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PROCEEDI NGS
Time: 9:02 a.m

CHAI RVAN NOLLER: Good norni ng. | would
like to call this neeting of the Gobstetrics and
Gynecol ogy Devices Panel to order. M/ nane is Ken
Nol | er. I am the Chairperson of this Oobstetrics and
Gynecol ogy Devices Panel. | am currently Professor
and Chair of the Departnent of (Cbstetrics and
Gynecology at Tufts University and the Tufts New
Engl and Medi cal Center. | am an
obstetrici an/ gynecol ogi st by trade, a generali st.

If you have not already done so, please
sign the attendance sheets that are on the tables by
t he doors, everyone in attendance.

| am next going to ask the Panel nenbers
to introduce thenselves. | wll ask that each states
his or her nane, area of expertise, position, and
affiliation, and I wll start with Dr. Cedars.

DR CEDARS: Marcel | e Cedars. | am a
Prof essor at University of California, San Francisco,
and the Division Chief for Reproductive Endocrinol ogy,

and Vice Chair for the Departnent of Qostetrics,
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Gynecol ogy and Reproductive Sci ences.

DR SHARP: I am Howard Sharp. | am an
Associ ate Professor of Qbstetrics/Gynecology at the
University of U ah. I am Division Chief of GCeneral
OB/GYN and «currently serving as Vice Chair for
Cinical Affairs.

DR H LLARD: Paula Hllard, Professor of
OB/GYN and Pediatrics, University of G ncinnati,
Cncinnati Children's Hospital Medical Center. | do
pedi atric and adol escent gynecol ogy.

DR CHEG NI : Nasser Chegini. I am
professor at the University of Florida, Departnent of
OB/ GYN. I am a PhD, and ny research interest is in
adhesion and endonetriosis, and particularly in
nmol ecul ar bi ol ogy of fibroids.

DR WEEKS: M/ nane is Jonathan Weks. |
am a private maternal-fetal medi ci ne  physi ci an,
Director of WMaternal-Fetal Medicine, Norton Health
Care in Louisville, Kentucky.

DR SHIRK Gerry Shirk. | amin private
practice in Cedar Rapids, Ilowa, and a clinical

Associ ate Professor at the University of |owa.
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DR SHARTS- HOPKO  Nancy Sharts-Hopko. My

field is maternal, infant and wonen's heal th nursing.
| am professor and Director of the Ph.D. program in

the College of Nursing at Villanova University in
Vil | anova, Pennsyl vani a.

DR.  BAI LEY: M ke Bailey, Food and Drug
Adm ni stration, Executive Secretary of the Panel.

DR. SNYDER  Russ Snyder. | am a general
B/ GYN. I also an a gynecol ogi ¢ pathol ogi st. | am
the Division Director of Gynecology at the University
of Texas Medi cal Branch at Gal veston.

DR. EVERSON: Scot t Ener son, a
bi ostatistician and professor of biostatistics at the

Uni versity of Washington in Seattle.

DR. SANFI LI PPO Joseph  Sanfili ppo,
Pr of essor of Gobstetrics and Gynecol ogy and
Repr oducti ve Sciences. | am Vice Chairnman of the

Department of Reproductive Sciences and D rector of
the Division of Reproductive Endocrinology and
Infertility, University of Pittsburgh School of

Medi ci ne.
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DR MLLER Hugh MIller, internal fetal
nmedi ci ne, Associate Professor, private MFN and Medi ca
Director of Cbstetrics Practice.

DR ROVERO D ana Ronero, Assistant
Prof essor of Population and Famly Health, Mil man
School of Public Health at Colunbia University. My
research is in reproductive health policies and
reproductive rel ated deci si on maki ng.

V. CGEORGE: El i sabeth Ceorge, Vi ce
President of Quality and Regulatory at Phillips
Medical, and I amthe industry rep

M5. BROGDON: | am Nancy Brogdon. | am
not a nmenber of the Panel. | amthe Director of FDA's
D vision of Reproductive, Abdom nal and Radi ol ogical
Devi ces.

CHAl RVAN NOLLER: Thank you. The FDA
press contact is Colin Pollard. Colin, if you would
rise. If the press has anyone to talk to, please
speak to Colin.

W will try to run a very orderly neeting
today. | ask that no one speak unless they have been

-- unless | have asked them to do so or indicated in
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sone way that they are to speak. For those in the
audi ence, when you speak, please approach the podium
and, at least the first tine, state your nanme, and we
will get through with affiliations later.

W want to run this in an orderly fashion.

One of the nost inportant things is that everybody
turn off their cell phones.

| am next going to turn the neeting over
to Dr. Bailey to read sone required docunents.

