium, he

will then retract the delivery catheter one click every

second until it is retracted exposing the device.

Once he hits a hard stop, you see in the

picture the release catheter and the notch which give you

two points of visualization for device location. When the

physician is pleased With thekplacement, he then presses a

button that releases the release catheter and the deViceﬁ I

deployment when he pulls back on the device catheter with

the thumb wheel, and you see deVice deployment The outer
édiis_thénpékpahd. The phys101an waits lO seconds,‘counts
to‘lO, to allow full;expansiOn‘cfvthe,outerwcoil,ﬂ_Ohceuthe:
outer coil is fully expanded, you’begin rotating the handle

counterclockwise 10 full turns to disengage the delivery

catheter from the device. Once the disengagement has

happened, you gehtly pull'the délivery catheter out of the
uterine cavity.
At this point, the physician will use the

hysteroscope to go in and viewkthe,number:Qﬁngl%ﬁwgﬁﬁiliﬁg

into the uterus with ideal placement three to eight coils,
and in thiswcase,Vwe_have,cne;_two,‘three, four, five, six,

seven coils. We have seven coils exposed in the uterine

lining. At this}poiht in the training, the doctor then
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would turn and do the second tube and throughout the
training course, they would be able to use the various
anatomies that‘you see here, so they get practice in all

types of anatomies that they will find‘with 1iVe patients,

andragain Don is doing this with the exact instruments that

the doctor w1ll use in the procedure to get them phySically

comfortable With everything that is g01ng on in the

procedure, and we feel that this simulation is the

surrogate for the“procedure in,the perihysterectomy
population.

I'll be glad to answer any,guestions,' This

concludes this part of the demonstration

DR BLANCO Thank you very much TS
Any questions? Yes? Go‘ahead.

DR. SEIFER: Could you just review for us what
zero -- is that a 0-, 12~ or 30 degree scope?

MR. GURSKIS: This is“a 25—degree scope.

DR. SEIFER: 1Is thatpwhat\youfre recommendingi
that we place it in with?

MR. GURSKIS: This can be done up with a
variety of different angle scopes. The minimum,requirement
is that it's a five-frame scope so for the working channel,
the scopes of the device can pass through. There's no
requirement on an angle of the hysteroscope.

DR. SEIFER: This model is extremely clean in
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the sense that it's smooth and flat, ahd’is there any
recommendation for preparing the uteri with any kind of
pharmacologic medicationior‘iswthat,unnecessary because of
when they're going to be inserted?

DR. BLANCO: Please identify yourself.

DR. COOPER: Dr. Jay Cooper.

The recommendation is that the procedure be
done whenever possible during thereafly proliferative phese
of the cycle when thewendemetriumkis likely to be thin and
not having a situation where you would have a lot of
intrauterine debris.

I have personal experlence performlng the
pteeedﬁfe et any tlme in a woman's cycle, but there S no
doubt that the hysteroscopist routinely find that the early
proliferative phase of the cycle is the ideal time'te do
this procedure.

DR. BLANCO: Go ahead.

DR. BROWN: And so for each tube, you have this
whole device for each?

DR. COOPER: Yes.

DR. BROWN: Okay. So one pfecedure‘would4take
two of these hOles?”‘ |

DR. COOPER: It's a single-use disposable.

‘DR. SHIRK: Hey, Jay?

DR. COOPER: Yes?
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DR. SHIRK: Is there different lengths of
these? Because like dbviously some of thé'flexible
hysteroscopesfare”a'lot longer £han,thekrigid
hysteroscopes.

DR. COOPER: At the present time, there's only
one length and that length will aCCbmmodate to virtually
any rigid hysteroscope on the market. At the present time,
the,recommendation‘is fhat a rigithYStér6SCobémis to be

used, and to be perfectly frank with you, that's I think

‘because the great majority of hYéterdécopywis done with

rigid hysteroscopy. The time may'come that we'll find that
a flexible hysteroscope might in;faét'bé”a bétt§r tool for
placement, but at ﬁhe/présent time;krigid hyéteroéédpy'is”
the standard, sd‘to speak. |

DR;‘SHIRK:‘ Yes. Well, I mean, with a
flexible, you obviously get a zero degree situation and
it's coming straight off of’your end.

DR. COOPER: You're preaching to the choir.
You’know that.

DR. BLANCO: This’is a‘lit;le'more‘subtlety
probably than what our recommendation's going to be.

Any other questions? Anything on the procedure
or the model?

(No response.)

~ DR. BLANCO: All right. Thank you very much.
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I appreciate that the company did that‘and'many'tﬁanks to
the individual who put it in who I'm sure was perspiring.

(Laughterf) ; o

DR. BLANCO: All right. Let's go ahead and
move on. | . B |

Were there any other'questiOns? Any other
comments on labeling and training, Question Number 7? Go
ahead, Gerry.w

DR. SHIRK:‘ I had one, I guess. We'Ve talked
about the question of in vitro'fertiliZatiOn‘afterkthis.

Do we want to put anything in the labeling about pregnancy

after this and the‘fact that we don t know anythlng about

thlS, and hOWWShould}we approach these patlents as far as
in v1trQ fertlllzatlon? I mean, T thlnk it's a‘blg ’
gquestion becauee i don't’think_we haVe aﬁy way of answering
it, but I don't know. You obviously don't want to do a
study to answer the question. It's just a question I've
got. How’de we apbroach thia,thing? Because, you know, I
really don't know if we should put some special labeling in
there that if you get pregnantfwith this device in, that
you may have severe complications of pregnancy.

| DR. BLANCO: Well, but we den't really know
that. o

DR. SHIRK: We don't know that.

' DR. BLANCO: I think that --
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~DR. SHIRK: We don't know that it doesn't.

DR. BLANCO: I said may. You‘know, a lot of
what we're d01ng really has been for answerlng the questlon
that has a lot to do w1th labellng, and I thlnk the nice
thing about belngfon“the‘commlttee;;skthat we_can put forth

to the FDA and the company the 1dea that they somehow need

to address this 1ssue,,espec1ally when we talk about the N

younger folks that may be in their late twenties that, you
know, may have this procedure, or mid-twenties, that there
needs to be some issue addressed to the fact about regret

and about any other pregnancy in the future and that little

1nformatlon 1s known about what S g01ng to happen

I mean, we don t know You know, the reallty
is what's left in there is prettyksmall. ,Wefve had_a_fair
number of pregnancies with IUDs, and oftentimes they don't
create that much problems once the string's out and away ;
from the cervix, which is not a problem here.

So I think we can just make the recommendation
that that issue needs to be addressed in labeling, Is that
all right with everybody? Let them work it out.

DR. SHIRK: I guess the que’stion is, an IUD
obviously is an accident. I mean, you don't get pregnant
with an IUD in place on purpose. Okay? But this would be
on purpose with an IUD in place.

- DR. SHARTS-HOPKO: You mean the in vitro part?
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DR. SHIRK: Yes, IVF. I mean, the only way
you're going to get pregnantkis if this,thing remains zZero
as far as number dﬁ”féilures‘is'basically‘a'delibé}ate rod
around the obstruction. So to mé,,it'S'differentubetween
-~ T mean, basidaliy‘é'pregnanCY'with‘ah IUD in it is an
accepted risk“of“haviﬂg‘thé IUD ih;‘wheh YOQ’re’
deliberately doing this to go aroundvthe obstruction.

DR. BLANCO: ©No, but that just also brings up
the issue that ideally, with appropriate cQunseling, we
know it's going to happen. You{know, it shouldn't happen.

All right. Anything else? Nancy, did you want

to say something?

DR.,SHARTS;HQPKO:‘ Well, no. That was my
point, that you don't want anything in the labeling that
gets women to think that this is not a permanent
contraceptive strategy.

DR. SHIRK: i’understand,‘but I mean, T think
that makes it pérmanentQ, ﬁ o “ |

DR. SHARTS-HOPKO: Yes.

DR. SHIRK: I mean, that means that even if you

decide to change your mind down ﬁhe‘liqe,”that,we don't

recommend that you do IVF, and that also comes across the
people doing IVF. If you do IVF and you get a complication

of pregnancy, then you're at risk legally for that

complication.
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DR. BLANCO: Now, somehow I think the company S
probably going to have a b1g 1nterest in how they word that
one. So I think we canfprobably 1eaveiit at just that
something needs to be addressed about that. How's that?
Allyrightr Let's move on to the next question.

Post-Approval Studies. Number 8. "An important finding

from the longitudinal CREST Study was that the risk;of

sterilization failure pers1sts for years after the
procedure and varies by method of tubal occlusion and
patient age.

"At present, only:one— ahd‘two—year

contraceptlve efflcacy data are avallable for the Essure‘

System - Conceptus does plan to follow all Phase II and
pivotal study subjects‘out to flve years post-device
placement,
| "Is five years an adequate time frame for

postmarketing follow-up for‘this device? Does the panel
have recommendations about how to minimiZedloss to follow-
up? Are OtherfelementS[of a poSt;approvai‘study needed?"

Who would llke to tackle that one, first of
all? Not overwhelmlng

DR. SHARTSeHO‘PKO' I'11 comment.

I think five years is a reasonable expectatlon

for the company. There was somethlng that caught my eye

dand I forget whlch of these flve volumes 1t was 1n, but you
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all anticipated gettlng maybe a prlvate 1nvest1gator to
track down your drop outs, and I thought that was a little
zealous.

(Laughter.)

DR. BLANCO: All right. Dr; Brown?

DR. LARNTZ: I don't. "

(Laughter;) |

DR. BROWN I would actually take the opposite
tack and say that based on the data that we now have about
the CREST Study, that if they're going to be doing the
follow-up for five vyears, I:would like to see it done for
longer o that you'd be able to more definitively say you
don;tksee this’aeeeleratioh that'seemS'to Start with all
the other methods at five years and go up, so maybe extend
it to seven years. | o

DR. BLANCO: On that remark, I'd like to ask
Dr. Costello to come up and do two things. One is we've
mentioned this acceleration issue several times, and I'd
like to comment on that because I think what she's g01ng to
tell us is that there is no acceleratlon 1ssue, Number 1
and then Number 2, why don't you, whlle you're up there,
please address the issue of were there any strategles that
were used in the CREST Study that helped in the ‘maintaining

follow-up of these patients that you could suggest that

»mlght be thlngs that the company could do?
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Thank you, Dr. Costeiio.

MS. COSTELLO: Okay You're welcome.

Flrst I d llke to have you look again at Slide
6 and what you see is cumulative probabilities of pregnancy
following sterilization. At Yearkl,,that cumulative
ﬁrobability ié a certain height but at’year 2 that impedes
the probability at year 1, year 2. So it's throughout the
years. So it's not that it's acéelerating. ItFS that that
probability is going to increase with each year because it
includes the years befbféhand; |

'So the use of the term "accelerating" is
actually really maklng me qulte uncomfortable because/ |
that s not really what we found \ Actually,/when we look to
the ectopic pregnancy'analysis,‘the annual rate of
pregnancies in the fourth through 10th years was actually
at the same as the annual rate of pregnancies in the first
three years. So their actual annual rate of pregnancies is
not actually accelerating.

DR.‘BLANCO: So what you're saying,’for
somebody simplé’like me, what you?re"saying’is’that the
rate is 1 percent’yeaf‘l, it;s’l perceut yéar 2, 1 percent
vear 3, 1 percent year 4, 1 percent year 5, but now you‘ré
at 5 percent? ‘

MS. COSTELLO: Exactly.

