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all have normal endometriun? \vare there patients

included who had sinple hyperplasia? | gon't believe
so. So | think it really should read that the
indication is a patient with normal endometrium put
that under the indications rather than -- and then we
can list it again under contraindications. But a
stronger statenment is that the indication is the
treatment of abnormal bleeding in patients wth normal
endonetri um

DR BLANCO:  Ckay. Any other comments on
any of the ones up there? (kay.

Next. And | guess |'d bring it up to the .

Panel to see what the nenbers thoughts are on D, how
much investigation should be done to nmake sure those

are not occurring before the patient is included in

t he study?

DR LEVY: | think that's a clinica
thing. It just says it would be with an endonetria
bi opsy or anything else. | don't think we need to get

more specific than that.

DR BLANCO. Okay. All right. Any other

comrent s?

DR LEVY: In ternms of size limt, clearly
ten is our -- ten centineters is our upper limt,
because that's the upper limt of the study. | would
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say for the lower Iimt we need to think about --

these are all in pre-menopausal Wwomen. o5 it we had
pre- menopausal , nul |i parous wonmen, you know, you could
have a uterus that's six centineters or seyen
centimeters in |ength.

DR JANIK  Especially if they're Lupron
pre-treated.

DR LEVY:  Especially if they're Lupron
pre-treated, right.

DR BLANCO Vell, but it's a tough
question to go both ways on, pecause on the one hand
you can say, well, there nay be some damage if you get
the lower end of the cervix. Byt what damage is that
going to be if you're not going -- you' re not
supposedly going to becone pregnant again. and at the
same time, the study did not have a |ower nunber so
that the data nay have some patients that were snall
and they really didn't have any conplications.

DR JANIK:  Well, you're risking cervica
stenosis.

DR. LEVY: Right. And henatonetra.

DR JANIK: Ri ght. And there were a
coupl e of cases reported.

DR LEVY: Wth henatonetra.

DR JANFK:  Yes. But you could do post-
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operative surgical dilatation as part of your --

DR LEVY: | think what | would ask, just
to forestall this conversation because we don't really
know, is to ask Conpany Sponsor and FDA to go back and
| ook at your data, |ook at the sizes of uteri. |
assume that you collected sonething about what the
uterus actually sounded to and take a | ook to see if
there were -- were the perforation issues issues in
smal | uteri? Were the hematonetra issues issues in
small uteri? Did you have any uteri that sounded |ess
than seven centinmeters? | nean we just need to -- we
don't have that data, and we need it to be able to
give you a good answer.

DR JaNIk: O you could put as a warning
of potential problems in small uteri.

DR LEVY: VWll, they need to | ook at
their data. Maybe they have good data on those things
and it isn't a problem W just don't have the data.

DR. BLANCO.  kay. Al right. Anything
else on the training progran? 1 nean | think we've
addressed al ot of issues already about training in
terms of the ultrasound skills, physician skills --

DR. LEVY: Just one nore thing, Jorge.

DR BLANCO  Go ahead.

DR LEVY: W've talked about entry
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uterine pathology as an exclusion criteria,
clearly in their protocol, patients with intranura
nyomes were acceptable. And | think that something in
the training, sonmething in the coments needs to talk
about the shape of the uterus, not with respect to
congenital anomalies but with respect to the position
and placenent of myomas that could make visualization
difficult wth ultrasound.

| mean it's just one of those things when
you get out there into general usage people are going
to push the envelope, and the way they're going to
push the envelope is to have sone very |arge
i ntramural submucous myoma that may indeed distort and
meke ultrasound guidance very difficult. 5o probably
we need to have sone comment about pathology that's
outside the cavity but could conprom se the procedure.

DR BLANCO  Okay. Yes. And the other
thing along those lines that we ought to -- with prior
devices of this type, one of the concerns has been the
perforation issue. And | think in the training with
the ultrasound and in the labeling for the physicians,
t hat needs to be addressed, because if it's in the
uterus, it's probably not going to create any problem
But if you do perforate and turn it on, there's the

potential for a lot of conplications and problens. So
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we need to seriously deal with that.

Any other issues on training that we m ght
not have touched on? Nope?
Al right. Then let's go to question

nunber eight, post-market study. ynder FDA gui dance,

patients fromthe pivotal study are scheduled to be
followed for a total of three years after the
procedure -- one year pre-market, two years post-
mar ket . | s the proposed followup plan adequate to
address issues of long-term safety and effectiveness?

DR LEVY:  Yes.

DR BLANCO Ckay. That's a very
definite. Dr. Dianmond?

DR. DIAMOND: | would probably say | would
like to see an additional group of patients with the
devi ce having corrected all 18 root problens involved
for this length of tine, in addition to the patients
who participated in this study being foll owed up.

DR BLANCO  In post-market?

DR DIAMOND:  Post - nar ket .

DR BLANCO Okay. Your rationale for
that? | mean I'mnot sure | clarified -- I"msure
what you want .

DR DI AMOND: Vell, we talked about

earlier about the fact that the device that has been
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utilized for the clinical trial is not the one that
wll ultimately be utilized if this device were to be
approved. | think that in addition to |onger-term
follow up on the patients that participated in this
study, we also want longer-term follow up with
patients with the device, as it wll be out in
commrer ci al use.

DR LEVY: But, Mke, what -- do you want
long-term follow up with those patients or do you just
want success or failure of the procedure? That's a
very short |ook at the next --

DR DIAMOND:  Ch, | nay want the fornmer as .
part of the approval process, put | still would Iike
them to go through the process we envisioned
originally for a three-year follow up.

DR. BLANCO. No, | know. But | guess ny
question, Mke, would be what do you think would be
different about a new subset of patients that have
this procedure that is different fromthe subset
already in the study that they're going to follow for
three years?

DR DIAMOND: | don't know. That's what
we'd find out.

DR. JANFK:  Maybe the skill level of the

people doing is different, so it will be a |ower
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success.

DR BLANCO Wll, you know, we've
addressed kind of this issue before also in terns of
how | ong to have follow up, because it really put a
| arge onus on industry to try to keep up this follow
up. So | think we need to be specific as to what it
is we're looking for, we're concerned about. And I'm
not sure we place that onus on other devices. Now |
don't know that necessarily means we shouldn't place
it on this one, but at least | guess | would feel nore
confortable hearing what we think is different about
this one long-term | totally agree with you -- short
and wth a new machine -- but is it that we expect
differently?