DR BAILEY: The remaining tentative Panel
dates for 2006 are June 5-6, August 28-29 and Novenber
13- 14.

| will now read into the record the
Conflict of Interest Statenent for this neeting.

The Food and Drug Admnistration 1is
convening today's neeting of the (Cbstetrics and
Gynecol ogy Devices Panel for the Medical Devices
Advi sory Comm ttee under the authority of the Federal
Advi sory Commttee Act of 1972.

Wth the exception of the industry
representative, all nenbers and consultants of the

Panel are Special Governnment Enployees or regular

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




10

11

12

13

14

15

16

17

18

19

20

21

22

Federal enployees from ot her agencies, and are subject
to Federal conflict of interest |aws and regul ati ons.

The follow ng information on the status of
this Panel's conpliance wth Federal ethics and
conflict of interest |aws covered by, but not limted
to, those found at 18 USC 208 are being provided to
participants in today's neeting and to the public.

FDA has determned that nenbers and
consultants of this Panel are in conpliance wth
Federal ethics and conflict of interest |aws under 18
USC 208. Congress has authorized FDA to grant waivers
to Special Covernnent Enployees who have financial
conflicts when it is determned that the agency's
needs for a particular individual's services outweighs
his or her potential financial conflict of interest.

Menbers and consultants who are Speci al
Governnent Enpl oyees at today's neeting have been
screened for potential financial conflicts of interest
of their own, as well as those inputed to them
including those of their enployer, spouse or mnor
child, related to discussion at today's neeting.

These interests may include investnents, consulting,
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expert wtness testinony, contracts, grants, CRADAs,
teaching, speaking, witing, patents and royalties,
and primary enpl oynent.

Today' s agenda involves the discussion of
clinical trial design issues for new devices intended
to treat synptomatic uterine fibroids. Based on the
agenda for today's neeting and all financial interests
reported by the Panel nenbers and consultants, no
conflict of interest waivers have been issued in
connection wth this neeting.

This conflict of interest statement wll
be available for review at the registration table
during the neeting and will be included as part of the
official neeting transcript.

Ms. Elisabeth George is serving as the
| ndustry Representative, acting on behalf of al
related industry, and is enployed by Phillips Medica
Syst ens.

W wuld like to remnd nenbers and
consultants that, if the discussions involve any other
product or firnms not already on the agenda for which

an FDA participant has a personal or inputed financia
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interest, the participants need to exclude thenselves
from such involvenent, and their exclusion wll be
noted for the record.

FDA encourages all other participants to
advise the Panel of any financial relationships that
they may have with any firmat issue. Thank you.

| should say that transcripts of today's
nmeeting are available from Neal Goss & Conpany.
I nformati on on purchasing videos can be found on the
t abl es outside the door.

Presenters to the Panel who have not
al ready done so should provide FDA with a hard copy
and an electronic copy of their remarks, including
over heads. Those should go to Karen Qi ver. Kar en,
are you here? To help our transcriptionist, we would
like to get a copy of those during our first break.

So, hopefully, all of our speakers are
here, but as soon as we have our first break, please
identify yourself to Karen diver, and we would Ilike
to try and get an electronic copies to help our
transcriptionist out, and also for posting on the Wb

at a |ater date. Thank you.
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CHAl RVAN NOLLER: Next, ©Colin Pollard,

Chief of the Cbstetrics and Gynecol ogy Devi ces Branch,

wi |l make sone introductory remarks to the Panel. M.
Pol | ar d.

MR POLLARD: Thank you, Dr. Noller.
Ladies and gentlenen of the Panel, distinguished
audience, | first of all would like to wel cone you all

to our Panel neeting today in this the 100" year of --
| can't say the FDA' s existence, but if you go into
the origins of the FDA's existence, we started
regulating products |ike foods, drugs, devi ces,
etcetera, in 1906, and we are celebrating our
Centenni al this year.

| am very proud of that |egacy, and the
Panel process itself is an inportant part of that
| egacy, so we look forward to a lively and enriching
di scussi on.

Before we nove to the main item of today's
agenda, |'d like to speak briefly about four products
where we have had significant devel opnents since the
Panel last nmet, and this is in the area of condom

| abeling, the STAN fetal heart nonitor, the OxiFirst
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fetal pulse oxineter, and the LUVA cervical imaging
system

Regar di ng condons, on Novenber 14 of | ast
year, the Center issued a Notice of Pr oposed
Rul emaki ng acconpanied by a draft guidance docunent.
This proposed rule is asking for nore specific
information on condom |abeling about protection
agai nst sexually transmtted diseases, and the main
upshot of this change is to highlight that the degree
of protection afforded by condons differs, depending
on the STD in question. That is, condons provide STD
protection overall, but they work better against STDs
like HV/ AIDS and gonorrhea than they do agai nst STDs
I i ke herpes or HPV.