DR. BLANCO: Because you've got each year
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cumulative, right?

MSf COSTELLO: Exactly.

DR. BLANCQ:’ So‘iﬁ's1no£ acceierating, it's
additive? |

MS. COSTELLO: Exactly.

DR. BLANCO: Thank you.

DR. SEIFER: And just to’clarify that, on Slide
6, when the slope increases, all that means is --

MS. COSTELLO: That means that by year 10, then
the probability of having a pregnancy by year 10 includes

the probability Qf'having pregnancy at 1 through years 9 up

until Yearsloj

DR;‘BLANCOE"WéreCthere'any,méthod for Which

you saw an increasing percentage of pregnancies subsequent

vears beyond the first 1, 2, 3, 4, or 5 years? Do you

understand my question?

MS. COSTELLO;‘ Wéii, if you ldok at the gféph,
it looks like possibly bipolar is the only one that seems
to be increasing at a greater rate, but I would say that if
you looked at that with the confidence intervals, it |
wouldn't appear s0.

DR. LARNTZ: If I might just make a comment.
The,Way I look at this to see if‘it's accelerating is I put
a pencil or something at zerdk;erQ and thep $eeMif it

deviates from a straight line, if it's going up from that.
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Most of them don't. Actually, most of them actually curVe
off a bit, so they're actually, if anythlng, deceleratlng
But it's an approx1mate way to do that. Just take your"
pencil at zero zero and see, and I think'with the noise,
I'm sure there isn't an acceleration.

DR. BLANCO: Thank you.

MS. COSTELLO: Yes, exactlYf With the noise,
it may seem like bipolar is the one that‘might be the one
that has the ratejthat‘continues the same rate each‘year,“
whereas the others may possibly seem to flatten off.

Your question about follow -up. The CREST Study’
fllled out for each patlent they fllled out a patlent
locator form at sterlllzatlon and then at annual follow up;
the CDC 1nvestlgators sent a llSt of patients to the study
site who were due for their annual telephone follow-up
interview. So then, the nurses who have been trained at
each study site attempted to call each patient about their
annual interview and they‘ve tried three times at different
times of the day, and if they didn't respond, then they
were still tried for the next follow-up interview.

DR. BLANCO: Okay. Any questions? VYes, Dr.
Noller? .

DR. NOLLER: I have another comment

MS . COSTELLO Anythlng spec1f;c? )

_(NO‘reSponee,)
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. DR;kBLANCO: ‘Ali righﬁ; HThankwyou'ﬁéry much.

‘DR.‘NOLLER: 'As far as the follow-up, there are
a number of'bbbké”ahawéfti¢lés”Ehéfwﬁéﬁémﬁééﬁ'Wfifféﬁwéﬁaﬁf‘
increasing follow-up, ‘and I think probably the best thing
is justito talk to people,that,have;done it. The CREST
Study. We have a study that started in 1974 and we still
have about 84 percent of the women, several thouSand womern ,
in it. You know, there are_ways‘you do this, and it's well
written up. In’the United States right now, it's hard to
lose anybody if you really, really try and you don't have
to use detectives. |

- DR. BLANCO: Any comments? Dr. Brown, I'd like
to‘ésk ydu éiﬁéeVYOu bfoﬁghﬁ itkup; but if‘sbunds, if‘the
rate had pretty much stayed the same in most'of these other
methodologies, it“sdundsbiiké fije yearéHmay be’éUfficiéntk
to really figure out whether it's changes or it's the same.

DR. LARNTZ: Well, cértainly, if there's any
kind of increase, we'll probably see it in five years.

DR. BLANCO: All right. So, the question is is
five Years'adeqﬁéfe? Souhds‘like:éverybodf‘thinks‘it is,'
and then Dr. Noller mentioned there are ways of minimizing
loss to follow-up that would be recommended. 'So the last
one here is are there any other elements that need to be
mentioned or included in a post-approval study?

.. .David?
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DR. SEIFER: I just wanted to beg the last
guestion.

DR. BLANCO: Go backtrack.

DR. SEIFER: If invfiVe years; the failure rate

looks greater than anyone expected, could then there be

some kind of contingency plan to follow that for another X

amount of time?

DR. BLANCO: We could recommend it, yes.

DR. SEIFER: So depending on the performanoe of
the:product. o | | |

DR. BLANCOEV Yes; sir?

‘DR.dLARNTZ} Are we saylng 1f the product s“'
feeiiy good;wwewwant tokpenallze them to have them follow
more?

DR. ROY: No, T think he meant if it was worse.

DR. LARNTZ: 'No, I thought he sald 1f it was --
do I understand it? I m asking if T understood that right.
If it's really low, it's doing really well?

DR. SEIFER: ©No, no, no. If the people are
getting pregnant using this product.

DR. LARNTZ: Oh, if they are?

DR. SEIFER: Yes. |

DR. LARNTZ: ‘Then7YOu know there's a problem at
five vears.

DR, SEIFER: But then what do you do?
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DR. LARNTZ: That's the information you'll
have and that can be brought‘baék, The;FDA‘willyhave that
information. They can give a report, do whatever they need
to do with that information. Maybe they should tell me
what they do, but what I would do is once you have that
information, then yoﬁ have to take action on that available
information‘and decide based on if ﬁhekfétes are poor, then
obviously someone needs to write a paper about it and it
needs to be publicized, that kind of thing. I don't think
you'd want to necessarily follow;them more'based on that.

I think you've probably got the information you need.

So I did misunderstand you. I'm sorry. |

DR.kROY: Thé private invéstigatoréVW6ﬁ1d’find
each of us, bring us back here, and ask us why we approved
this. |

(Laughter.)

DR. BLANCO: Okay. I think we better get to
voting pretty soon here.

Dr. Noller?

DR. NOLLER: Other elementskof post-approval
study needed. it would certainly be nice to know in actual
practice what thekfailﬁré‘to“insertkboth devices at the
first sitting would be. I don't know if that should be
studied, you know, later as a retrospéctive study or if it

should be part of the company's responsibility.
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DR. BLANCO: I'm sorry. Let me interrupt you.

' The way it's written now and the Way'I think their proposal

for the post- approval study is, they re g01ng to follow the
folks who already have it 1nserted So what you re |
suggesting is that they‘need to gather further data on some
of the -- I mean, I'm just clarifying I don't disagree
with it, but that they need to gather further data on the
fallure rates, espec1ally maybe when it opens up to not SO
famous or whatever‘hysteroscopists. Is that what you're
suggesting? | h o | |

DR. NOLLER: I guess since the failure rate is

so high, 12 peroent‘ say, 8 percent among experts you

’know, if it's 20 or 25 or 30 who knows what 1t 1s but

let's just say it's 30 percent, T think we'd probably all
agree it's probably not something that everybody shouid
use. I doubt it will be, but I wonder if there shouldn't
be some sort of surveillance of that.

DR. BLANCO: T think that's a good
recommendation. T think it might even help them if the
failure rate stays low in terms’ofytheirklabeling and what
it says. | "k | ‘

MS. MOONEY: That may already be addressed, Dr.
Blanco, in terms of the complalnt reporting that --

DR. NOLLER: Think so?

~MS. MOONEY: Well, I think that in thai case,
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the physician would probably be looking to have that device
replaced or some sort of credit. So in my experience,
those particular complaints, you do get pretty good
reporting back from the sponsor.

DR. BLANCO: Well, I hate to put too much onus
on the company,‘but Ijthinkpthat this is probably a big
enough issue, that one is, that they need to look at that.
I mean, maybe they don't need to look at it forever, you
know. Some reasonable number to get a better gauge and
also, llke I say, it could 1mprove and they may want to
change their labeling or whatever.

So I thlnk they need to not just rely on

”complalnt reportlng because a lot of docs will ]ust say oh

I don't want to use it, and they’ll not use it any more,
and you may never get those reports I think they need to
make some effort to flgure out with broader use what the
failure rate is at 1n1t1a1 1nsertlon, but I could be
conv1nced otherw1se if somebody dlsagrees

Dr. Brown?

DR. BROWN: Just one other thing that they
might want to consider. I donft know if it would be
necessarlly a study but to keep some type of reglstry of
users in terms of some of these other factors that were

p01nted out may be prognostlc in terms of fallure rate,

_sugh_as age and ethn;c;ty. You have‘that‘breakd0wn} but,as
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it comes into use in'the'general popuiatidn, siﬁce We’know |
that black women are basically, I guess, four times more
likely, three times more likelyﬂtd'haVé failure with these
other methods, it would be good if you coUld collect that
data as it's happening so that it could be available.

| DR. BLANCO: Any Other”suggéStioﬁS"for'things‘
that they should look at?

(No response.)

DR. BLANCO: Well, that ends the questlons If
any of the panel members have anythlng else they want to
bring up at this point with great urgency?

(NO reSponse ) | i | . L o

'DR. BLANCO: No? Then we go to'the Final
comments and what we do here is we open it up agaln to the
audience and the’FDA, then the sponsor, to make some final
comments. This is not an intéraéﬁive sessionnorvtimé for
questions and answers, basically just a small amount of
time to make a final statement. | |

Dr. Costello, are you comfortable with the
statements that you've made? |

MS. COSTELLO: Sure.

DR. BLANCO:'VYdd“fé;okay?”’DdfyouWWaﬁt‘tb make
some other comments? Yes?

MS. COSTELLO: No, everything I said is fine.

,_DR,'BLANCO:;VOkay. ,Drf"COStello is happy"with
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her comments. So we'll go ahead andkgo with the next one.

The next one that I have that has registered to
speak before us is Dr. Amy‘Pollaok ‘president'okangender
Health. Please remember to introduce yourself and any
conflict of 1nterest

kDR;fPOLLACK:‘ Hit Maname is Amy Pollack. I
don't have any conflict of interest here, and I'm speaking
to you as an obstetrician-gynecologist. I have a |
specialization in‘public health, and I'm the President of
Engender Health and Engender Health is a not-for-profit
organization working in the U.S. for the last 60 years and

1nternatlona11y for the last 30 1n the fleld of famlly

”plannlng and reproductlve health We are most w1de1y known

for our experience and work with female and male

sterilization'in,serVice'deiivery which is why I'm talking
to you. |

| Bilateral tubal Steri1izati¢n“aS“prcbiaéd‘today
in the U.S, is considered,bothMSafe:and highly effective.
We all know this from years of'clinical experience'using‘
different methods to access the_tubes and then different
methods to occlnde theﬁ.  Approximately half of the 7005000
female sterilizations performedtannnally infthis'country
are provided as interval laparoscopic procedures. Those

estimated 350,oooﬂwomehichaose”for‘a'variéty of reasons to

. undergo a procedure that carries with it an estimated risk
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that the procedure will lead to unintended ademinai
surgery of almost 1 percent. That risk is not
statistically related to the method ofttﬁbai”dééiuSibn.

You probably heard about that this morning, but it is
related’to the necessity to enter the abdomen and to access
the peritoneal cavity. This transgression alone represents
the invasive hature of the currehtly available permanent
sterilization methods. | - |

In addition, female sterilization using both
laparoscopic and miniiap procedures‘areimostwoften provided
using local anesthesia in many other countries around the

world They are almost exclu51vely performed in the U S

USIHQ Short actlng general anesthe51a N Data from the CREST”"“"

Study cites the use of general anesthesia as a predictor of

complications in women undergoing interval tubal

sterilization.