DR DIAMOND: Well, the difference between
this device and other ones along this line that we've
| ooked at is in the other times we've had the final
device, and we haven't had a 25 percent or higher
failure rate with a device as part of the clinical
trial, which we do have here.

DR BLANCO Ri ght . But that's all a
short-term -- those are all short-term failures.

DR LEVY: | mean we can say failure or
success at the time of the procedure. That doesn't

require a three-year follow up.
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DR BLANCO  Yes. See, | think -- | nean

| don't know, and naybe sonebody may want to address
this, but the idea of the long-termfollow up was we
don't know what this may do, all these ablations may
do in terms of devel opment of endonetrial hyperplasia,
endonetrial cancer, subsequent pregnancy, and how
those go on, rather than device specific

Anybody else -- what's the feeling of the
ot her Panel menbers? Sonmebody besides nme say
sonething. Dr. Janik, what do you think?

DR JANIK:  Well, | think my concern area
Is the variability anongst the different trial sites.
That's a little unusual conpared to other devices,
that wide range. So that would be the one thing to nme
that woul d warrant maybe |ooking at a second subset of
study group, but it is a heavy burden. So | don't
know in the weighing of things if it's worth it.

DR O SULLI VAN: The only thing that |
think we mght see is going to -- may well be an
I ncrease incidence of hematonetra. That | think is a
definite possibility because of the freezing and the
possi bl e damage of the internal |oss.

DR BLANCO so would you recomrend
anot her set of patients to follow for another three
years?

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, 0 C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

209

DR O SULLIVAN. No. |'d just follow the
ones that are here.

DR BLANCG  Gkay. Anybody el se want to
make sonme comment? |'d |ike to hear some conments
fromthe other folks about this. ¢ got quiet all of
a sudden. How about you, CGerry? You're not usual |y
qui et.

DR SHRK Wll, | guess I'm not so
concerned about problens after three years. | mean
I'm certainly concerned about the short-term probl ens
that have been identified, and | think that follow ups
over three years that nost of those are going to be
identified with. | think putting alonger time frane
than three years becones an onerous process for the
conpany. So | think that the short-term-- you know,
there's sonme things that need to be carefully | ooked
at. Over the long-term | think, you know, | don't
think it's probably any different than any other
devi ce.

DR DIAMOND: | was not advocating follow
up for longer than three years. Maybe | didn't nake
my point clear. | was advocating that the additiona
patients be evaluated for three years, not nore than
a total of --

DR O SULLIVAN:  You're tal king about the
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ones that get tested with the device as it's going to
be or has been comercially rel eased.

DR DIAMOND:  Right.

DR JANIK:  The 400 patients, or whatever,
that are done are upcom ng patients you're talking
about .

DR. BLANCO  Well, | think Dr. Dianond' s
assunption -- because what we suggested is that the
Conmpany needs to provide sonme data to confirm that the
new machi ne has corrected the high mal function rate in
clinical settings. And | guess if there's an
assunption that they may do another small set of
patients, to denonstrate that acutely, okay. And what
you're saying is in that group of patients that that
I's done. Because there's this other 400 out there
that were nmentioned, but if the machine just got
changed, |'mnot sure how they got 400 patients on
there, but that's another issue.

you woul d like to see those followed for
three years as well. [Is that what you're saying?

DR. DIAMOND:  Right.

DR JANIK: There is sone logic to that,
because we did put the question out there, why is
there this variability? And, to go back and | ook

internally within their data, they may not be able to
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answer that question w thout |ooking at nore patients.

DR SHARTS-HOPKO: Wl |, | agree that it
makes sone sense in ternms of logic, but | think that
it's excessively burdensonme to prescribe another
three-year study at this point.

DR 0O’SULLIVAN: Don't worry about
burdensonme.  They can afford it.

(Laughter.)

DR BLANCO  Any other conments? Weéll, at
| east we had one controversial issue anyway.

DR SHIRK:  Jorge, | think we're |ooking
at two issues here. Basically, oneis a regular post-
market study, and | think that needs to go on. pyt,
two, we've already addressed the other issues that I
think that they need to be secondary studies, not
necessarily included in a post-market study but
basically | thought that we already addressed the fact
that we're going to ask the Conpany to address these
ot her issues. And is that part of the post-nmarket
study or is that -- are those separate issues?

DR. BLANCO: No, | think --

DR. SHI RK: Do we make sure we divide them
into two different issues?.

DR BLANCO Wll, it is an issue. I

think everybody agrees that the Conpany needs to
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provi de data showi ng that the nachine has a | ower
mal function rate out in the field. | don't think
there's anybody that has a problem with that. g

we'll see what the vote -- the question whispered in

my ear before approval, when we cone to a vote we'll

see how the Panel feels on that. But | think the

issue that Dr. Dianond brings up is that that set of

patients also needs to be followed for three years,

right?

DR. DIAMOND:  Correct.

DR. BLANCO  Ckay.

DR DI AMOND: Because if we have a nore
efficient cryo process, who knows whether they'll be

whether it's hematonmetra or el sewhere.

DR BLANCO.  Well, but the nalfunctions I
don't believe were in the efficient -- well, no, there
were, because there were sone tenperatures reported
there. Ckay.

DR. DIAMOND: And there were sone place

where there were nore than two freezes.

DR BLANCO: | stand corrected; you're
right.

DR JAN K | think those were three
| ssues. One, you want to see that the nachine

actually works, so that data probably is already
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available.  vyou want your three-year data to see if
there's some untoward effect we haven't figured out.
And then you really want sone intermediate data to try.
to explain the site variations. So there's three
different questions that we really need clarification
on. And the last question | mentioned doesn't really
require a three-year study. It just requires sone
further site explanation or nore patients.

DR BLANCO: (Ckay. Wy don't we bring it
up to a vote. We'Il bring that up. That seens to be
a controversial issue. \W'I|| see howit falls.

I'd like to now address FDA and see if any
other issues that we need to bring up? Have we
answered the questions that you have in mnd? (xay,
Anybody el se wants to say anything? |f not, we're
only three mnutes over our tinme table, so let's go
ahead and take -- no, actually, we're ahead of our
tine table. Cnh, all right.