The 90-day coment period ended | ast
month, and we received, as you mght have guessed,
many, nmany comments. W are review ng them now, and
are devel oping a plan for response.

The Panel net in June and recomended
approval of the PVA for the STAN fetal heart nonitor,
and no Novenber 1 we approved the PNA Here is the

indication for use: An adjunct to conventiona
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monitoring to determne whether intervention is
warranted when there is increased risk of devel oping
met abolic acidosis. As you can see, it is intended to
be used for patients wth planned vagi nal delivery,
greater than 36 weeks conpleted gestation, singleton
fetus, vertex presentation, and ruptured menbranes.

One inportant thing we did after the Panel
nmeeting was craft |anguage describing the principle of
action, and | would like to thank sone of the Panel
menbers who hel ped us in that regard.

Briefly, t he STAN  nonitor provi des
intrapartum information about two aspects of fetal
myocardi al physiol ogy, nyocardial glycogenolysis and
myocar di al function relating to per fusion and
contractil e performance.

In short, when these changes occur,
together with nonreassuring fetal heart rate patterns
during labor, the clinician has additional information
about the working conditions of the fetal heart, nuch
like stress testing in the adult for coronary
i nsufficiency. The nonitor helps the clinician to

determne when the stress of |abor on a fetus has

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




10

11

12

13

14

15

16

17

18

19

20

21

22

14

progressed to a point where intervention is warranted.

The Panel recommended post - appr oval
studies to look at the effect of this new technol ogy,
and suggested several key outcones of interest, such
as caesarian delivery rates, perinatal outcones,
etcetera. However, in the end after considering the
Plymouth RCT, the Swedish RCT, results from the
Eur opean Centers of Excellence, and the U S. bridging
studies, we did not believe there was a conpelling
clinical reason to inpose the burden of new post-
approval studies on the manufacturer, and did not
attach this as a condition of approval.

That being said, many of the questions
posted by the Panel are real, and we want answers, if
and when this technology is adopted. W intend to
fully utilize the various post-market nethods in our
regul atory toolbox to track its performance, and this
will include signal detection using our NDR Adverse
Event Reporting  System as well as enhanced
surveillance using our MedSen  Network  of 350
participating hospitals.

Ve I nt end to exerci se rigorous
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epidem ol ogic review of the published literature, and
explore other databases external to FDA that may
contain additional useful nedical device related data;
and depending on our findings, |abeling changes or
trai ning may be required.

W also plan to engage with our colleagues
at NIH and professional organizations |ike SM-M and
ACOG to explore ways of tracking this technology as it
makes its way, if it makes its way, into clinical
practice. W plan to involve them and other ngjor
stakehol ders in the public health questions that this
new technol ogy poses, possibly leading to studies very
much |i ke the ones recomended by the Panel.

Neoventa, as you know, is based in Sweden,

and they are currently working to line up a marketing

part ner. VW expect their market |launch to occur
shortly, and we wll update the Panel periodically on
this.

Turning next to the xiFirst fetal oxygen
saturation nonitoring system Sone of you nmay
remenber that six years ago in May of 2000 we approved

a PMA for this device, a first of a kind. Shortly
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after that, we approved two additional PMAs for
manuf acturers who |icensed the sane technol ogy.

Even as we gave permssion to market this
monitor, there remained serious questions about its
inpact if and when the technology was adopted. W
attached a condition to the approval, requiring a
manufacturer to either conduct or cooperate in the
conduct of clini cal studi es addr essi ng t hose
guesti ons.

The manufacturer supported the first two
st udi es, a general use study and one | ooking
specifically at distortion. They were both conpl eted
soneti me ago. The last was a l|large random zed study
sponsored by NH called the FOX trial, a random zed
trial involving nore than 5,000 patients.

The manuf act ur er provi ded techni ca
support for this study, and FDA actually provided sone
additional technical help from Sandy Weininger, a
software engineer in our Ofice of Science and
Engi neering Labs. This study has now been conpleted

The results were presented a few weeks ago as the

nunber one paper at this year's SMFM neeti ng.
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The FOX trial failed to show an inpact of
the technology on Caesarian delivery rates for both
the overall population as well as the indicated

popul ation of labors wth a nonreassuring fetal heart

rate.

The manufacturer has voluntarily stopped
marketing the nonitor, although it wll continue to
provi de technical support to custoners still using the

monitor with remaining disposable centers at hand.
The firm wll also continue to fulfill other PMA
requi renents, such as annual reports, adverse event
reporting, etcetera.

W are now studying the results of the FOX
trial to see if key information from the study needs
to be included in the labeling for clinicians who
still use the nonitor, even as we recognize that its
use i s waning.