Although there are many reasons to argue boldly
for the development of and access,toﬁtransceryical methods
of sterilization, I WOﬁld“iikefto"emphasize‘the two
attendant risks described briefly above. Despite these
risks hundreds of thousands of U S. Twomen each year choose
permanent sterlllzatlon Many 0f those women mlght choose
highly-effective temporary methods, such as hormonal

implants or IUDs, if they were more readily available. But

many of these women recognize the side effects of all of
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the temporary methodSlaSqSignifieant and as a disadvantage
over permanent sterilization.

| The recogniiable risks ef surgical
sterilization“and the side effects of the available
temporary methods mandate the need for a transcervical
option. After all,’researeh“to develop a safe and
effective trauSCervical sterilization method has been
ongoing for over 30 years. If we(haVe\now ande understand
that there remain“a few ifs here, a transcervical method
that is well tested and 1s highly effective and safe to

provide, one that can be prov1ded w1thout trespass1ng in

the peritoneal cavity and that does not require general

anesthesia,'wbmenkin the U;S,‘shouldkhaVeiacCess to that

method. | &
In addition to that, I would like to urge the

developers of Essure to be rigorous in their pOStmarketing

surveillance glven some of the questlons belng explored

‘here today, and to pursue s1mpler methods of placement of

the device with the intent to market this device more
widely on'a“gloﬁai“scaié,iﬁ'places‘Whéfé‘péfménéht””"’“"
contraception is desperately needed by millions of women
living in very low resource settiﬁgs{

Thank you.

DR. BLANCO: Thank you.

_The next speaker that T have that requested
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time is Amy Allina, program director),National Women's
Health Network. |

MS. ALLINA: Hi. Thank you.

I am Amy Allina, and I'm the program director

of the National Women's Health_Network,,which is a non-

~profit organization that advocates for national policies

that protect and promote women*s health and‘also provides
evidence-based independent informationito empower women in
health care decisionmaking. We don't accept“any financial
support from pharmaceutical or medical device companies,

and we're supported by a national membership of about 8,000

N ind1v1duals around the country and 300 organizations >So“I'

'have no financ1a1 conflict of 1nterest

We've reviewed the information provided to the
FDA regarding the Essure deVice and are here today to
provide some comments on the questions before the
committee, particularly as they relate to women's need for
and ability to USe'this'method’ofkSteriliZatiOn safely,
effectively, and with long—term satiSfaCtion, and I'm very
happy that the committee's already addressed a number of
the p01nts that are 1n my comments I think your
discussion's been really interesting and very good today.
So thank you for that |

;Conceptus has provided a lot of detail about

‘woméh?S”neéd”fér“ah‘eibanaéd‘a§£ay“6f”éontra¢eptive choices




10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

25

S
and Dr. Pollack also spoke'aboutwit. I won't repeat their

arguments, except to say that the network agrees that

existing options aren t adequate to meet women ' s

reproductive health needs and that expandlng the number of
safe and effective contraceptive methods available would be

a 51gn1f1cant advance for women s health helplng to reduce

‘ unlntended pregnancy ‘and 1ncrease women's control over

child-bearing and as a consequence other aspects of their
health status as well.

That said, this is a new device and as you've
discussed, there is not a lot of data available on its use.
It s been tested in a few women and not for very long We
recognlze the dlfflculty in d01ng cllnlcal trlals in thls
area and we have supported contraceptive approvals based on
trials of this size and length and the focus;of,our'
comments today is on what women need to know to make an
informed‘Choicerfor Essure and espeCially\onVthepquestionln
of how to convey to women the limits of’our knoWiedge'in
light of the small number of women who have used it and the
short time of the trial.

Thernetwork believes that the use of a written
consent procedure for long-acting or permanent methods of
contraception improves the likelihood that women and their
clinicians will engage in the full discussion,necessary‘to

achieve informed choice, and we've asked the FDA to mandate
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written consent‘for‘lOng—acting contraceptive‘methods in
the past. 1In this case, the method 1n question 1s an
alternative to a surgical procedure which requires written
consent and we urge the FDA tO‘mandate the use of a’written
consent procedure for Essure withithe’Consent language to
be approved by the agency‘and'include similar topics and
information to those proposed in the patient information
booklet.

Providing patient information booklets can also
be useful for helping women to understand the risks,

benefits and consequences of their contraceptive choices,

and we rev1ewed the proposed booklet the language andiwe

have a few additions and amendments to suggest; some of

which you've touched on, but we wanted to start by
complimenting Conceptus on including language about women's
right to be informed about other options and to change
their minds about using Essure at any time without being
required to provide explanation'orpreaspn. We were also
pleased to see the acknowledgement in the patient booklet
that Essure is a newer 'procedure and it hasn't been studied
in as‘many women“or”forpas,long as other contraceptive
options.

| Our first and primary concern, I think, as vyou

all have also focused a lot of your discuSSion is on hoW'

‘ to prov1de women w1th an accurate understanding of what sipﬂ
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known about the effectiveness of Essure. The statement
that's currently included in the brochure in the Key
Considerations Section, "1f the Essure procedure is
completed succeszully,kthe one-year effectiveness rate is
greater than 99.8 percent," fails to provide women with an
adequate basis for understanding the limits of what's known
and for comparing the device to other options where there
is longer-term data. ;

| Because of the small amount of data on Essure,
it's difficult to compare its effectiveness to other

methods that have been in use for many years, and we would

like to see language 1nc1uded which explains something
| along the lines of you know, while in a study of about 400

- women, no one got pregnant in the first vyear. The study

may have been too small to discover reliable effectiveness
rate and to give some information about how effectiveness
changes over time as seen, for example, in‘the CREST Study.

The patient information should also include a

statement as you all have mentioned about the fact that

some women who attempt to have Essure Inserts placed won't
be able tokuse this method of sterilization, it might
include a statement to the effect that in the trial, X
percent of women_who elected to use Essure underwent
attempted'placgment but were not able to’use the method, so

that women know that going in before they decide to go
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through any prooedure,,

In the Warning Sectlon of the Safety Summary,
Conceptus has proposed language concernlng the unknown
risks that may be associated with 1ntrauter1ne,therapies
that use electrical energy and also the possibility that
any intrauterine procedure could pose unknown risks and
could interfere with Essure's effectiveness in preventingh
pregnancy, and we think these warnings should be explained
in greater detail. The language should include information
about the conditions which might make these procedures

necessary, so that women have some understanding of what

they really are agreelng to and those lnclude

endometr1051s, flbr01ds, dysfunctlonal uterlne‘bleedlng,mxu“
and the patient booklet should inform women that these
conditions are:not uncommon in women in their,thirties and
forties. This is also something that might be studied
post-approval, What habpenskwheﬁ”those;proceduree“areydone'
in women using the device. B |

The Warnlng Sectlon also 1ncludes language

- about the possibility that"Eééuféfmaymﬁoéefffeﬁé”foff%omeh;hﬁ

who choose to undergo in vitro fertilization and you all
discussed this earlier. We do believe thatkthis has the
potential to be confusing regarding the reversibility of
the device, but we also‘agree that‘itfsysomething womern

need to know since some women will change their minds and
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we wanted to suggest that there might be language to the
effect, repeating what appears in other places in the
booklet about the‘reversibilityiin that section about iVF,
so that it would say something like the Essure procedure
should be considered‘irreverSible‘and'yOu'should only
choose it if you're sure you don' t want to have chlldren 1n‘
the future If you change your mind in future years, which
is not somethlng that s in the IVF sectlon right now, that
it doesn't say if you change your mind, but to say if you
change your mind in future years and’decide to attempt to

become pregnant using in vitro fertilization, you should

know that the effects of Essure on the success of IVF 1n

ach1ev1ng pregnancy, the effects on your health, the health
of your baby and the continuation of your pregnancy are all
unknown. | o |

" The onlyvother thing T wanted to mention was
just on the question of the HSG versus pelvic x-ray or some
other test. We recognizersome of the reasons the pelvic x-
ray might be preferable for women, for c11n1c1ans and also
for the sponsor but we don t have enough 1nformatlon about
whether or reliably confirm'the'pOSition of the device in
tubal occlusion, and until studles have shown that pelvic
b ray is a rellable measure 0f these questlons, we belleve

that an HSG should be requlred and also that‘the,patient

NiﬂfgxméFiQﬁ”bQleéﬁhShéﬁldfexpiain'thatythfs test is
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necessary to determine whether the Essure procedure has
been successful and that ‘the booklet needs to 1nc1ude a
descrlptlon of what 's 1nvolved in an HSG and what that
experience is like for women. I don't believe there's
anything like that in‘there_now since the sponsor wasn't
suggesting that the HSGkbe required.

So my conclusion isijust to say that in light
of the need for‘eXpanded COntraoeptiveMChoioe’ahd’the
desirability of making sterilization ahsaferachoice for
women, we support approval of the Essure device and we
belleve that if it's approprlately 1ncorporated into the
array of contraceptlve optlons that are offered to women
and\adequately studled post—approval, 1t has the potentlal
to advance women's health.

Thank vyou.

DR. BLANCO: Thank you very much for your
comments, and I apologize for mispronouncing your name.

MS. ALLINA: That's okay.

DR. BLANCO}V,I stillrapologize;

All right. The last person that we have on the
list,that would like to speakhbeforé’us'is"wayhe Shields,
president and CEO, Association of'Reproductive Health
Professionals. :

MR. SHIELDS: Hi, and thanks for the chance to

talk to you this afternoon. I really appreciate it.
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Again, the name is Wayne Shields, and I'm president and CEO
of the Asséciation of Rebrdective'Health‘PrOfeSsionals.

DR. BLANCO: 1I'm sorry. Before you start, make
sure that you sayksomething about(conflict of interest.

MR. SHIELDS: Yes, I'm about to do that.

DR. BLANCO: All right.

MR. SHIELDS: We receive support from our
individual members and we receive foundation grants. We
also receive support from reStricted educational granté

from companies, and we have in the past received that kind

of support from Conceptus. So I wanted to be sure you knew

that.

| I represent about 2,400 health caré'providérs‘
and those include not just physicians but nurse-
practitioners, nurse-midwives, and physician assistants,
all the advanced practice clinicians, some educators and
scientists, but they're all directly involved in the
practice of women's health and reproductive health. I also
represent a larger constituency of 15 to 20,000 primary
care physicians and advanced practice clinicians who
regularly participate in our educational programs that we
develop. Our members work in both the;public health sector
and in private,practice. So they're really basically in

all types of environments.
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ARHP's mission is education and we've been

educating health care providers and the public on

reproductive health issues since 1963. So it's almost onr
40th year. We work closely with other organizatiOns. My
friends and colleagues, Amy Allina and Amy Pollack, are in
the room. We've worked with their organizations and many
others. All of the acronyms that you can possibly imagine
in Washington,,D.C., we've worked with them at some point.
| The reason I'm here is that although ARHP has
addressed many reproduCtive health topics through our

accredited education programs over the years, much of our

focus has been on contraceptlon and I m sure you can )

1mag1ne why, partlcularly w1th health care prov1ders 1nk
need of this klnd of 1nformatlon ARHP places a very
strong empha51s on prov1der educatlon, prov1der tralnlng
and particularly on patient counseling. Those are what we
see to be the most important, I'm sure you do, too, the
most important ingredients of safe and effective
contraceptive‘healthﬁqére/nah@twé alséyview,communiqation
between the health care providers and the patients as key
and an essential part of better health care.