Well, then we're going to skip the break,
and we're going to nove right on to the next step.
And the next step is another open public hearing. So
if there are some fol ks who would |like to come forward
and address sone of the issues that we nmay have
brought up.

DR SCHULTZ: Dr. Blanco?
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DR.  BLANCO Yes, sir?

DR SCHULTZ:  Wth all due respect, I'm
seeing a lot of restlessness in the audience. ¢

we do maybe a five-mnute break?

DR BLANCO.  (xay.

DR SCHULTZ: Wuld that be a fajr
conpr om se?

DR BLANCO Five-minute potty break. But
we'll start on tine,

(Whereupon, the foregoing nmatter went off

the record at 3:07 p.m. and went back on

the record at 3:15 p.m.)

DR BLANCG: Al right. Let's go ahead
and get started. And what we'll do now is we have
sone time to go ahead and hear back from you fol ks.
You've heard us talk about some of the issues and some
of the discussion, so this is your turn to nake some
comments on some of the issues that we've addressed.

So is there anyone who would like to
speak? M. Mirray, go ahead.

MR MJRRAY: Thank you, and thanks for the
opportunity to address the Panel again. | ' m Dave
Murray.

First, | guess | want to say -- start out

by saying that all the physicians in the study were
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directed to use a procedural technique of four and six

m nutes, and that when you consider the patients, only
t hose patients who got four- and six-mnute freezes
during the study, we achieved the equival ence, as
identified in our IDE. And it is our intent now to
|l abel the device for physicians in the direction for
use to do four- and six-mnute freezes. gg we're on
board with you there.

W also wanted to nmention the site-to-site
issue that you nentioned. W were interested in that
as well, as you m ght inmagine. We intervi enwed
investigators. W had our statisticians |ook at the
data. But keep in mnd that the sites that had poor
results had |ow enrollment nunbers. Sp there was no
statistical issue that came up, other than sone of the
refinements of technique, like traction on the
tenaculum that we learned as we talked to
investigators. W wll continue to work with the FDA
on that but thus far have been unable to find that.

We also, | guess, would nention that we
wll work with FDA to nodify the |abeling to ensure
that we give physicians good, early instruction on how
to start using this device,. But we agree with those
of the Panel who advised sonme flexibility in the case

of smaller uteri, for instance, or just anatom cal
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variability. We hope that that flexibility can at

| east remain at the physician's discretion at sone

poi nt.

And then finally, regarding reliability,
we agree with Dr. Neuman's suggestion on validation of
changes. | just want to make sure and clarify for the
Panel, the 16 root causes that we identified, that we
corrected, and that we did validation on, tnose 16
root causes have all been inplenented in the devices
that have been sold since comercial launch. and we
do have data on those 16 issues in our commercia
conpl ai nt database and will work with FDA to provide
that data to them W think the fact that there have
been zero conplaints on those 16 issues speaks to the
effectiveness of the validation technique, that those
that got changed and validated got put in the field.
Four hundred procedures have been done, Zero
conpl ai nts.

So we think that speaks for why validation
ought to work for these last two issues that we're in
the process of validating right now and suggest that
we get on with that and come back to the FDA with that
data to show that those two issues have been totally
resol ved

So, again, | thank you. | hope the
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clarification of the inplenmentation of the changes for
the 16 hel ps everyone to understand the device. And
| guess one other final point is that the device in
comercial use is not a changed device from the device
that was used in the clinical study. w djd change
sone material so there would be a |ower |evel of
cont am nati on. W made sone other mnor process
changes to reduce contam nation. But engineering-
wise, it's substantially the same device as was used
in the clinical study and has exactly the sane
performance specifications and criteria as the device
used in the clinical study. Thank you

DR BLANCO  Thank you. Anyone else that
would like to address the Panel fromthe audience or
the sponsor? Any of the physicians? No? | think FDA
would -- anyone from FDA |i ke to nake sone fina
comrents at this point?

DR SCHULTZ: Vel l, no. | think the
di scussion has been extrenely conplete and extrenely
hel pful, and I think we have a clear direction in
certain key specific areas |ike the issue of the
val idation of the changes that were nade and |ike sone
of the labeling changes that you've recommended. And
| think that we can work with the Conpany to resolve

those issues. And, clearly, if there are questions
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that cone up during that process, we know where to

find you guys.
DR BLANCO. Al right. Thank you. Al
right, having no other conments, ['Ill turn it over to

Dr. Harvey to go over the definitions and the method

of voting.

DR HARVEY: | just wanted to review our
definitions of safety, effectiveness, and valid
scientific -evidence.  There's reasonable assurance
that a device is safe when it can be determ ned, based
on valid scientific evidence, that the probable
benefits to health fromthe use of the device for its
I ntended uses and conditions of use, when acconpanied
by adequate directions and warni ngs agai nst unsafe
use, outwei gh any probable risks.

Ef f ecti veness, There's reasonabl e
assurance that a device is effective when it can be
determ ned, based on valid scientific evidence, that
in a significant portion of the target population the
use of the device for its intended uses and conditions
of use, when acconpani ed by adequate directions for
use and warnings against unsafe use, |l provide
clinically significant results.

['m not going to read that whole thing.

(Laughter.)
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Just to review what we nean by valid
scientific evidence, we're talking about primarily
wel I -control led investigations, partially controlled
studies, studies and objective. trials wthout match
controls, well-docunented case histories conducted by
qualified experts, and reports of significant human
experience.

Do we have voting procedures up there?
For the Panel, the reconmendation options for the PMA
are either approval. That would mean that there will
be no attached conditi ons. Approval with conditions.
That would nean that specific conditions would be
di scussed by the Panel and |isted by the Panel Chair
before the vote. And your third choice would be not
approvabl e, and you can do that for one or more of the
follow ng reasons. Basically, it would be that there
woul d be a | ack of show ng of reasonable assurance
that the device is safe under the conditions of use
prescribed, recomended or suggested in the |abeling;
there is a lack of show ng of reasonabl e assurance
that the device is effective under the conditions of
use prescribed, recomended or suggested in the
proposed |abeling, or based on a fair evaluation of
all material facts, that the proposed labeling is

fal se or m sleading.
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The voting procedures will be for a voting

menber to nake a notion recomrendi ng an action

I ncl udi ng any conditions pertaining to t he
recommendation.  The Chair will request a second on
the notion and entertain any discussion. And then the
Chair will call for a vote on the motion. | there is
more than one condition, this is always the confusing
part, each condition will be voted on separately, and
then the entire anended notion will be voted on. And
voting can be acconplished by a show of hands or
polling. And as part of the vote, the Chair may query
each Panel nenber to state for the record their
rationale for their vote.