The LUMA Surgi cal Imaging System is
indicated as an adjunct to colposcopy for the
detection of cervical cancer precursors. Last My the
Panel recommended that this PMA be disapproved, and |

want to briefly review why we decided to approve this
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device after all.

There were two mnmmjor clinical studies
supporting this PMA.  Pivotal Study | was a random zed
study conparing concurrent use of col poscopy and LUVA
to col poscopy al one. Pivotal Study Il was a single
arm study looking at the increnental contribution of
LUVA at the patient |evel when used in sequence after
col poscopy.

PSI involved a little under 2200 wonen
referred with an abnormal PAP snear, random zed to
either colpo or colpo plus LUNA As you know, the
study showed no difference overall between the two
arnms, but we did see an encouraging trend in the ASC
and LSIL subgroups.

Because we wanted to be able to see the
i ndi vidual contribution of the new technology on top
of col poscopy on a per patient basis, we convinced the
firmto do Pivotal Study 2, PSII. This study had two
co-primary outcone measures, the true positive
increnment and the false positive increnent, wth a
separate hypothesis for each, as you can see on the

sl i de. The confidence interval for a true positive
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increment needed to be above two percent. The
confidence interval for the false positive increnent
needed to be bel ow 15 percent.

The firm stopped PSII early for financial
reasons, not influenced by any early peak, and this is
what we saw. 193 subjects. Col poscopy and LUVA each
led to an average of about one biopsy per patient. On
the true positive side, col poscopy IDed 41 wonen with
true positive disease, and LUVA added another nine
on the false positive side, colposcopy led to 141
patients being biopsied, about three-quarters of the
popul ation; and on a subject level, there were 100
false positives, giving a 51 percent false positive
rate. LUVA added an additional 35 patients, giving
an 18 percent fal se positive increnment.

So renenbering the hypothesis, you can see
that the confidence interval for the true positive is
above the two percent nark. However, the observed
increnment in false positives, 18 percent, upper bound
of 24 percent. That is above the 15 percent mark. so
the study m ssed on this.

In short, it met one nmark and not the
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other, and this is pretty much where things were when
we nmet in May when the Panel recommended di sapproval
The main reason given was sinply the biostatistica
failure of the study to neet one of the two targets.

After the neeting, as we continued our
review of the PVMA, we |ooked at these two endpoints
t oget her as an overall nmeasure  of di agnosti c
per f or mance. W know these two endpoints are not
i ndependent and, really, we canme to believe that they
shoul d be evaluated as a ratio.

When you do that, it leads to the finding
of the subject level that LUVA used results in about
four wonmen biopsied unnecessarily for each woman
detected with true di sease that col poscopy m ssed.

Wen we |ooked at the results this way,
we felt the four to one tradeoff really wasn't that
far from what we hoped; and when we consi dered how | ow
the risk an extra biopsy really was, we felt that
clinically these results were neani ngful and positive.

That was a big step for us toward com ng
to view this device as approvable, not quite as good

as hoped going into the study, but not that bad
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either. But we wanted to be sure the LUMA technol ogy
itself really was doing sonething that led to these
addi tional true positives.

To tackle this, we asked Medi Spectra to
ook at the relationship between the LUMA score
generated at the biopsy site in PSII and the
corresponding pathology result on that bi opsy.
Cinicians don't see these nunbers, but the LUVA
scores are generated by the system algorithm and used
to create the false color inmage of the cervix that the
col poscopi st actually does see.

From this analysis, the firm was able to
show that the LUVA score has a direct and significant
relationship to the probability of a N I1I/I1I biopsy
with a higher LUVA score, indicating a higher
i kelihood that the biopsy wll be positive.

The analysis also |ooked at this finding
as a function of whether the biopsy was taken because
of col poscopy or because of LUMA, and our analysis
showed a large interaction effect, indicating that the
previously described relationship was even larger in

t he LUVA phase than in the col po phase.
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Ohe way of looking at these findings
represented with this slide is that, for every 25
percent increase in the LUVA score, for instance, the
odds of a positive biopsy is estimated to increase 2.6
during the LUVA procedure, conpared to an increase of
hal f that much when taken during the col poscopy phase.

This large effect difference in the LUVA phase | ed us
to believe that the LUVA is effective as a valuable
adj unct to col poscopy.

Now there was one other question we
considered as part of the continuing review of this
PVA after the Panel neeting, nanely: Wuld sinply
taking an extra biopsy have led to the sane result?

This was not a reason cited by the
panelists, but we felt it was a reasonable question to
ask. Only that norning we heard data from the ALTS
trial to the effect that, not too surprising when you
think about 1it, the nore biopsies you take wth
col poscopy, the better the sensitivity.