’Also because every woman's and man's needs are
unique, ARHP sUpports‘the availability of as many safe and
effective contraceptive OptionsaaS“possible, andmwe believek

this is critical for the good health care of women and men
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in the United States,‘and it's key topaphealthy functioﬁal
health care system here in the U.S.

Many women prefer, ef ceurSe; reversible
methods of birth control because they want the option of
having children at a later time, and it is a huge
counseling issue. It's an important one. Others have
preferences for things that are more "natural," but in the
U.S., there's just the option right now of one type of
sterilization option, and women who cheose‘sterilization do
choose tubal ligation, but I‘m here to say that we're very

pleased that women have”the'potential to have access to a

new, safe effectlve sterlllzatlon optlon in the U. S We

thlnk thlS is a very p051t1ve development and at our B
organization, we're particularly pleased at the care that
the manUfacturer, Conceptus, has taken to thoroughly study
this new method and I know we've talked about that today,
but‘also to carefully focus oh provider traiming and
education aboutwthe insertiomt You mitnessed“that earlier.
our impression is that‘they have‘done‘a very good job
thinking about this at length and’believe me, we've talked
to other organizations and companies who haven't had this
type of depth of thought, and 1t 'S deflnltely apprec1ated
by our members and by our board. | |

The other part that's important to us at ARHP

is that Conceptus seems to have recognized the critical
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importance of patient counseling in making decisions about
permanent sterilization, and of course, to Amy Allina's
statement about 1nc1ud1ng 1nformation about IVF in the
labeling. Women do change théir minds, and it's critical
that women do have information about what it is they're
about to decide in an adult conversation with their health
care provider,‘and‘to us, this is critical, and I'm sure it
is to you all as well.

I was very‘pleaeed and surprieed, as was our
board; to find that Conceptus had thought about this in
length and that their interest in patient counseling

ARHP. f S0 we! reivery pleased about that

‘and I 'm very conv1nced at this p01nt Wthh is I think a‘

good thing and it's not that common, about this company'’s
commitment to very thorough appropriate'training and also
to patient counseling and that's key, and I'm glad to see
that and I wanted to share that with you, and thank you for
allcwing’mekto comment. a

DR. éLANCO" Thank you very much

I thank all the audience for your
participation.

wa, is there‘anyone elsetin‘theyaudience who
hasn't signed in that‘wouldylike‘tc make a comment?

(No response.)

DR. BLANCO: Next is the FDA, a member of the
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FDA, for some'finalwcomments’atrthis‘pOint.’“Nowcomments
from the FDA at this point? |

MS. BROGDON: No. We have no comments.

DR. BLANCO: No comments. That's very
politically correct.

All'right‘ Then it‘s the company's opportunity
to come forth and make some comments at thlS p01nt

N MS DOMECUS Thank you for the opportunlty to
provide a few comments on the discussion that ensued since
our presentation. I just wanted to address a few points
mostly for clarification.

Flrst of course, I d llke to address the 1ssue
of x‘rayyln lleu of HSG | I wanted to prov1de a couple of
clarifications. Dr. Brown,'I'think you,had a question
about why our training programkdidnﬁt provide
interpretation'of x-rays to the radiologists, and I wanted
to clarify that our plan was to train the‘gynecologists who
perform the procedure‘in the appropriate interpretation of
x-rays and that we were not reCommending that the
radiologists do that interpretation.

Second, I just wanted to clarify that the x-ray

‘at three months was belng suggested as a. flrst step and

that 1f there were any suspicious flndlngs noted on x-ray,
that then those subset of patients would undergo an HSG.

If there was clearly unsatisfactory device location, those
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patients wouid not undergo an HSG;but'wculdybe told to use
alternative ccntraceptive methods. So some patients would
undergo an HSG if the“x:raY“showed sUspiCions findings.

I think I heard in the discussion today but I
just wanted to reiterate that all of the unsatisfactory
device locations that we found in the trials could be
detected on pelvic x-ray'alone; ‘It“seemed to me, though,
that -the discussion centered around the 4 percent patency
rate, and so I wanted to hlghllght a p01nt whlch I believe
the industry representative made that I think is of
critical importance, and I wanted tofjust read two
sentences here from the PMA just to address thlS p01nt

o | Bruce, et al "reported a patency rate of 16 7}
percent in a study of 54 tubal llgatlon patlents followed
for an average of 4.5 years and cited literature references
for a total of over 1,000 patientsrfollowed for three
months where the averaée patéﬁey*fate°waS”3;2”pér¢entt”\It
should be noted that the pregnancy rates in these studies

do not equal the patency rates noted. Therefore, it has

‘been reported'in'thekiiteratﬁre)'and'i'quOte, "Although

there may be failure of abSolute‘phySical occlusion of the
tubes, this cannot be directly equated with failure of
sterilization."

I would like to tie that comment to the

‘histology data thatdWaSipresented”earlier‘where Dr. Wright
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showed that not only was the tissue response occlusive in
nature but that also there was consistent‘loss of normal
tubal architectnre infall specimens'evaluated and I also
would:-1like to remind you of his comments about the amount
of tubal occlusion and damage that he's seen in our
histology specimens as cOmpared to that seen in specimens
from ectopic pregnancies.

I wanted to provide a couple of clarification
points on training I ]USt wanted to clarify that the
preceptoring for five cases 1s what we expect to be the

average; It's not a minimum, that we will not sign people

off until they have demonstrated competency "So I just

want to be clear we expect it to be an average of five
based on our plvotalkt;ial’data,rbut itfs not a”minimnmyof
five. | |

I also wanted tokclarify the COmments'abont
training and local versus general anesthes1a, and I'm
reading from our 1abeling We actually recommend that
local anesthesia be used. What we say is local anesthesia

is the preferred method for implantation of the Micro-

~Inserts. So we actually recommend that in the labeling.

I also think there's a lot of discussion around
the concern about how generalizable the placement success
rates were in the pivotal trial to the general population,

and I just wanted to femind‘the'panel about the data that
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we do have in that regard that we're not w1thout data to"‘
speak to that I presented a sllde earller this morning
that showed the ‘baseline, just an average of four
procedures per physicianrwith4our cemmercial training
program to date, that we're already havihg success rates
that are very close todthoSefin'the”inOtalﬁtrial. So we
do have data to speak to how generalizable this might be.
I'd also like to remind the panel of the figure
we presented earlier this morning, that when looking at
placement failures that were evaluated by HSG, that 83

percent of themwwere'foundjtedhaVe prdXimal“tubal I

occlus1on So placement fallure 1sn t just a factor of

phy51c1anrexper1ence or 1earn1ng curve, it's also an"hﬂ:
anatomy issue.

There's also some comments or suggestions to
have an implant card’or patient,ID card, and I just want to
clarify that that's already béen‘propbéedtin the PMA. We
did so in the elinical:trialdaSTWell,ahd:the back of the
card carried some statéMentSjabéutCQQt,haying”déﬁa”Oh”the'
future procedures, such as IVF, ihtrauterine prOCedures; et

cetera, and so we are proposing to do that in the

commercial setting as well.

Dr. Shirk, you also raised some issues about
unilateral placement and what we would suggest in that

regard. In the protocol, wetallowed‘patients the
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opportunity to come back for a second placement procedure
after first undergoing a follow-up HSG since the likelihood

of PTO was probably increased in the patients who had

‘placement failure, and many patients did elect to undergo a

second placemént pfodédure’athWere suéceSSful;‘andkso we'd‘
be happy to iﬁclude our protocol recommendations in the
1abe1ing as well régarding patients that achieved
unilateral placement ét first visit.

There was also some’diséussion about the label
containing‘cautions aboutrlack of data on IVF, and I just
wanted to clarify that both the physician and the patient
tabeling do have fthat Janguage and the Physicians Jabeling
haé it in‘fﬁé Wérﬁingé‘Sécti6ﬁ aﬁd th¢;§étient 1abeling
discusses it under the section on Procedures that we don't
have safety and'effectiveness“data, and contrary to the
prior speaker, I wanted to point out that these bullet
points in both the physician and patient labeling, that
bullet point is right next to the bullet point’on
reversibility,and how we don't have'any'dapa on the success
of the reversibility.

I also waﬁt to,cbmment about the postmarket
surveillance ahd_the five—Year fdllow—up,‘and‘there seemed
to be some concern that we might have decreases in

pregnancy rates'and’if‘so héw would that be known and how’

would that be communicated, and I just wanted to clarify
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thét, you know, once we have the“next vear failure rates
established, we will be submitting that to the FDA and
certainly if there is any change, we would be required to
update our labeling. We wouldh't wéit till five years to
then let patients know thaﬁ‘theré was a change in the
failure rate.

I think that was all the clarification comments
that I had.

DR. BLANCO: Thank you very much.

All right. Now We céme to the voting on panel
recommendation options and I'mygoing'to’go‘ahead and read
the options forhpremarket apperalrappiicatiqns. |
' “The Medical Device Amendments to the Federal
Food, Drug and Cosmetic Act (the Act), as amended by the
Safe Medical ngices Act of 1990, allOws'the Food and Drug
Administration;tg'ob;ain’a’recommendaﬁioh from an expert
advisory panel on designatedmmediCal,device'premarket

approval application (PMAs) that are filed with the agency.

The PMA must stand on its own merits and your
recommendation must be supported by safety and
effectiveness data in the application or by applicable
publiciy évailable information. Safety is defined in the
Act as reasonable assurance, based on valid scientific

evidence, that the probable benefits to health (under

conditions on intended use) outweigh any probable risks.
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Effectiveness is defined as reasonable assurance that, in a

significant portion of the population, the use of the

~device for 1ts 1ntended uses, and conditions of use (when

labeled) will prov1de clinlcally’s1gn1f1cant results

"Your recommendation options for the vote are
as follows: | |

"Approval, if there are no conditions attached.

"Approvable with‘conditions. The panel may
recommend that the PMA be found approvable subject to
specified conditions, such as physician or‘patient
education, labeling changes, or a further analysis of

ex1st1ng data Prior to voting, all of the conditions

should be discussed by the panel
"Not apprdvable. The panel may recommend that
the PMA is not approvable if,the data_do;not'proVide a

reasOnable;assurance that the deVice 1s safe or if a

reasonable assurance has, not been g1ven that the dev1ce is
effective, under,the_conditionskof use prescribed,
recommended, or suggested in the proposed labeling

"Following the voting, the chalr will ask each

panel member to present a brief statement outlining the

reasons for their vote,' and I would just add that the vote

is vocal and 1ndiv1dual by person as we go around

Just from prior experience, I'd like to suggest

' that we basically see if anyone is interested in providing
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a motion for approval or not approval and then depending on
how those go, we'll see the approval withrcondition. So at
this,time,'I will entertain a motion, iftanYOne would like
to make it, of approval withﬁno conditions.

Dr. Shirk would like to make the motion. Is
there a second to that motionz . . .

DR. SHARTS-HOPKO: Second.

DR. BLANCO: Second to that motion.