And you should keep in mnd that PMA
review is independent of the follow ng considerations:
cost, previous regulatory difficulties, clinical data
submtted in any other pMAs for simlar devices by
conpeting conpanies or the medical/legal climte and
its effect on the standard of care.

DR BLANCO Ckay. |'m also going to take

the Chair's prerogative, just because we've done this

a couple nore times and it nakes it easier, that the
way |'d like for the motions to be made is that if we
can first get out of the way whether we want total

approval with no attached conditions or not approvable
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so that if the wish of the Panel turns out to be

approvable with conditions, then we can tal k about the

i ndi vidual conditions and get the other two issues out

of the way.
So, as the Panel Chair, | will now

entertain a notion. | f anyone would like to make a

nmotion for full approval with no attached conditions
or for non-approval for one of those reasons. And
then if not, | will entertain notions on the other
one. Anyone care to make a notion?. | don't hear a
nmotion on approvable or not approvable.

Al right. Wuld anyone care to nake a
nmotion on approvable with conditions, and we can then
begin to list conditions?

DR JANFK: 1"l notion

DR LEVY:  So noved.

DR BLANCO ~ (kay. How about you notion
and you second? (Ckay? So we have a notion and a
second with approvable with conditions. So nowlet's
start sitting down and going over sone of the
conditions. And |I'd just tell you ahead of time, they
don't like to say everything we discussed before. So
let's point out sone of the.conditions, and I'd try to
wite a few, but you guys go ahead and bring them on.

DR.  JAN K: One is docunentation that
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device failures have been corrected.

DR. BLANCO: You're talking nalfunction --

DR. JANIK: Ml function

DR. BLANCO: -- or device failures? Okay.
So that the malfunction rate has been corrected. Do
you want to be anynore specific than that or just
| eaving it as docunentation and leaving it up to the
FDA and the Conpany to determne the Ievel of need of
documnent ati on?

DR JANIK: 1'd leave it open

DR. BLANCO  Okay. Any comments on this
particular iten? Let's just take themitem by item
| guess.

DR LEVY: | guess I'd like to leave it up
to FDA up to point but to say that | do think an
additional study is required of the current narketed
device with all 18 of 18 corrected, just to docunent.
And a study just means that | don't think |ooking
backwards at 400 marketed devices where coments that
were not solicited by the Conpany have not been
recei ved. | think that's different than actually
| ooking at it and soliciting conments.

So ny recommendation is that it doesn't
have to be an in-depth, random zed, conplex deal, but

that the currently marketed device be studied
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prospectively fromthis point on to assure --

DR, BLANCO And your interest is the
mal function, so it would an acute, short-term study.
DR LEVY: Correct.

DR BLANCO: GOkay. Any comments on that?

DR KATZ : Vell, | think we -- the way
irsworded it's still open ended, and | think that if
we're going to say that, | think we have to |eave that

to the discretion of FDA regarding what wll be
sufficient in such a smaller prospective study.

DR BLANCO  Ckay. Any other comments?
Dr. Jani k?

DR JANNK:  I"mnot sure that it needs to
be prospective. | think it could be retrospective
review, but --

DR LEVY: And that's what |'msaying |I'm
unconfortable wth.

DR JANIK:  Ckay.

DR LEVY: Because when sonething's
already on the market and you're relying on nedical
device reports, | know in ny hospital if | don't
demand that they get done, they don't get done. And
| may whine and scream and carry on about sonething
that didn't work, but it may not get reported. so |

think we need to be | ooking for problens with this
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device rather than relying upon reports that may or

may not have been solicited.

M5. DOMECUS: But maybe there's a niddle
ground. Maybe we don't have to just rely on the
passive MR system or do a prospective study. Maybe
we could just have -- if it's feasible and | don't

know if it is -- if it's a manageable nunber of sites,

go back with standardized case report forms, and if
the hospital records are detailed enough to -- or the
physician records are detailed enough to transpose it
onto the case report forms. And | think that shoul d
be available as an option. |t may not be a legitimte .
option once they try to inplenment it.

DR LEVY: Vell, one thing, though, is
that only 16 of the 18 have been corrected, as |
understand it, in the things that are on the market
right now Is that correct?

DR. BLANCO  Yes.

DR. LEVY: So ny issue is I'd |like 18 out
of 18 to be corrected.

DR. BLANCO.  COkay.

DR. LEVY: And then we take a look at it.

DR. BLANCO a1l right. Let's go, because
we need to go over this with very specifics. So the

other issue that you need to put into there, Dr. Levy,

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHOOE ISLAND AVE.. N.W.
(202) 234-4433 WASHINGTON, DC. 20005-3701 www.nealrgross.com




10
11
12
13
14
15
16
17
1%
19
20
21
22
23
24
25

225
is do you want this as pre-market or a post-market

study?

DR LEVY:  Pre-market.

DR BLANCO Okay, pre-narket. SO0 go
ahead, Dr. Dianond.

DR DI AMOND:  Yes. | would |like to see
post-market for three years followed up with a pre-
mar ket study, nunber one.  Nunber two, 1'd like --

DR BLANCO. Wait a minute, because we're
now going into a different amendnent. gg we're goi ng
to different issues. Al right. Go ahead. So a
three-year study pre-market or post-narket?

DR DIAMOND:  No, no, no. The pre-narket
study that's done, that those patients be followed for
a total of three years, which would then include a
post - mar ket component .

DR BLANCO Al right. So nmake sure we
clarify. The motion of Dr. Levy includes a condition
that they develop a pre-market study to ensure that
the mal functions of the machine have been corrected,
and then you would add to that as a post-market you
would like to see those patients followed for three
years, correct?

DR DIAMOND: As we've done with simlar

devi ces, yes. | also would like to see that the
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indication talk specifically about the fact that this
group -- this device will reduce vaginal bleeding.
Because the way the indication is now | abel ed --

DR BLANCO.  Wll, let's take one of the
conditions at a tine. That's kind of another
condi tion.

DR DI AMOND:  That is.