How do we know that we are not |ooking at
such an effect when we | ook at true positive increnent

from the LUVA technology in PSII? The sinple answer

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




10

11

12

13

14

15

16

17

18

19

20

21

22

23

is we don't know From the beginning, PSIl wasn't
designed to answer that question. Even if the study
had been conpletely successful and the results led to
rejection of the LUVA for both endpoints, we still
woul d not know the answer to that question.

In the end, we felt that it wasn't fair
for a PVA approval to turn on this question, because
it was not, and still is not, the standard of care for
col poscopy.

\%% under st andi ng IS t hat ASCCP is
currently exploring whether and how col poscopic
practice and training should be changed to account for
these new findings, but it wasn't clear to us just how
this would be done, or should have been done, in a
clinical trial of a new adjunctive technol ogy w thout
i ntroducing selection bias or how such results shoul d
be i nterpreted.

W decided that this point could be
adequately mtigated by information provided in the
pr of essi onal | abeling.

| would also like to touch on four other

issues voiced by the Panel. Sone panel nenbers
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expressed concern that results from PSI and PSIl only
represents that attainable by the nost hi ghly
experi enced col pol scopi sts. Wat happens when LUVA is

used by | ess experienced clinicians?

In fact -- and this information was not
presented at the Panel -- the 50 or so clinicians who
used col poscopy and LUVA in PSI and Il represented a

wi de range of col poscopy experience fairly equally
di vi ded.

Sonme of the Panel thought the data shoul d
have differentiated between CN Il and CN IIl, but

per the 2001 consensus guidelines in effect when the

study was desi gned, and even today, CIN II/I1Il -- even
today, to our understanding, CIN II/1I1 is managed the
same way, and biologically N Il is nore like CN

11, and because of this many path |abs no |onger
separate CIN Il fromCCNIII, and nbost have noved to a
two-tier term nol ogy.

A couple of panelists were concerned that
use of LUVA will lead to nore LEEPS in younger wonen
and, frankly, we saw this point as the practice of

nmedicine -- that is, what do GYNs do when they get a
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particul ar diagnosis back fromthe path |lab? -- not a
consequence of use of this device.

Then and now, GYNs want to know the true
di sease status of their patients, and they get that as
pat hology results from the biopsies. What they do
with that information is practice of nedicine.

Finally, sonme of the Panel was concerned
that clinicians won't follow the always/never rule,
nanely always do col poscopy thoroughly first, select
your sites and never subtract them based on the
adj unct technol ogy.

W did not see this as a reason not to
approve the PMA, but we did ask MediSpectra to
i mpl enment somne screen annot ati on sof tware to
facilitate and encourage physicians to use the
t echnol ogy appropriately, and training al so
under scores this approach.

So to wap up the question of why we
approved this PMA, | just want to say that we
understand our decision was based on post hoc
anal yses, not pre-specified in the study design, and

we understand what that means about its biostatistical
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underpinnings -- that s, observati onal findi ngs
support ed by descriptive statistics ver sus
probabilistic inferences; and we appreciate that sone
of these analyses were ones that the Panel did not
have access to at the tine. VW did not believe it
appropriate to bring the PVA back to the Panel.

It was not an easy decision, but one taken
inits totality. W found the data to be persuasive.
That is, the LUMA system identified areas on the
cervix with higher probability of true disease, and
nmore inportantly, when viewed as a tradeoff between
false positives and true positives, wuse of this
technology led to detection of nore true positives at
an acceptable cost of about one extra biopsy per
patient.

Finally, | want to briefly sumarize a few
of the key elenents of the PMA approval itself.
Labeling, clearly and unequivocally, defines use of
the technology as a thorough col poscopy first wth
commtnment to biopsy sites, followed by evaluation of
the LUMA inmage and identification of any additional

bi opsy sites, without subtracting any conmtted to by
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col poscopy. And as | nentioned, Medi Spectra has
i npl enented new software that facilitates this device
use sequence, sonething we «call the "always/never
rule.” That is, screen pronpts essentially require
the col poscopist to mark his or her biopsy sites from
t he col poscopy exam before proceeding on to the LUVA
pr ocedur e.

Labeling and training nmake it clear that
col poscopy catches sone disease that LUVA m sses, and
Vi ce versa. The | abeling also clearly indicates that
use of the LUMA technology will inevitably lead to
additional biopsies, and that it is unknown whether
addi tional col poscopically directed biopsies would
yi el d conparable results.

As | nentioned, training was inplenented
to wunderscore these aspects of the device use.
Finally, a mjor condition attached to approval of
this PVA is the requirenent to conduct a post-mnarket
study to help answer sone of the remaining questions
about this technol ogy.