Is there any discussion at this point? I'd

like to open up the discussion. We put a lot of conditions

already that we discussed.y So I'm not sure that we can add

those or that they w1ll be there If we approve it w1thout

condltlons, 1t s done, and they don t have to change a‘

thing. Okay? So I'm not sure that that's -- th%ttwaﬁnmtgﬁw_j-ﬁu

what I was sedarching tor really.

(haughter.) |

DR. BLANCO: But I'm not sure that that's where
we want to go. Let me’just put’it that\way. If we want a
all these labeling changes and we want the issues that,weﬂ
have all discussed, then we need to add those as
conditions; QOkay? ‘

Any Other‘diSCussion anYone else onld like to
say anything?; |

(No response )

' DR[;BLANCQ: Then I ll ask the votlng members
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to vote on the motion on the floor. We'll start with you,

Dr. Shirk, over
DR.
company's awafej
forcapproval.
DR.
DR.
DR
DR.
DR.
DR.
DR.
;m,bg;ﬁ
the motion.
DR.
DR.
The
there's a tie. .
| DR.
DR.
DR.

DR.

in that area.

SHIRK: I guess at this point, I think the

and responSible and I guesva would‘vote

' BLANCO: Okay. |

LARNTZ: No on the motion.

. BLANCO: Dr. Roy?
~ROY: No on the motion.

O'SULLIVAN: I abstain.
BLANCO: ‘Dr.,ShartSeHopko?

SHARTS-HOPKO: Despite seconding it, no to

BLANCO: Thank vyou.

,BROWN:,,NO on the motion.

BLANCO: Dr. Brown.

chairmanwdogsn‘t‘get to vote, unless

So we'll keep going to the right.

SEIFER: No on the motion.

DUBEY: No on the motion.

 NOLLER: ©No on the motion. .~

'BLANCO: The results are one yes, seven

nos, one abstentionL . The mqtion,dogs not,pass.

I may be getting into trouble again, but this

266
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time, I'11 ask to _see 1f anybody wants to make a motion for
not approv1ng the PMA flat out | |

(No response,)

DR. BLANCO: Okay. No motion.

Then;I will’at‘this point entertain a motion
foriapprOval mith conditionsiand,thenywe can begin listing
conditions. | | |

Dr.- Noller? ’

DR. NOLLER: I move that it's approvable with
conditions.

DR. BLANCO: Any second?

‘PARTICIPANT ‘Second.

DR. JBLANCO ; I”Hearma“éééoha

Now, what we need to do at thls p01nt is We
need to go through,the conditions, get’a vote of generalu
consensus at least;aneachnéﬁtthewépééiiiqns} an aétual
vote ifkthereﬂshcontroversy’and then we will vote on the
entire thing again. Okay? So anvbody care to lead off.
with some of the conditions we'd like to place, and if you
can, can you do them in order of the questlons,‘if you can,
or if not, whatever order 3 Sorry ’

GQ ahead. Dr. Brown? |

Dﬁ. BROWN: One condition would be that HSG be
required as it was done in the pivotal study as opposed to

substltutlng the plaln X- ray
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DE:,BLANCO{ _SQ.YOU would like the study to be
sone - , ‘ R

DR. BROWN: The commercial use to reflect the
conditions of the study.

DR. BLANCQ: 'Okay. Do you want to make any
suggestion that if the cempany provides,data,witVshould{be
brought to use something else, if effective should be
brought forth and reconsidered?

DR. BROWN: Yes, absolutely. ’

DR. BLANCO: Okay. Any comments on that
condition? Anybody else wants to amend it or add anything
else to it? |
ultrasonic HSG be as good as regular radlographlc xX-ray?

DR “BLANCO: Well we don't know that. So I
don't think we can recommend that. .

DR. SHTRK: Okay. | |

DR. BLANCO: I think that would not go over. I
think that the best that we can do is. that at the present
time, they repllcate their study for commerc1al use and
that they be encouraged to gather,further data on optional
ways of doing:it and bring that data forth to be able to
change that recommendation. Ts that fair enough?

Is there general agreement on that statement or

Gener_w agreement? Everybody



10
11

12

14
15
16
17
18
19
20
21
22
23
24

s

269
shake their head, kYee; there‘seems to be generel
agreement. eSquweill,mqve”ane,Qkay?

Amy'other recommendation? Dr. Brown, since you
started, we'li just go with you.

PARTICTPANT: The'hypervolemia.

DR. BROWN: Oh, the qualifications of the
training, that the company proVide,somevbasicr
qualifications to include avstatement about general
hysteroscopic’proficiency. ‘ |

; DRQlB&ANQQaWﬁImihinKJ remember, when we were
talking about it, we saild knowledgeable hysteroscopists in
the discussion( and meybe we need to bring it up again‘and
see if we need a hard VoLs Of it, was the issue of
diagnostic versus’operativethsteroecopiSts. 

Dr. Noller, I think_you brought up something
about that, and Dr. Shirk, you guys want to address that?
Which way do you want to see it?

DR. SHIRK: I think just a general statement is

fine. I don't see that we need to differentiate between

diagnostic or operative.
| DR. NOLLER: I agree.
DR.'BLANCC:"Yoﬁeagree? Ali right{ Anyone
else disaQree? Anybody else wants any stronger language or
recommendation?

(No response.)
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DR; BLANCO: Then asQI,haVemit,npw, it is
recommended that the company in their training program put
something to the effect that one. needs to be a
knowledgeable hysteroscoplst ‘in order to be able to utilize
this device. Is that acceptable to most people° I'm
sorry. Did someone have a,hand up? No? Okay.

All right. Any other conditions?

DE;LNOLLER: I have one.

DR;jBLANCO:; Please. Go ahead

DR. NOLLER: I wouldﬂlike'to see the 1labeling

for both the thSician package insert and the consumer

promlnently 1nclude the fact that approx1mately 10 percent

unsuccessful. ; o

DR. BLANCO: Any comments on that? EverYbody‘s
in agreement with that?"Why don't Weltackle other labeling
issues, if we;could,‘while_wejreeatbit?s Anybody want to
bring up any other labeling issues?

DR. BROWN;,;That;the;ewbewstroﬁger -- I'm
SOrry. |

DR. BLANCO: No, go ahead. - Go ahead) Dr.
Brown.

DR. BROWN: That there be a stronger statement

in the thsician labeiing about the age of the patient and

_between young age and patients changing

Comg
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their mind and just emphasizing that the physician needs to

be aware in their selection of patients, they should be

highly selective of patients who are sure about their
decision and in the patient labeling maybe even stronger
language about the irreversibility of - emphaSizing more
that there is no known way to reverse thls procedure. Uf
thlnk that is a. true statement | | |

DRJ@BLANCQ;,kOkay. Anybody else want to refine

it, add anything to it, something along those lines?

(No response.)
DR.‘BLANCO: All right. Go ahead.

DR SEIFER , For‘theAphy51c1an labellng

spec1fy1ng a con51stent tlme before”they con51der to st5§°
the procedure.
| | ’DR, BLANCO: ti?mﬁsgrry. oWait'a minute. Let me
clarify. :
DR. SEIFER: JWhethsr,it-bswgﬂwménuEesl 30

minutes in terms of the duration of the first attempt.

Also, some specifics with regard to perhaps the’fluid
deficit. Somebody from Conoeptus said 1,500. That's what |
they're teachlng thelr classes w1th L I know_ there ] I
disagreement about that amount but I thlnk it should be
specified. - - |

DR. BLANCO: Okay. Specify the amount. You

want to make the amount 1,500 milliliters?
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DR. SEIFER: That's what they're teaching. 1I'd
prefer it, yeé.

DR. BLANCO: Okay. Anybody have a problem with
that? | ; , ,

DR. ROY: But I don't think that's fluid
deficit. ‘Thatfs‘tOtalyfluid use.

DR. SEIFER: Yes.

DR. BLANCO: Well, T think Dr. Shirk had
mentioned eariier three liters. So if‘the_company was 1.5
liters, that sounds to me like --

DR. SHIRK: That's if you look at a drug and

what dose's limiting factor is'half—lethal dose1andkso, I

mean, three liters of fluid is not going to drown somebody. |
PR. BLANCO: S0 1.5 is less likely to --
"DR. SHIRK: One point five is well within the
saféty range.\’ B . B |

DR. BLANCO: Anybody else? Yes, sir?

DR. DUBEY: Yes. ,The success_of this device,
when it puts on the label like 99.8 percent, should be
defined‘with,number ofkpatients testéd for limited number.

DR. BLANCO: And T think it should be
clarified, 99.8 perceﬁt, I think, is --

DR. DUBEY: Based on like 400 cases, 500 cases.

DR. BLANCO: Yes, I'm not sure what’I would put

in there, but something that's more applicable to patients



10
11

12

14
15
16
17
18
19
20

21

22
23

24

25

273

and that maybe does have that number in there in terms of
the success rate\of_the procedure.
All right. Any other comments on labeling?

DR. SHARTS-HOPKO: Caution with metal

_sensitivities. . .

DR. BLANCO: Metal sensitivities. Actually,
let's broaden that. Metal sensitivities:and‘the
electrocautery isSue'andxthere was one ﬁhiyd:one,“Whap_was_
the third one;;hat,wewdiscusged?,w,

DR. ROY: Pregnéncy IVF.

DR. BLANCO: Right. Thank you.

Okay. So something to address the issue of

I ST sy sy

subsequent pregnancy.

DR. O'SULLIVAN: I might add that every effort

_ should be made, in fact it probably would be better to put

it on the product labeling, ;hatuthgsgﬂghquld be done only
in the proliferative phase? ideally‘in the first 10 days.
DR. BLANCO: Okay.' Everybody agrees with that?
PARTICIPANT: Yes. . . .. .. .
DR. BLANCO: Okay. Go ahead.
DR. SEIFER: 1Is there a way to put in the
labeling something that will help with the follow-up of

these patients so”tha;_Congeptus has an easier time keeping

tabs on these?patients for:thejfiVe years‘that they've
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agreed to follow them? In other words, motivate the
consumer who‘$ gétting thiskproduct,withqregard,to the
importaﬁce of participating in the_follow—up’witﬁ:this
company? - ‘

DR;‘BLANCQ: VWhatﬂdid you wént to say?

DR; SEIFER5 An incentive is always good.
Disincenti?e is prbbébly 1ééé. el o |

DR. LARNTZ;  I mean, theSe'patients’who are
béing followed for five years are already implanted;'

DR.NBLANCQ:,,Right. They're gqing to follow
the ones that are already in there.

DR. LARNTZ: That are already implanted

PARTICTPANT: (Tnaudible.)