DR BLANCO So let's take one. So, so
far, what |'ve got is that a condition needs to be
docunentation of correction of malfunction rate, and
the notion on the floor is for that to be through a
pre-mar ket prospective study and, Dr. Levy, do you
accept Dr. Dianond' s anendnent to add a three-year
post - mar ket study?

DR LEVY: | don't feel that jt's
necessary.

DR BLANCO  Ckay. So then we've got to
vote on each of them separate. So let's vote, first,
on the three-year post-nmarket follow up of these
patients. Does everyone know who's a voting menber
and who is not? (Ckay. Al right.

So may | see a show of hands --

DR O SULLIVAN.: My | ask a question?

DR BLANCO.  Certainly.

DR O SULLI VAN: Are we voting on the
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t hree-year post-market study of the ones that have
al ready been done?

DR, LEVY: No.

DR BLANCO No. W're taking it a step
at atime. So what we're voting is if we pass -- a
condition of approval is that they do another study
| ooking at the malfunction rate that is corrected,
that they follow those patients for three years. So
we're just voting right now on the three-year post-
market condition if that study is done, if we approve
that study. W're trying to take it one step at a
tine.

Al right. Maybe |'ve got the wong
order. Maybe we should vote on the pre-narket
prospective study first. So any discussion? So right
now the issue is we think a condition needs to be the
device nal function evaluation and the suggestion is a
pre-market prospective study. Any comments before we
vote, or discussion? Aall right, fine.

May | see a show of hands. Those in favor
of having a pre-narket prospective study to
denonstrate this? Please hold your hands so | can
count. N ne in favor.

All those opposed? Zero opposed. So

that's part of the condition.
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Now, Dr. Dianpbnds adds an anendnent to
have a three-year post-market follow up of these
particular groups of patients. Any comments on that
before we vote.

DR DIAMOND:  For a total of three years.

DR. BLANCO  For a total of three years,
I'm sorry. Okay. Any coments?

DR KATZ: | think that they confuse the

i ssue of what's an adequate post-market eval uation,
because the standards for what is essentially a
t echnol ogi cal evaluation of a device may not be the
sane standards for a biological evaluation of the
consequences of the application of the device. |
think that our issues of post-market eval uation should
be separated from eval uati on of the technol ogi cal
performance of the device.

DR BLANCO  So you would vote no on this.

DR KATZ: | would vote no.

DR BLANCO  Ckay. Al right. Any other
comments? Dr. Levy, 1 think you were |eaning forward
to make a comment? No? Al right.

Al'l those in favor of studying those
patients three years post-market, raise your hand,
pl ease. (ne.

Al those opposed? Seven opposed. Does
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not carry and one abstention.

Ckay. So right now one of the conditions
that we have is docunentation of correction of
mal function rates through a pre-market prospective
study. And we would leave it up to the Conpany and
FDA to work out nunbers and length of time, et cetera.
it the thrust was acutely |ooking at mal functions,
short, quick. Ckay? Al right.

Are we ready to nove on to a separate
condition? Dr. Shirk?

DR SHRK | would nove that there be a
study evaluating the cause of the user variability,
not only within the original study but also if there's
a problemw th user variability, it could be tied to
this post-market thing so that we get some idea as why
there was a site variation

DR, BLANCO. Al right. So you are -- let
me make sure | rephrase this correctly -- you are
proposing a notion that you have a pre-narket new
study to look at inter-site variability and to try to
explain that. |s that what you're saying?

DR JaNIk: O another way --

DR. BLANCO Wiit, wait a minute. Let ne
make sure that that's what he's saying first.

DR SH RK: Correct. And that could be
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included in the study that --

DR BLANCO: Al right. Is there a second

to that notion?

DR KATZ: Are you tal king about a new
clinical study with different sites or are you talking
about a reexam nation of the current data?

DR SHIRK  Well, | supposed both, but
mean | think --

DR BLANCGO  Well, no, you made the notion
-- I'msorry to interrupt, but you made the notion
That's why | tried to clarify it. M understanding of
your notion was that you wanted a new study. g tpat
not correct? O you just want an analysis of the
current data?

DR KATZ: That's ny question. [''m not
quite sure what's being noved here.

DR SHRK: Well, | guess, basically, you
could do both, but |I mean it's a sort of -- | nean but
the question basically is a user variability inherent
in the procedure and what things can be done in the

| abeling or training process to mnimze that.

DR BLANCO: All right. So what you're
saying -- make sure | say it correctly -- you want a
pre-market analysis with analysis of the current

exi sting data plus a new study |ooking at inter-site
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variability, is that correct?

Okay. Now before we go into discussion,
does anybody want to second that notion?

DR JANIK: | want to rephrase it.

DR, BLANCG Ckay. Vell, that's okay.
W're going to do that in a mnute. The notion dies
because of |ack of a second. Okay? Now you want to
rephrase it,"'Dr. Shirk, or you want to let Dr. Janik
do a little rephrasing for you?

DR SHRK Dr. Janik can do it better.

DR BLANCO.  Ckay. Dr. Janik, roll wth

DR JANIK: | think what nmaybe he's trying
to say is we want to have a standardi zation of the
technique, so looking at the inter-site variation to
cone up wth a standardization as far as ultrasound,
pul ling back from the cornua, tenaculum questions
that have cone up, and then validation that corrects
the inter-site variability. So follow up of these
existing patients with standardization of technique so
it can be published as a user nanual.

DR. LEVY: Fol | owi ng up, you Nean
reanal ysis of the data on existing patients.

DR JANI K No. Because | think if you

reanal yze the data, you're going to conme up -- | don't
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think you'll be able to answer the question. So

you'll have to come up with what your theory is of why

DR LEVY: But follow ng these patients
| onger isn't going to give you that information
ei ther.

DR JANIK:  But it would in that you cone
up with your theory of why. And then if you retest
and it renoves the variability, you have answered it.

DR LEVY: No, no. | think we either have
to take a look at the data that we have, analyze it,
and say, yes, we can conme up with a series of things
| i ke the tenaculum that are going to answer the
question for us, or we have to say we can't use these
data that we have. W' ve been unable to find
something. And then we need to have a second | ook at
it all, perhaps taking the pre-market trial that we've
just approved and foll owi ng those patients perhaps for
si x nont hs.