The study wll enrol | nearly 1,000

subjects to ensure 800 eval uables when finished, and
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it wll address reader variability, the effect of age,
col poscopy experience and HPV status on diagnostic
performance, and it wll also provide diagnostic
information again with larger nunbers and a tighter
confi dence i nterval

| would like to next nove on to today's
agenda, and that is the topic of synptomatic uterine
fibroids, new treatnent technologies and clinica
trial design.

| don't intend this to be very |ong. I
want to give just a brief overview of the problem
give a quick snapshot of the kinds of technol ogies we
are looking at, a few aspects of the problens that we
encounter when we |ook at clinical trial design, and
what we are really asking the Panel to do; and we al so
have scheduled immediately after this an open public
hearing where we wll hear from a nunber of the
devel opers and ot her stakeholders in this question.

W will not be talking about a nore
regul atory type question of whether different devices
shoul d go 510(k) or PVMA. That is really not the topic

at hand.

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




10

11

12

13

14

15

16

17

18

19

20

21

22

29

So very briefly, as you are far nore aware
than | am synptomatic uterine fibroids are a major
problem in the US., conplex synptomatology and a
leading indication for the nmore than 600, 000
hysterectomes in this country every year. They have
a conplex constellation of anatom cal nanifestation as
wel | as synptonol ogy. The biology is not that well
understood, and how to evaluate treatnent success isS

not well established.

| have listed here a variety of the
technol ogies that we are now encountering. Many of
these you have seen in the published literature
al r eady: Radi ofrequency RF nyolysis perforned

| aparoscopically; cryonyolysis, typically perforned
| aparoscopically; and interventional radiology over
the last five-plus years has actively engaged in the
area of treating uterine fibroids, nost notably in the
aspect of uterine artery enbolization but also wth
focused ultrasound, cryonyolysis, and RF. Finally, we
are also |looking at devices for vascular clanping or
uterine artery ligature.

| am highlighting a few points that | am
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sure are going to cone out in your discussion, but
sone of the things that nake the problem nore
difficult is the fact that fibroids vary quite a bit
in terns of the nunmber of fibroids an individual
patient has, where they are l|located, the size of each
of those fibroids, and that in turn leads to a
multiplicity of synptons and then begs the question,
what are the study endpoints that should be chosen for
a given clinical trial.

Regardi ng random zation, the aspect of
perceived norbidity can be challenging in that, froma
practical point of view, to run a random zed trial you
have to be able to offer the subject sonething that
they are reasonably going to want to get into in a
random zed fashi on

Finally, the issue of the device as a too
versus a treatnent. Al of you are very famliar with
myonect onny, and sone of the devices that you have seen
are really essentially an extension of the surgeon's
hands, really, and far nore surgical skill 'S
i nvol ved.

It is a different natter when we are
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talking about either infarcting or ablating the
fibroid itself and leaving it there and counting on
the synptons to reside.

Ve, as you can well I magi ne, get
approached by nmany of the different conpanies and
devel opers who are working on these different
technologies, and it is inportant for FDA to really
zero in on what are the inportant questions that need
to be asked and answered, and how nmuch of that needs
to be done in the pre-nmarket setting versus the post-
mar ket setting.

A few other sort of regulatory aspects
that | am sure you can appreciate but may not think of
all the tinme is, nunber one, we are bound under the
statute to inpose the |east burdensone approach that
still leads to clinically significant results, and so
it really gets down to the "nice to know' information
versus the "need to know' information. What do we
really need to know?

The aspect of an even playing field, as
you can imagine: W are regulating industry. 1Is it a

conpetitive world, and people need to understand and
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appreciate and feel Ilike they are playing wth
fai rness.

Just briefly, what have we wused in the
past? W touch on this in the background package that
we provided to you about a nonth ago, and | ooking at
endpoi nt s. W have |ooked at bleeding scores,
pictorial blood |oss, blood |oss assessnment charts,
and the Ilike.

W have |ooked at quality of life
i nstrumnent. For pain, there is the Ruta Menorrhagi a
L, and there is a fibroid-specific QoL. There are
contrast enhanced MR images that are taken right
after procedures, as well as downstream severa
nonths, and an endpoint that is used in conjunction
with bl eeding over with our colleagues in Drugs is did
that patient ultimately need to return for surgery,
and then that would be attached to a particular tine
spot or mltiple time spots downstream from the
procedure, or in that case the drug.

There is the question of controls in two
UAE trials. In one focused ultrasound trial we

allowed firnms to use a nonrandom zed control group
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with hysterectony, but as you know, when one of those
cane before the Panel as a PMA, there were sone rea
questions about the value added of a nonrandom zed
arm and the issue of followup and, obviously,
there's post-procedure followup issues as efficacy
followup. W have |ooked at efficacy at six nonths,
one year and three years.

So why do we have vyou here today?
Qovi ously, you have had a chance to review the papers
in the background package, and | would highlight that
those were just sone selected papers from a much, nuch
wi der body of literature on fibroids.