DR. LARNTZ:,PRight.“ So I don’t think that
applies. | |

MS-vLUCKNERi YQPWC§@ASh§Pe’patient,eXPectatiQn
by putting in the patient information’biochure“hgwuhelpful
it will be for their\own~Womenfs,health‘to,notify their
provider of certain conditions and that you'd like it for
about five years. | ’ ’

The only other thing I haven't heard diséussed

is the issue of informed consent. One of the last speakers

talked about consent,A There is a difference between

informed consent and consent. Are we going to make a
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1 comment about,that? e
2 DR. BLANCO;,ZWeL;,rI had it written down, and
3 actually it never even occurred to me, and I‘m glad the
4 speaker brought it up. It never even,occurred‘to me that
5 it Wouldn?t ,bé, wr,i’t’te,‘rijlf Consentfor thls Imean méybe I'm
6 making a big deal about that, but to me, it just seemed
7 that was klnd of like a glven
8 MS. LUCKNER: But written consent does not
9 imply informeq consent, ’
10 DR. BLANCO:M”Well, what wouid you like to be
11 sure that it is informed/cOnSent?
12 MS LUCKNER Use the word 1nformed consent.,
rﬁigot,s,:,, w&hbé. BLANCO KOkay o e e
14 MS. LUCKNER: GoVerned by many places by
15 statute. ’ ’
16 Dﬁ; BLANCO: What:abont written?, Do you agree
17 with that?
18 MS. LUCKNER: Yes, definitely.
19 DR; BLANCO: I,hear_eomeayeSes. Okay.
20 DR. BROWN: I'm sorry "I have a question about
21 that. So‘are we saylng that the company must prov1de a
22 standardlzed wrltten consent as, part of the package or are
23 you saying -- because obv1ously patlents who undergo thls
24  are going to need to undergo, unless it's in a private

~office and you don't have to do that, but you would be
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1 cited if you performed the procedure without informed

2 consent but certalnly if 1t s done in a hospital settlng,
: 3 the physician who s d01ng it w1ll have to have written and

4 documented that I had informedkconsent.wu,

5 I thought the speaker was specifically

6 referrlng to some type of standardlzed 1anguage and

7 something that is provided by the company that o

8 DR. BLANCO: Well, Ihthink that's what youdre

9 saying because what consent you re g01ng to get, if you

10 take them in the,hospltal is going to be an OR consent.

11 I'd like to hear from the industry representative, but I
12 don't. think 1t would be a major onus on the company to
13 Lproduce what represents an 1nformed consent ﬁvThey 've

14 already done a lot of that in the PMA that s submltted I
15 think a lot ofhthe 1nformatron, and then just have that

16 available'for;the‘physicians‘to use,on,the;r patients. ;I
17 don't think we want to make the onus that it's the

18  company's responsibility to make sure every physician uses
19 it. Lordﬁknows'we can't get physicians to do anything. So
20 I,WOuldnft;go’that far, but at least they can provide it so
21 that if the physician doesn't use it, itfs really the

22 physician who's at fault for not doing the appropriate

23 thing. |

24  DR. BROWN: Could I‘just make one suggestion?

.25 It's part of what I was going to finish saying. I mean,
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many studies have shown that the value of written informed

consent is very, very low, and we were talking about
womean preconceptione and miscommunicatiOns. ‘So I,was )
going to suggest that maybe the company, as long as they{re,
doing this, might want to go ahead and make a video or some
type of other’mode that you could use to inform the

patients, be51des just the wrltten word a'CD—ROM‘that ‘the

~person could put in their offlce and show to the patients

before they have the procedure. Something like that might
be very helpful as another type of means of getting across
the informed consent.

MS ﬁMOONEY eYes, Dr Blanco, I agree I think

1t s reasonable to ask the company “to recommend a 1anguage

for informed consent and then people will apply that and

‘modify that as fits their practice andkthat it wonld be the

onus of the pnysician toyensnrerthatkthatis done.

DR. BLANCO: Now, what about educational
naterials? That's what you're really saving, Subir,
Whatever. Howudo people feel about that? _Whatwdo they
think? | | |

DR. ROY: Well, yon‘re going to have, I

suppose, a patient 1nformatlon -

DR. BLANCO: Booklet’>

'DR. ROY: -- booklet. I think the video is =

so a written informed
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consent that repeats it for‘the,third‘time, and then it
should be an informed‘consent 'informed Written consent.
So I think all three are. certalnly sultable How else are
you going to convey a lot of this 1nformatlon that we've
been talking about? |

The other thing I'd do is once they get it in,
I'd give themfa card that Contains;this,information as
well, so that if they were to have a‘snrgioal procedure or
something like that, they could pull it ont_andxexplain it
to the appropriate clln1c1ans |

DR. BLANCO Yes?,

MS BROGDON ”Dr, Blanco, I thlnk 1t E flne

that the commlttee has recommendatlons to the sponsor for -
wording for informed‘consent written doCuments. However,
it would be 1mposs1ble for FDA, I think to institute that
as a requlrement on thlS or another sponsor It's almost
impossible for us to require this because we can't enforce
it. So you can makerWhatevereSuggestions'you wish as a
suggeStiOn,‘we just can't requlre it.

DR,_BLANCQ; Well I;don t think the
requirement was that every"patient have it because just

like I said, that's really more the physician. The only

‘suggestion of requirement was that the company provide it
_for the physicians to utilize with their patients. T don't

think —--
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_ MS. BROGDON: Yes. |

DR. BLANCO: That was the point I was'making,
was addressing.“ I think we can pﬁt thé onus on them that
everybody has}it- ThéY,jﬁét pf6Vidé,the materialée f:

MS. BROGDON: That's fine.

DR. BLANCO: Then it's up to the physicians to
utilize it. Okay?

All right. Everybody's in agreementywhat we've
said s6 far? fAll,right; Any‘éther probiemS?  Any other
suggestions that we want to make? Let me go back to one.
We talked abbét’récdmﬁéndédhleﬁgth‘ahd limi£’Qf 1?5OO

milliliters. ;I,also,had’a‘sizekofjscopekas a,small scope

‘that was brought up during the discussion. Do we want to

address that or just ieave it up to the person? I think I

would leave it up to the person because you may need

diffe;gntﬁscopes for different people; It was brought up.
DR. SHIRK: The problem with that would be a

lot of hospitals, if it's done in the hospital setting,

already have scopes of greatér diameter that would force,

if we put a limit on size, it would force them into buying

" new equipment.

_DR. BLANCO: So throw that out. Everybody okay
with that? Okay. Yes?
‘DR. NOLLER: I Jjust reviewed the patient

information labeling to make sure, but there's no mention
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of what to do;lf you think‘yeu might be pregnant, if you
miss a‘period(kbecause lf that,happens, the risk of ectopic
pregnancy 1is probablylhigh."Iythink it should be mentioned
in there. -

DR. BLANCO: All right. So if miss a period
instructions, recommended pfocednres ifuyOu‘miss a period.

DR. NOLLER: Talk to your doctor, get a

- pregnancy test, that sort of thing.

DR. BLANCO:"Okay. All right. The other one

- that I have written down is fallback,plan if you run into

the failure rate. Okay. Does anybodyWWant'to'make'it more

spec1f1c than that or 1s that general enough° They ve

'heard everythlng we' ve sald Okay So fallback plan

DR. O'SULLIVAN;k‘You're going to ask the
company:to regquire that? | |

DR; BLANCO:, No,‘we'te'just going to’make it in
the labeling.i We're talking about labeling right now that
they suggest. I think the’way we worded‘it was when we
discussed‘it Qas’thatlthe‘eenpany’sheuld makeka‘suggestion
that if there’'is this failure rate and in caseythere's a.

failure, you should have dlscuss1on w1th youxr phys1c1an as

to what you're g01ng to do if he or she s unable to insert

the devices bilaterally. IS'that fair enough? Okay. I
just like to shorten thlngs Fallback plan.

k, Anythlng else that anybody wants to add?



10
11

12
1

14
15
16
17

18

19

20
21
22
23
24

25

281

DR. SEIFER: There was a question about if

;the:e'was?tubel pathology before'puttingkthis device in,

if ~-
VDR._BLANEC: QWeqdidnft a@dress that a lot other‘
than mention it. - | |
DR;'SEIFERi kyes.egfe
DR. BLANCO: We didn't discuss that a lot,
whether therelmight be a higher rate Of perforation, pain
with smal1,hydfesalpinx, somethin§ 1ikeethat,
DR. SEIFER: 'Or formetien;of a cyst,

hydrosalpinx, after placing that;beceﬂse of diste;‘apd‘w“ M

proximal obstruction.

DR GHTRKI-T think it could be in the informed
consent as a possibility, but I don't know how we would
predetermine that a patient's got, you know, distal tubal
disease.

DR. BLANCO: Weli,‘I'd hate to drop back into a

major discussion, but you could make it an exclusion

" criteria where if they've had a history'of pelvic

inflammatory disease, not necessarily recommending’that.
I'm just saying‘it would‘haVe‘to be something very broad at
that‘point. o .

The pleasure of the panel? Do we want to
address 1it, sey anything about it?

 DR. O'SULLIVAN: There's another issue
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regarding pelVic‘inflammatory disease. First of all, in
the study, they dld requlre that the patlent subsequently
deliver if she had a hlstory of pe1v1c 1nf1ammatory
disease, but I think the other issue is pelvic inflammatory
disease is very subtle and quiet and you don't know
anything about it, Such asuassociated,klet's say, with
chlamydia, and that's not going to help you. It's not
going to get YOa off the hooko I mean, you might want to
make that a requirement, but it's got to be understood that
you may not have had a hlstory of it but still have.

DR.~BLANCO° So what would you recommend? How

should we address the 1ssue of PID° We dldn t really talk

&That s a good p01nt

~ DR. SHIRK: I just think if they wanted to put
it in informedmconsegt; it would bewfine}'hut‘i”thihk‘it
would be difficult to put it in the labeling‘for‘the'
physician. I mean; I doh"thkhOW'howfyou determine that. I
mean, 65 percent of women that have endometr1081s have been
diagnosed as hav1ng PID at least once. I mean, that s a |

disease that has nothing to do with pelvic infection. I

mean, I don't think our criteria for PID are good enough.

I mean, in the best hands, you're only going to be right on
a diagnosis ofoID at 60 percent of the time. That's
already documented

) So I thlnk 1t 's a dlfflcult issue to tackle I
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think that it might be part of the informed‘COnsent that if

you have previous tubal‘disease,hit may create

complications, surgical complications, in the future, but I
don't know that it should be in the labeling per se.

Dﬁ. BLANCO:’ Well, what about should we
recommend that the company look,at that issue? They're
going to be looking at‘theitepatients, bUt we also had
mentioned some things that they might want to look at in a
post-approval study. I mean, do they need to look at that
and_havetsomeﬂbetter idea,of what thisydeVice‘is,going to
do in people‘With PID‘or even”just,as’they - you can look

at 1t the other way around If they get patlents who

'develop 51gn1flcant 1nfectlons after 1nsertlon of thelyk

device to try to ascertaln whether they,might‘have a.
history of salpihgitle before or some evidenoe\of it that
might have been the reason why this happened?

Dﬁ SHIRK: And then are we going to recommend
that they have a post- approval databank for all patients
having the procedure done?

DR. BLANCO:”‘Well, no.

DR. SHIRK: I mean, that's what you're

_suggesting.

DR. BLANCO: No, no. We talked about a

'registry. I think Dr;”BrQWh“mehtioned”a registry of

complications, looking at those. That's all that I was
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bringing up, ﬁot keeping track’df’evgry_sing1§ pa§ient”that
ever has it pgt on. |

DR. NOLLER: OQuestion.

DR. BLANCO: Yes, g6 ahead.

Dﬁ;’NOLLER: " For insertion of‘IUDs; you're
supposed to have a negative'chlamydia,and GC test before
you insert it. I just quickly looked thrdugh'here. I
didn't remember'it_and I didn't'findnit just now. If it
isn't in there,uI would think that wouldn't be a bad idea.
We didn't discuss it before. I'm sorry. |

PARTICIPANT: jIﬁwis in their study.