DR JANNK: | see what you're saying. If
you can answer the question with the old data, then
you don't need it.

DR LEVY: Correct.

DR JANIK:  But |I'mthinking you won't be

able to answer it.
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DR LEVY: \Well, so -- okay.

DR, BLANCO: And the point | was trying to
get at with Dr. Shirk is that's what -- you know,
there's a big difference between going back and

anal yzing data or even |ooking during the pre-nmarket

DR LEVY: Right.

DR. BLANCO -- study of the malfunction
and trying to see the failure, add that to it, which
should be relatively easy to do, and seeing whet her
you see something, as opposed to a whole new study
whi ch may take another two years or nore to put
together. So that's why | want to be very specific

about what it is that we're suggesting needs to be

done. Ckay? Dr. O Sullivan?

DR O SULLI VAN Jorge, didn't they
already say that they went back and |ooked at it, and
they couldn't see anything because the nunbers were so
smal | that there was nothing that they could cone up
with?

DR BLANCO They have mentioned that,
believe. Okay. Can you try to restate your notion?

DR JAN K Here, vyou want to try it
agai n?

DR BLANCO Well, let me clarify it for
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you. Let ne try to do that, because there are two

| ssues. You  want sone docunent ati on of
standardi zation of technique, and | think that's
great, and that can cone up separate. So let me
narrow the issue down to |I think what the point is.

Do you want to make a notion to require a new study,

pre- or post-market, however you think it should be

that addresses the issue of inter-site variability?
Are you concerned enough about that inter-site
variability that you need to have new data in order to
be able to approve the device?

DR JANIK: |'mconcerned that there’s too
much variability in the technique in the manual as it
is. If they can go back and rework the existing data
t o docunent standardi zation of the technique, that
woul d be fine.

DR BLANCO Ckay. What about a new
study, because you brought it up?

DR JANIK:  If it can't be answered, then
follow up with the existing patients, yes.

DR LEVY: Following up with the existing
patients isn't going to solve the issue, because you
al ready have the discrepancies. |f you want to | ook
at

DR JANIK: O these pat-ients.
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DR LEVY: New ones?

DR JANIK: New ones.
DR LEVY: Then you're going to need
nunbers that are big enough. | really think that

there are two issues here. The Conpany has
dermonstrated to us statistically effectiveness. There

have been -- our concern is the fact that there seened
to be sonme sites that were significantly |ess
effective than other sites, and we're all struggling
with that issue

May | suggest that perhaps a better way to
deal with that is in a post-narket analysis of a
certain nunber of patients, once it's in general use,

to assure FDA and us that indeed in general use post-

market -- not pre-market, because pre-market they've
al ready done what they needed to do -- but in a post-
market analysis that in general use, once the

training's been uniform and standardi zed, that we
indeed get results that are conparable to the pivotal
st udy.

DR DI AMOND: It sounds |ike at |east
t hree people are asking for some sort of post-nmarket
anal ysis of these patients for Barbara's amendnent,
whi ch are going to be done in a nore standardi zed

fashion, correcting for the tenaculum pulling back
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fromthe cornua, and all the other things that we've
| earned, which is the anendnent | was trying to
propose and it got voted down.

(Laughter.)

It sounds like I mght have finally three
converts.

DR BLANCO  You want consistency there
Dr. Dianond?

DR, LEVY: Wait a mnute. M chael , |
don't think we need three-year data on that.

DR JANIK:  That's the problemwith three-

year data.
DR LEVY: |'mvery happy with six nonths.
DR JANIK:  |'"m happy with six nonths a
year too. ['mfine with that. It's the three year
part of it.

DR, DIAVMOND:  Make it a year.

DR BLANCO Al right. Mke that notion.

DR JANIKI  Ckay. It's two notions. (ne
Is standardization of technique and nodification of
t he manual based on analysis of the inter-site
variability. The other notion is post-nmarket analysis
of this new study to docunment that the nodification of
technique actually is effective.

DR BLANCO: (kay. Let's take the first
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one, the standardization of technique. First of all,
do I have a second for that?

DR LEVY:  Second.

DR BLANCO Al right. Any discussion?
Al right.

The notion on the floor, as a condition of

approval, is that there be standardization and

docunment ation of that standardization in the physician
manual and training of the technique required.

Al'l those in favor raise your hand,
pl ease.  Ckay.

Al those opposed? Zero. Ckay. Oh,
sorry. | thought you were a voting nember, sorry.

Al right. That notion passes.

Now, the second notion, and do | have a
second for that. It's to have a post-market analysis
study, and the recomendation was to do the eval uation
of device nmalfunction patients and foll ow them out for
either a six or a one-year period, and we need to --

DR LEVY: Let's nake it six.

BLANCO  Make it six.

JAN K: Mont hs.

s 3 2

BLANCO  Six nonths. Yes, not years.
Sorry, sorry. Six months period to try to address the

issue of inter-site variability. Have | restated that
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correctly?

DR JANIK: That's good.

DR KATZ: | have a question.

DR BLANCO: Certainly. Go right ahead.

DR KATZ : Ckay. Mchael, here is ny
questi on: Is this group sufficient to get us that
i nformation? In other words, if we're |ooking at
variability between sites and we have a -- it seens to

me we have a short-term technol ogi cal goal that |
think can be dismssed very quickly. And maybe the
most -- and | think that that's a pre-market goal
right?

DR. DI AMOND:  Correct.

DR KATZ: Right? Now the sanple size to
achieve this pre-market goal nmay not be sufficient to
statistically answer the question of inter-site
variability.

DR LEVY: | agree, and that's why I
didn't include that it should be the sane group

DR JANIK: It doesn't have to be the sane
group.

DR. BLANCO  (Ckay. So --

DR LEVY: It’s just a post-nmarket
anal ysi s.

DR BLanco: Ckay. So both people that
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the person who put the notion in and the seconder

changed that.  So now it's not tied to the other
study. so we're asking for some post-narket evidence
of inter-study variability.
DR LEVY: It's really of effectiveness
and general usage is what we're really |ooking at.
DR KATZ:  Yes. And how are we going to

define that? |n other words, it is post-market, but

it means that there needs to be a rigorous way that
data are collected to give us this information that
are bal anced enough that we can ferret out the
variability, right?

DR LEVY.  That's not our issue.