W are asking you to listen to all of the
speakers this norning who are devel opi ng products and
clearly have a stake in this, describing their
products and the clinical trial issues that are before
them and before us; and using our prepared discussion
questions as a framework to help us answer the sort of
overarchi ng question of what type or types of studies
are needed to answer the nost inportant questions.

| amgoing to quickly review the questions

t hensel ves.
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Question 1 is speaking to the primary
synpt om bei ng bl eeding, but other synptons are pain,
urinary problens, infertility, bulk synptons. W are
| ooking for you to discuss what do you think is the
nmost appropriate paraneter to use in evaluation of
device effectiveness, and |ist a few of the
possibilities.

Question 2, to talk about specific
inclusion or exclusion criteria which should be nade
part of the study design, including mninmm or
appropri ate baseline scores, neasurenents or synptom
| evel s.

For each inportant outconme  measure,
di scuss what would be an acceptable definition of
i ndividual patient success post-treatnent, and when
t hat neasurenent shoul d be assessed.

Question 4 speaks to the issue of a
control . As | nentioned, for sone products that can
be a difficult matter. At our panel neeting two years
ago, the notion of a sham control was posed for the
focused ultrasound-type device, but many ot her

technol ogies, a sham control is not possible. So we
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are asking you to discuss other control options,
myonect ony, UAE, or no control, the patient serving as
her own control. Wat is the role of random zation?

Question 5: W are asking for you to
think about and discuss the notion of the study
success as opposed to individual patient success. How
good is good enough when the study is done? Please
comment on what would be the mnimally accepted
percentage of treated patients who would neet the
i ndi vidual patient success criteria;, and if it is a
controlled study, coment on whether there is a
mnimum difference bet ween t he per cent age of
successful patients in each arm that would be needed
for the study to be called a success.

Finally, we are asking you for sone
di scussion of the time frame for evaluating these
ef fi cacy paraneters.

Thank you very nuch, Dr. Noller and Pane
menbers, and we look forward to an interesting and
lively and, hopefully, fruitful discussion.

W are not asking for a vote on the

matters. There is no application before you. W are
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hoping to see a discussion of the issues. |If sone of
them are converging on a consensus, that's great. | f
other ones seem to canp out in two or three other
| ocations, even that will be helpful information as
well. Thank you very nuch.

CHAl RVAN NOLLER:  Thank you, M. Poll ard.

Now we are a few mnutes ahead, but as
soon as | finish a little bit here we are going to
take a break. But I want to speak to the eight
presenters that have identified thensel ves.

W are on a strict tinme schedul e today,
and each of you have been asked to speak for five
m nutes, and we wll hold you to five mnutes. Thi s
is not exactly |ike when you are presenting your
product the PMA panel discussion where we want to hear
everything you have to say. W only want to hear five
m nutes of what you have to say.

So I wll tell you when it is five
m nutes, and we expect you to say thank you and sit
down.

Al so, we have nunbered chairs in the front

row, one through eight. The order is Dr. Alikacem
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Dr. Burbank, John Geenbaum Dr. Gee, Dr. Gossnan,
Dr. Tay, Dr. Cowan, Dr. Venbrux.

W would like you to sit in those chairs.
W are going to use the on-deck sort of thing.
During the break, we would like Dr. Alikacem to have
his conputer set up. W would also like to have Dr.
Burbank sitting at the table with his conputer set up
As each person goes up to speak, the next person hook
up their conputer.

If we don't do that, you'll only get about
three mnutes, because we all know changi ng conputers
t akes tine.

During the break, all of the speakers,
ei ght speakers, wll need to talk to Karen Qdiver.
karen, raise your hand again in case sone people cane
in late. There's Karen. You need to submt an
el ectronic copy of the presentation for web posting
and to be included in the record of the neeting.

| have right now 16 mnutes to 10. Ve
will break until 10:00 a.m Thank you.

(Whereupon, the foregoing matter went off

the record at 9:47 a.m and went back on the record at
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10: 04 a. m)

CHAl RVAN NOLLER® Ckay. W are reconvened
now. W wll proceed with the open public hearing
portion of the neeting. Prior to the neeting, eight
organi zations and manufacturers asked to speak. They
will speak in the order of their request, and each
organi zation and nmanufacturer has five mnutes to
address the Panel .

| will now read the open public hearing
statement. Speakers, please pay attention to this.

Both the Food and Drug Adm nistration and
the public believe in a transparent process for
information gathering and decision nmaking. To ensure
such transparency at the open public hearing session
of the Advisory Commttee neeting, FDA believes that
it is inportant to understand the context of the
i ndi vidual's presentation.