DR. NOLLER: It Was inftheir study but in their
recommendations. for use training, I didn't see it. 1s it
in there? Does;anybody remember? it just seems a
reasonable thing to do. It éays‘no'recént or CUrrent
pelvic infection and in their studies, they said they did
lab tests, but I don't see it for a routine recommendation
i here. S , e . SR -

DR. ROY: But the culture or PCR for chlamydia
could be negati&e, but,they“ggq;dwh§§§dhadwpﬁigr f— ”

DR. NOLLER;  Correct.

DR. ROY:  f—kexposﬁré with a high ﬁiterkand
unless you did something else, you might not know that the
distal oviduct was closed.

- DR. NOLLER: TIt's two separate issues, ves.
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DR. BLANCO: Yes. One issue is where there's
some baseline»or‘some history of salpingitis, and I think
the impression I was getting from most people is probably
other than recommendlng that they realize this and if they
start getting patlents w1th infection, reports of patients
with infection, that they need to take a'look to see
whether it may be that this‘device iS~inf1aming, you know,
some old infeotion, but that's one issue.

The other issue is the issue of do you want to

-- Gerry, when you're going to do a hysteroscopy diagnostic

with therapeutic on someone fOr whatever, do you get a GC

and chlamydla culture before you do 1t on the patlents'p
o | DR 'SHIRK: Not routinely,‘no.‘ - -

DR BLANCO' What do you think? What s your
sense of the countryw1de utilization of that'>

DR. SHIRK: I don't think it's routine for
hysteroscopy.

DR. BROWN: Or ﬁorkendometrialybiopsy.

DR.’SHIRK{ Or endometrial,biopey. I mean, I
just don't see it. I‘mean, obv1ously 1f you're puttlng in
a device, I suppose, like an IUD, that s a new 1ndwe111ng
device, then it's obviously important.

DR. BLANCO: Well, so is this, though.

DR. SHIRK: So I have no problem culturing them

_or recommending that they do that. I think that's
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see it as an iSsue, | ’ | ‘

DR. SEIFER: i thiﬁk it7é probably fegiOnal. I
mean, some parts of the country, I think when you do an
initial work-up, YOu're doing cultures on patients.

DR. BLANCO: Dr. Noller, what do you think?

DR.bNOLLER:’ Iurea1ly don't know. We don't
have data to make‘ a rational d,\eéisﬂiori. ; ,kI,t is an implanted
device. fIt“sTdifféreﬁt fromN§ aiagnos£ié prbcedﬁréwthaf H
has,a,begihningrand aﬁ‘end‘QUickly.x‘This will be there for
years, but I don't know if it's a risk or not.

DR. BLANCO: What do you think? |

Dé;fSEiFEﬁ:' i ﬁhink“a éuitﬁfé;s’rélatiVely
cheap to do and it's usuallj done before‘you'can do a
hysteroscopy anyway because it's part of your initial work-
up of the patient. So particularly'with the new device,
such as this, I would support doing it.

| MS;fMOONEY{ Dr. Blanco, maybe since we're on
the fence on this[ bﬁéybptioﬁ wQuld bé’in the 1abé1ing to
say "reconmmend" rather'than;ﬁrequire." It calls the

clinician's attention to that, but you give some option

~based upon that individualypatieht's situation.

DR. BLANCO: Yes, and I think the other thing

is that it also depends on the individual. I mean, I think

if I were still back in Houston at LBJ with an inner-city

S
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population, I'd probably want some cultures or DNA for
those. I thihk in Iowa, maybe you don't need to do it so
much. Those eornfed girle up there.

(Laughter;) -

DR. SHIRK: T mean, obviously it's a patient
population. | | |

DR. BLANCO: Dr. Brown?

DR. BROWN: T would just point out that the
current labeling does say cdntraindicatiohs pretty clearly,
active or recent pelvic infection and untreated acute

cervicitis. I mean, I‘thinklit's a matter of semantics if

you wanted to add on to that cultures,,but in the phys1c1an

tralnlng module, they clearly say negatlve pap ‘smear,
negatlve GC and chlamydla T don t personally think it's

necessary to add anythlng else, but I thlnk it’ s pretty

" clear, what's already in here, that's how to handle it.

DR. BLANCO: Happy with that?

PARTICIPANT‘: | Yes

DR,,BLANCO; We'll ferget'that.

All’right, The only one that I have written
down is theufive;minimgﬁ{ thehpreetered} as'part”ef“the
training. Anybedy want te‘address that? I think eVerybody
kind of liked five, I think, except for you. Okay. So
we'll put‘the‘five. Ahybody‘against that?

DR. BROWN: I'm kind of against it, because I
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think,‘you know, if somebody‘is already‘a very‘aCcomplished
hysteroscopist, itfskprobably going to frankly take them
about two seconds to do this and they may not need to have
five proctored, and as they said, it may take more than

five in some people. So I would rather leave it loose,

frankly, and then also for the future in terms of medical

edUcation. So-i think it)e 5ettef‘to ieave“itvooeh;
DR. BLANCO: All right. You still have faith
in your fellow phy51c1ans It s n1ce to see that.
(Laughter,)
DR. BLANCO: All right. How do we want to do

th1s9‘ It sounds llke there s, enough dlfference of oplnlon

"here, I d llke to take a vote on suggestlng elther a

minimum of five or an average of five which is how they
placed it. |

DR. NOLLER: Point of order, point of
information. Once this is out there;”if you get privileges
to do this or if you have a priVate office, you're going to
do them, you know, you're able’to do it with zero proctored
insertions. So you know, whatever we put as the
recommendation that in fact peopie’maybe to get
oredentialed to do it in their hospital have to have five,
if it says five, but there'wili be an awfol loteof people
doing them with zero. |

_DR. BLANCO: Well, all we can do is have faith
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in the fellow physicians.

MS. BROGDON: Dr. Blanco, I don't know if

anyone asked the firm;if“they ha?e/planspto not ship the

device unless people are signed off. You might want to
find out whatjthelr proposal ier |

DR. BLANCO: Would you all care to answer that?
Don't put the five beoause they said not, they said an
average of five, : So let's say, are YOu planning on
shipping the equlpment before you have some knowledge that
this person has had some experlence w1th the dev1ce,
whatever that experlence turns out to be?

MS DOMECUS We won*t Shlp dev1ces to

phy31c1ans who haven t completed the tralnlng program

unless there is;a preceptorléoiné with”thOSe dewices.

DR. BLANCO: Okay. So then it does become
important to aay'averagepor minimum, | /

Okay. Any more discussion”to an average or
minimum? All right. 'Well, I think we better take a vote
on thie one. kWhlch way wonla you like to see it? Subir,
which way do you want it, and we'll vote that up or down,
and it's my fault. ‘ -

'DR. ROY: Until the thSioianhhas demonstrated
competency. | |

DRJVBEANCO}"Okay. Anyone‘Want‘to second”that?

DR. BROWN: Second.
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discussion? Okay. Let's sﬁafthQt over on this end.

DR. NOLLER: Aye.

DR. DUBEY: Yes.

DR. SEIFER: I vote no.

DR. BROWN: Yes.

DR. sHARTS-HoPKOQ No.
DR. O'SULLIVAN: Abstain.

’DR.‘ROY: Yés. 2

DR. LARNTZ: Yes.

DR. SHIRK: Yes.

DR.‘BLANCO Please do say 1t 1nto the

midrophone.' Thls is for posterlty I mean, that s okay

this time but‘for the future;’

DR. SHIRK: Yes.

DR. BLANCO: Six yeses, two nos, one
abstention. Sb,the recommendation will be as worded by Dr.
Roy and I won't try to repeat it but it's in the record.
Okay?

: Aii right.: Okéy;"Anythihg'élSe'thét Wé need
to include as a COnditiog or that we would like to include
as a condition?' Anyone else? Going once, going twice.
Okay. This is what I was loOking‘at, you know}  We agreed
with the five—yéar'poStmarketwéﬁélY$is“¢f the'ﬁdﬁiéﬁts”that

are currently énrolled} and Dr. Noller, I think it was you
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that brought it up but if not, that*s‘okay, Illl'take“care
of it. |

Any further assessment’of the failure rate’for
placement? Do we want, once itls out in the general
marketplace, and this is what I was talklng about a

reglstry of fallures to try to understand the rate a llttle

-bit better once it gets out into the communlty? Anybody

want to addresswthat?‘w
DR.‘ROY: Well, don't you have to have a
registry of uSers before you can have a registry of

failures? I mean, you could have the other, but it's sort

DR, BLANCO You?wouidﬁltlﬁaye‘ahyldénominAtorf
Anybody, how strongly do you‘want to look at this?

DR. O'SULLIVAN: Well, they're going to have a
registry of users. I mean, that S 901ng to be easy enough
for them because they re the ones that Shlp them out They
know they can'’ t go out w1thout a proctor Okay. So
they're going to have a reglstry of users.

DR. BLANCO: Okay.

DR. O'SULLIVAN: And then, I think that the
next issue is follow -up from the user, rf'he'has'
difficulties gettlng themyln what,they‘were.

DR. BLANCO: Because basically what you're

saying is that when they ship them out, when they have a
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preceptored user, so that they're shipping regular numbers
of these, that‘they get some sort of report back from their
user in terms;ofkhow many'faiiures‘they,had, That's
probably not that difficult.

DR. O'SULLIVAN: And it's easy enough because
then they don't ship out again until they get it back from
them. |

DR. BLANCO: Power.

DR. O'SULLIVAN: Yes.

MS. MOONEY: Dr;'Blanco, I think maybe the

recommendation I would make would be to commuhioate to the

sponsor and for the record that we want to have some way of

'assess1ng the fallure rate, but I thlnk 1t may be most

prudent to let them work that out with the FDA as far as
the actual‘methOd.

DR. NOLLER: Yes. I agree with that.

DR. BLANCO: Very nice. Thank you.

Is that all right with everybody? ‘All right.

MS. BROGDON: | Dr. Blanco?

DR. BLANCO: Yes, ma'am?

MS.,BRQGDQN: I think we would like probably a
clearer recomﬁendatioh on Whetherkthe panel is recOmmending
that there be;abnew postapproval study as opposed to
continued follow-up of the:subjeots for five years.

DR. BLANCO: All right. Well, the panel will
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correct me if I'm wrong, but I -- no. The panel would like
the continuation of the f1ve years of the currently
enrolled patlents. N ;

MS. BROGDON: Right. We understand that.

DR. BLANCO: Okay. The panel would also like a

'better concept of fallure of 1nsertlon ‘rates once thls‘

procedure gets out in the general population, not as a
study necessarlly but just so. that approprlate consent and

appropriate 1nformatlon may be given to the patlent You

know, I don t know what 1s a good fallure rate for thlS,u

procedure, but if it is done 1oca11y and if it's

stralghtforward and w1th low rlsk I mean, you may be happyr

to say okay, I lihgo do thls and falls 20 percent of the
tlme, 30 percent, maybe it will only fail 5, but I'm
w1111ng to do it because I've just got to go to the
doctor's office and then,thatws%;t.qylyget it done, and if
I don't, I get it done,anothermtime,

So I think what Dr. Noller was asking was a

‘better undefsténdiﬁg’of'ancé“it'gets”éﬁﬁ”in“ﬁcnﬁexpert"

hysteroscoplst hands, what will be the fallure of insertion
rate? Am I saylng that correctly? |
| DR. ROY: Absolutely Thank you
DR.'BLANCO; Okay. Does that clarlfy it for
you? It still doesn't look like it does it for you. Okay.