DR BLANCO  Yes. | think that probably

we can leave that up to the Conpany and FDA to work

out.

DR KATZ : Okay. That's fine, that's
fine. It we can pass that on to FDA, that's fine.

DR BLANCO.  (kay.

DR KATZ: Fine wth ne.

DR NEUMAN: M. Chairman, are we going to
require that the same sites be used as in the pre-
mar ket st udy?

DR, LEVY: No.

DR. JANIK: No. we don't want themto be
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DR.  BLANCO. No. | think that's up to
t hem

DR JANIK:  It's general usage.

DR BLANCO | think we'll leave it as
general as the motion currently iS. | think FDA gets

the point of what we're saying if it passes. Gi ndy,
you had a conment.

M5. DOMECUS: | appreciate the issue we're
trying to address here, but I'ma little bit concerned
that the nunbers -- and | think this is what you were
saying as well -- that the nunbers to really get at
our issue and prove our issue are going to be
astronomcal. And also if you look at the rollerbal
group, Which is the gold standard, the failure rate at
six months ranged from zero to 80 percent. And at 12
months, the failure rate ranged from zero to 75
percent. So | think there's going to be with anything
that's in the hands of a physician isn't just a --
there's technique involved. There's going to be some
variability. | don't know if we can ever elimnate
it, and to try to study it and all the potenti al
factors that go into the variability, | just think
it's going to be very difficult to prove.

DR. D AGOSTI NO | think when we

originally started saying can you go back and
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reanal yze the data, |'m sure the FDA is going to do
that. W don't have to really tell themto do that or
suggest it. The next study that you're talking about,
it's much harder than the study that the sponsor
already put forth in ternms of trying to sort that out.

But | think the nessage is clear that
we're very unconfortable with the variability and so
forth, and we're saying that we're not really -- the
way |'minterpreting it, we're not willing to let it
end, that we can nod to it. \W're aski ng that anot her
study be put together and sort of leaving it quite
loose, | think, and quite appropriately on how that
actually gets inplenented.

DR BLANCO: (kay?

M5. DOMECUS:  Maybe the goal is just to
reduce the variability based on recomrendations that
come out of analysis of existing data.

DR JANK:  What we want to know is the
technique as standardized in the manual is really
going to be able to be applied to all people. Are all
the elenents in there?

DR BLANCO  Any other comments?  (kay.
Then this condition is up for a vote. Try to
summarize it in general. There would be a post-narket

anal ysis of the standardized technique with a revised
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device to address the inter-site variability with as
short as a six-nmonth follow up

Al'l those in favor raise your hand. Ei ght
in favor.

All those opposed? And one abstention.

Ckay. Further conditions of approval
Dr. Dianond?

DR. DI AMOND: That the indication

specifically state it is for the reduction of

bl eedi ng.

DR LEVY:  Second.

DR BLANCO  Any comment? All those in
favor?

Al'l those opposed?

Passes. Dr. Levy?

DR LEVY: Since all the patients were
pre-treated, | think we have to have in the |abeling

the statement or the label for pre-treated uteri,
because | don't think we have any data on no
treat nent.

DR BLANCO.  Unless you think that's nore
inportant than all the others, can we nmake it nore
general so we don't sit here and nit-pick this to
death? Anyway, can we just say the labeling, both
patient and physician --
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DR LEVY:  Absol utely.

DR BLANCO  -- have a lot of work to do
DR LEVY:  Yes.

DR BLANCO  And that --

DR LEVY: | love it.

DR.  BLANCO -- we have nade throughout

our discussion lots of comments that would be good

suggestions?

DR LEVY:  Yes.

DR BLANCO  Wul d everybody -- would the
Panel be agreeable to that, rather than go through
every single one?

DR LEVY: I'1ll second your --

DR BLANCO No, I'mjust --

DR LEVY: No, | like it.
DR BLANCO kay. Geat. | don't think
| can neke notions either. | don't vote. sSo, anyway,

does everybody understand the notion in front?

Al | those in favor for | abel i ng
consi derably revised?

Al'l those opposed.

The notion passes. Any other itens? Do
we want to neke any specific statement or make issues
about the safety of the ten-mnute freeze? W wanted

to leave it variable, wanted the nachine to do that.
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We nentioned sonet hing about |ooking at some nore data

froma few extirpated organs to ensure that if you
froze the organ for ten mnutes, you still got the
sane results as they have already provided at six
mnutes. Anyone have any interest in pursuing that?

DR O SULLIVAN. | thought --

DR BLANCO  |'m | ooking for a notion from
you guys.

DR O SULLIVAN:  But | thought that they
said that they were going to label it as four-mnute,
six-mnute freeze. They }ust said that.

DR. BLANCO ' Right. No, but the issue
that was brought up -- and that's true, and we want
the variability, and everybody agreed to that. \pat
we discussed, and just was as a safety issue for the

machine that it would shut itself off after a
continuous ten-mnute freeze is what it does now And

the issue was that is there sone evidence that that's

safe, that ten mnutes is safe to do? And if we don't

want it, we don't want it.
DR, JANK: | don't think we need it,

because you can keep freezing it five times if you

want .
DR BLANCO.  Ckay. Then it's gone.
DR LEWY: | think the real issue is
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consistency in usage and getting those t rai ni ng
gui delines the way we need to have them  §aan that
up a lot, and | think it will be fine.

DR- BLANCO  Yes. | just wanted to bring
up the points that | had witten down to bring back
for the documentation.

All right. Any other issues on any ot her

condition that the Panel would like to take a | ook at?

Okay. Is there anything -- we spoke al so about
trai ning. Any physician training? The issue of
ultrasound? | think we kind of thought that maybe

that was |unped under |abeling.

DR. LEVY: Vel |, it's in the
standardi zati on of the training guidelines. Tt
under that, standardization and in labeling. |t's in

both pl aces.

DR, BLANCO So everybody's confortable
with this. Anything else? Al right. Hearing no
ot her additions to conditions of approval, do | have
a notion to accept the product -- | forgot the exact
termnology; it's here sonmewhere.

DR LEVY: Wth conditions.

DR, BLaNCO: To approve the product with
the conditions |isted?

DR. JAN K: So nmoved
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DR. LEVY: So noved.

DR BLANCO Moved and second? Any
di scussi on?

Al those in favor? (kay.

Al those opposed? Al right.

The notion passes, and the device is
approved with those conditions. And now we go through
the fun thing of everyone explaining why they voted
the way they did. Dr. Levy, why don't you go first?

DR LEVY: | think the Conpany proved
safety and effectiveness with the caveats that we had
some concerns about their consistency in the way the .
device was used across sites. And | think that these
conditions will relieve my mnd and resolve ny issues.
| think all of wus are concerned about the
effectiveness of this device in general use. And
al though | understand that its burdensone to do a
post-narket study, | think the only way we'll know for
sure that we don't get 25 percent overall is to
require that post-market study.

DR BLANCO Thank you, Dr. Levy. Dr.
Shart s- Hopko?

DR SHARTS-HOPKO: | would only add -- |
agree with what Barbara had to say. | would only add

that |I'm very concerned about how the product is
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presented to wonen. And so | believe that our
concerns about |abeling will take care of that issue.

DR, BLANCO.  Thank you. Dr. Di anond?

DR DI AMOND: | think the data that was
presented showed the device used as it was in this
trial was safe, and although there was sone variation
efficacy overall, it was within 20 percent of the
control group, meeting the prescribed criteria.

DR BLANCO Ckay. Before Dr. Neuman,
we'll do ladies first. Dr. Janik?

DR JaNIK: | voted this way because of
some concerns of use in actual clinical practice and
variability in ability of the standard gynecol ogi st
versus the study site people. And | think the
standardi zation of protocol will help ensure that it's
both safe and effective.

DR BLANCO.  Thank you. Now Dr. Neuman?

DR NEUMAN: | believe that the Conpany
followed the guidelines that this Conmttee had
prepared in an earlier neeting, and that although our
di scussi ons today have brought up several issues that
need to be considered, | believe that these will be
adequat el y addressed by both the sponsor and the FDA

DR BLANCO. Thank you. Dr. Shirk?

DR SHRK: Well, I think | voted this way
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because I'mstill unconfortable with variability and
data and the final outcome as to how effective the
procedure really is. Qoviously, | think it
denmonstrated that in certain hands the procedure is
very effective, but in general hands how effective it
really is is still to be determ ned.

DR BLANCO.  Thank you. Dr. O Sullivan?

DR O SULLIVAN:  You just said what | was
going to say. | voted for this because | really
believe that the Conpany did do exactly what they were
required to do to show that indeed it was of equal or
equival ence to the rollerball technique. There were
concerns regarding the differences in jinter-site
variations, and | think that putting the caveats on
the approval are only an attenmpt to nmake it a better
device and nore safe for wonen.

DR. BLANCO  Thank you. Dr. D’Agostino?

DR D AGOSTI NO | nmean | think the
variability we saw actually is not unusual in clinical
settings. The trouble was the explanation, the
under standi ng why and so forth. And | think that sone
of the recommendations will in fact try to grapple
with that. Is it a |earning phenonenon that doesn't
| ook like the data really says that, and the data they

have right now is probably not sufficient. But with
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some standardization and some nore activities,

hopefully they' Il get a better handle at that.

so |
think it was very sensible the way we voted.
DR BLANCO.  Thank you. Dr. Katz?
DR KATZ: | don't have nuch to add. |

think that the Conpany did follow the guidelines of
FDA, and | think that we have covered the bases in
dealing with our concerns about the standardized use
of the device and our understanding of how to make it
the best possible product for womnen.

DR, BLANCO And al t hough you did not
vote, both Ms. Domecus and Ms. Young, | would like to
hear your comments. In no particular order, |I'm
sorry. No comments? (kay.

MR YOG : |"d like to speak to one
issue, which we didn't really discuss, and that was
i nformed consent. | ' m concerned about always the
wording of the informed consent for the patient and
the information, of course, particularly with respect
torisks. In the docunentation you provided, you gave
us a copy of the informed consent formfor wonmen who
were taking part in the study. You gave us the
informed consent form for the addendum on the
hysteroscopy procedure, but you didn't give us the

informed consent form maybe because it hasn't been
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devel oped yet, that will be used for women who are
given the treatment of your product, for the device.

sol just would like to state that ihat
i nformed consent form should be based on all of the
information that has been discussed relative to the
patient today. And | don't know whet her there has
been -- whether you have that form but it's inportant
that it be devel oped, | don't know, in conjunction
with the FDA or according to specific guidelines. pgyt

| regret that we didn't have that in front of us to

| ook at so that we could see exactly what infornation |

was provided in it.

DR. BLANCO Thank you. Anything further?

DR DI AMOND: In response to Diony's
comments, | would not have expected, and so | just
want to nmake sure, at least fromny point of view, the
FDA is not going to produce a consent formfor this
surgi cal procedure that is different than standard
ways that we consent patients for surgery for anything
that we’re doing in our procedure rooms Or qyur
operating rooms. | would not have thought that this
is something that would be done for this procedure.

DR Branco: Al right. | think a lot of
shaki ng heads yes, so | think we agree. Anyone from

the FDA would |ike to say anything in final statenent?
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[f not --

DR SCHULTZ: Well, two things. One, wth
regards to the issue of infornmed consent, once a
devi ce goes to market there is no longer a requirenent
for inforned consent. However, | think the points you
make are wel| taken, and | think that what we will do
and what you've already discussed is the need to
devel op a patient information brochure that covers al
of the points that the Conpany needs to address in
terms of trying to maximze the patient's
under st andi ng of this product. So | think that we
will attenpt to do that in the context of the patient
| abel i ng.

The only other comment | have to nake is,
if you could, we need to do a final vote count. In
addition to the corments, we just need to say how many
peopl e voted for --

DR BLANCO Ch, I'msorry, it was nine to
zero.

DR SCHULTZ: Thank you

DR. BLANCO That was easy. | did count
| just didn't make the statement.

DR SCHULTZ: | understand.

DR BLANCO So 1’11 put it on the record.
Al right.
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| would like to thank the sponsors for

their work. Having done research nyself, | know that
presentation. | want to thank the FDA and all of

their reviewers for their presentations and all of
their work and doing this. and as always, I'd like to
t hank the Panel nenbers for all of their excellent
comrents and participation and help and hope that you
enjoyed it as nuch as | do.

And having said that, the neeting is
adj our ned.

(Whereupon, at 3:58 p.m, the FDA Meeting

was concl uded.)
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