_MS. BROGDON: Let me just ask our postmarket
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. surveillance people. wWe'll work With‘What‘youfve already

given us. Thank you.

DR. BLANCO: You alWays‘do a wonderful job with
that. | |

DR. LARNTZ: Could I comment?

DR. BLANCO: Please.

DR. LARNTZ: T meah)rwe‘ré‘aSkihg a question
that requiresf-* I mean, if you do the study right, it
could be quite burdensome, and I would argue that it might
be easy to do a smallQObéerVatioﬁal‘Stﬁdy with a few

physicians to;get'a thidn”dj/this and maybe that's all

that would be satisfactory. I don't think we want to

maﬁdate Qéﬁtiﬁé’pfediée infO?méEidniéﬁ:Ehis; 'i‘thiﬁk :
that's actually verykdiffiCult to do, véry difficult to do
right. It would require anofher‘Study”ﬁo”géfdfhis‘w"“
information andfto'thé eXtent thét'it prObably could be
conﬁainédyin'labeling/ it,prbbébly“WOUIaytakeﬂahother study
to do, and I,tﬁihk,that would‘bé"——klwmfthé statistician.
I should be argﬁing for more data, bUt;in‘fact) I think if
you don't collect:théidata wél1; it's not worth too much.

'DRkaLANCOET“Right.

‘DR. LARNTZ: And so we've got to be very

careful of if we ask for this, I think we're asking for it

informally, I think the company understands that, and I =~

_think that may be okay, but it's difficult to have any
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enforcement on that.

DR. BLANCO: It may be that it may be a better
way to approach it ashyon said,“to take some sample‘of new
users and try to get an idea, I‘think,'but I'think’there is
some feeling and maybe, you know, there is some feelingIOn
the panel that we would like some feedback and pos51ble
changes in 1abe11ng eventually in terms of fallure rates
once it gets out in more w1despread use and w1thout puttlng
much of an onus necessarlly on the company to redo, you
know, another study.

MS BROGDON We can’ ask the sponsor to make a

proposal to the,agency 1ater

"DR ’O SULLIVAN Jorge,’i”thinhvthis hecomes“”
important for‘a lot of reasons. There are always new
devices that get out on the market for onesreason or
another, and in’the world of technology, this'is‘inCreasing

more and more, and the point is that all of these things

" have associated with them costs and who's paying the cost

while the patient is the one who is not getting what needs
to be gotten or the information%is not coming across that
this device is’notyas successful across the board of
insertion as it has been, for example?

I‘mean there are all klnds of reasons why thlS

can happen, and I thlnk it s very, very 1mportant in

today's world of technology and as thlngs get released to
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be much more rigid. I " not saylng rlgld rlgld but at
least get information for the flrst four or five years that
you've got these dev;ces out_there,and you're working with
them so that you know that they're okay and not wait 25
years to say hello, we've got to bring this back in.

Dﬁ. BLANCO: Okay. I think I'm going to go

ahead. Gb”ahead) Ms;“Domeéus, I ™ g01ng to go ahead and

,takeethevchaigmap'stprerogative and let you speak.

MS. DOMECUS: Thank you.
Iijust wanted to clarify that the company
already has a plan to gather placement rate and adverse

event data on all preceptored'cases ‘ So we already have '

thlS plan in place

DR.WBLANCO:k Thank you.

'DR. ROY: But de"Widespread will yeﬁr
preceptored cases be? I,meah,”what numbers'are we talking
aboﬁt?‘ All? | | |

‘MS.lDOMECﬁS}' That'e What’we've said. I mean,
I imagine at some point, if after a certain period of time,
it Was;a well-established consistent placement rate, we'd

go back to the FDA and ask to not do it anymore, but right

‘now, the plan is on all preceptored cases. We have a great

interest, too, in making sure that the placement rates are
high. We have no interest in anything else.

 DR. O'SULLIVAN: I think that fulfills the
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need.

DR. LARNTZ: That certaiﬁiy is adequate and
then some, but be very Careful to make sure that you're
very con31stent in collectlng those data It's not easy to
get all. It might be better to take a sample‘and get good
information oh a sample, but I appreciate what you're
saying.

DR. BLANCO: Have we given enough guidance?

MS. BROGDON:"Yes. B

| DR BLANCO Great Call rlght | Any other
items? Anythlng else that we would like to add?

All rlght : Let me just refresh everybody s
memory of what we're g01ng to vote on and then we can have
a vote. Basiqally( as I'veuwrittenﬂit_down and please
correct me if I'm wrong, we haveya‘motiondon the floor to
vote for approval with conditions. The conditions that
were included was the hysterosalpingogram at this point be
required as was performed in the original study but the
committee recommends that’the FDA'be’amenabie tokhavihg the
company bring‘forth'further data on alternative
methodologies:to look at correctrplacement and patency to
approach changing,thie)partiealat recommehdatioh; | b

Number 2. Training,’to include knowledgeable

hysteroscopists as a prerequisite for beginning to do

_these. 1In labeling, we include that we need to clarify the
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failure rate and place that and the word that was used was
"prominently," that some labeling needs to addréSs -- and
I'm going to baraphrase theSe‘—— the'issue of the young age
and potentialwsequelae, that an 1ssue be noted in the
1abe1ing, and these are all labellng 1ssues, about metal
sensitivity, electrocautery,,andkpregnancy subsequent to
this procedure, that wehave an issﬁeyfor‘inc:lusiqn about a
recommended length for the procedure to the physician and a
limit of 1,500 mllllllters of sallne for use 1n the
patient, agaln’the successhtate(kthat 99 8 percent should
be clarified or at least maybe not clarlfled ‘but something

to the effect of the numbers or. somethlng that patlents can

| understand w1th the number of patlents that thls has been

performed in.

A'recommendation that the procedure be
performed at the proliferatiye}phaserof the cycle, that an
educational written informed consent be obtained, and the
company make an”exampie to be provided to the physicians
utilizing this device.

Some recommendations inciuded in‘thedpatient
pamphlet concerning what to do if you miss a period, a
"fallback" plan‘Whichdjust —jdwhat_a;e‘you going to do if
you are one’of those,where they're unable to insert this in
both tubal ostia, definitelybrecommendﬁthe training as

previously stated, and then that the continuation of the
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observation oﬁ the current patients‘for a total of five
years and then a better assessment as has been discussed of
the failure of insertiOn rates for patient counéelihg'and' 
patient labeling. | | |

Did I state those to the satisfaction of the
committee? Okay; 'If:there is nQ'other discussion, then
let's go ahead and begin with a vote, and you're voting for
approval with the prestated conditions. Let's go ahead and
start with Dr. Noller.

DR. NOLLER: T vote aye.

DR. DUBEY: I vote aye.

DR. SHARTS-HOPKO: Yes.

DR. o'SUL;IVANQ 5Ifmfabstainiﬁg.

DE- ROYi,;Yéé;mﬂ‘gh,f;]m I

DR. LARNTZ: ‘Yes{

DR. SHIRK: Yes.

DR. BLANCO: The motion passes with a vote of
eight ves, zers nos, andionelabstsntion,

As is the‘Cﬁstom, we*dylikeito go around the
table and justihave a brief mention of why you voted the
way’ydu did. LétTS'begin on this side. Dr. Shirk?

DR. SHIRK: Well, I think this device is as

safe as any other devices on the market. Certainly
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transcervical sterilization is ideal; I think it may
represent a significant improvementAin‘womenfslhealth‘eare

and so I felt that we’shouldhapprove the device. I commend

‘Conceptus on their PMA.

DR. BLANCQE, Thank you.

DR. LARNTZ: ,I”foted vyes because the device
clearly met and the studles presented data presented
clearly met the crlterla of safety and effectlveness that
are requlred for approval o | |

DR.,BLANCO. Thank you. |

DR. ROY: This dev1ce clearly meets those

‘requlrements for safety and effectlveness but I am ', B

cognlzant of theﬁissnes that we\ve dlscussed partlcularly
the use in younger 1ndividuals who may not fully appreciate
the permanenceiof the procedure, and I think we've
belabored that p01nt sufflclently, that that should be
conveyed to anyone who mlght use it at that age.

DR,;BLANCO; Thank‘you.

DR}‘Q'SULLIVANi I abstained,foryreligious
reasons. | | | |

DR. BLANCO: Thank you.

DR;:SHARTSfHOPﬁoj‘«I;Voteddyes‘because I

believe this offers women a less risky, more accessible

procedure for permanent sterilization, and I think

Conceptnsywas'Very thorough“in the‘materials, the large



o

14
15
16
17
18
19

20

22
23

24

25

301
quantity of m@terialsmwhichwyou provided.
DR. BLANCO: Thank you.
DR. BROWN: I voted yes because I think the

device clearly met the criféria for safety and

~effectiveness as well‘as‘thé'favorable risk-benefit ratio,

particularly since it offers the option of sterilization

without general anesthesia which is not basically currently

available.
DR. BLANCO: Thank you.
DR. SEIFER: I voted yes because I thought many

of the concerns that were voiced during the discussion were

~addressed in the final vote.

'DR. BLANCO: Thank you.

DR. DUBEY: I voted yes the results are very
clear. I'm very impréssed with the sponsor's data and all
the discussion we had in péﬁél‘to address all borderline
issues, and I‘Voted yves fof that reasons.

DR;,BLANCO?' Thapk you.

DR. NOLLER: I thed to approve the motion
because I feel:the company showéd thatythéfﬁéthOd is
clearly safe ahaméffédtive”éﬂd that it has a great chance
of improving héalth care for women in the United States.

DR. BLANCO: Thank you. | |

I always allow the non-voting members, if

theY’d like to make a‘commeht at‘this pOintC’Qf what,theyh
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think, be happy to listen.

MS. LUCKNER:: I think this is a great‘addition

to female contraception, and I commend the company. T

think ourhdeliberatiohs are‘hot‘juSt for today but for
tomorrow, and I hope the company proceeds posthaste putting
them in place. ‘

DE. 'BLANCO: And no comment.

I:always reserVeﬁtheyright‘for the last set of
comments. I'd like to chplimentkthe company on what I
thlnk is one of the best presentatlons of a PMA that I've

seen in elght years here and thelr data Thank you very

,Jmuch : It made for a very enjoyable day 1nstead of a very"

dlfflcult day as we' ve had a few here in other tlmes

I also would like to commend the audience for

their part1c1pat10n and welcome thelr comments ' Some of

them were very good and actually things that we had not
thought of and»were very good suggestlons. We apprec1atef
that, and as aiways; I'd like to commehdbeveryone at FDA
for all of their hard work and wonderful presentations and

wonderful participation, and I think you guys do a great

job. |

So thank you.

With that, unless anyone'else would like to
make some -- well, if you'd like to make some comments,

_otherwise we're going to close it up because we're 25
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minutes late, and T don't like to be late. |

MS;WBROGDQN;_ I would juét like to thank the
panel for youf deliberations,

,Thank you.

DR. BLANCO: So I'd like to thank the panéi,
too. It was a gréat’delibefation. _Please leave all your
paperwork here and they'll get it taken care of with the
confidential issues,

Thank you Véry mﬁéh.' Thank you for your
attention. Good night.

(Whereupon, atk5:25'p.m., the meeting was

recessed, to reconvene in closed session at 8:00 a.m. on

Tuesday, July 23, 2002.)