For this reason, FDA encourages you, the
open public hearing speaker, at the beginning of your
witten or oral statenment to advise the commttee of
any financial relationship that you may have with the

sponsor -- a sponsor, its product and, if known, its
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di rect conpetitors.

For exanple, this financial information
may include the sponsor's paynent of your travel,
| odging or other expenses in connection wth your
attendance at the neeting.

Li kew se, FDA encourages Yyou at the
begi nning of your statenment to advise the commttee if
you do not have such financial relationships. If you
choose not to address this issue of financial
rel ati onships at the beginning of your statenent, it
wi |l not preclude you from speaki ng.

Qur first speaker is Dr. Nadir Alikacem
Five m nutes, please.

DR ALI KACEM Good norning, |adies and
gentl emen, nenbers of the Panel, nenbers of the FDA
| would like to thank you for this opportunity.

| am Nadir Alikacem | am the Pole
Manager for InSightec North Anerica. Qur product is
call ed ExAblate 2000. This is a MR guided focused
ul trasound devi ce.

In devising our studies, this is a device

that has already been approved by the FDA through a
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PMA regul atory path. In devising our studies, we
| ooked at what are the device procedure requirenents.
W | ooked at we need to have an outpatient procedure,
a procedure that offers an alternative to invasive
surgery for certain specific type of patients, based
on certain specific inclusion/exclusion criteria, a
procedure that offers next day return to normal Ilife,
managenent of synptomrelief, as well and nost of all,
areal tine treatnent visualization and control

Wat is MR guided focused ultrasound?
This is a marriage of two technol ogies. One is the
high intensity focused ultrasound that has been around
since the Forties, and the MR conponent is used
extensively clinically for imagi ng perspective.

The marriage of the two technol ogies
produced ExAblate 2000, and the ExAblate 2000 device
is illustrated here for your interest. The treatnent
basically consists of ablating the tissue -- the soft
tissue while nonitoring the treatnent in real tine.

What is focused ultrasound? Focused
ultrasound basically focuses the heat at very well

targeted spots wusing M feedback to ablate that
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particul ar spot.

Wiy do we think MR guidance and control is
i mportant? First of all, treating uterine fibroids
nmust have a real capability to provide you with three-
di mensi onal anatomc information of the exact |ocation
and surroundi ng anatony of the target.

The MR allows you also, which is a very
i nportant aspect of the device, is to provide beam
visualization during the treatnment and during the
pl anni ng of the treatnent.

The other very inportant conponent, not
only from efficacy perspective but also from safety
perspective, is real time MR thernonetry that can be
achi eved during the treatnent itself.

Finally, once the treatnent is conpleted
then MR can provide you with a real tinme outcone of
what was performed during the treatnent.

3D anatony can be used. Wy is it
inmportant? The MR provides you with a full view of
the area of interest. That includes the entire
anatony surrounding the fibroid. Most of all, it

provi des you the feedback from three main directions,
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providing you with three-dinensional information for
your planning and tailoring the treatnment according to
the patient's anatony.

The second elenent is beam visualization

This is very inportant, because each patient is
different. Patients have surgical clips. Patients
have scars. Patients have different various elenents
of anatony near and around the fibroid that needs to
be identified and dealt with appropriately.

The MR thernonetry: This is a very key
el enent, because MR thernonetry not only provides a
feedback of the target itself, but also it allows you
to sanple the entire field of viewwth respect to how
well the treatnment is performed and what is the safety
factor during that treatnent.

When | ooking at the target itself, you can
see that focused ultrasound targeted area is very well
contained within the target, and the M thernonetry
reflects that distribution of heat and tenperature
across the target that was planned for.

The treatnent outcone is also neasurable

by MR contrast enhanced protocols. This is an
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i nportant paraneter, because it has the potential to
play a very inportant role in the followups as well
as neasuring that as a surrogate paraneter for synptom
relief.

Wat are the study endpoints for any
clinical trials for device? The study endpoint nust
take into account nmanagenent of patient synptons as
wel | as managenent of patient lifestyle. The patient
population that are interested in these mninmally
i nvasive -- or noninvasive technol ogies are those that
are highly educated people, want to go back to their
quality of life.

The second very inportant elenment in any
study for the device is that the study nust take into
account the lifetine of a device, as well as its
conti nuous R&D innovati on. This is very inportant
aspect, because every treatnent is a unique treatnent,
and the information are captured and factored in
during the R&D continuous innovation process.

CHAI RVAN NOLLER:  Ti e, pl ease.

DR ALI KACEM Thank you.

CHAI RVAN NCLLER:  Next, Dr. Burbank
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Good norning. M nane is Fred Burbank. i
am the Chairman of the Board of Vascular Control
Systens and one of the primary inventors of the
Fl ostat System So | definitely have a conflict of
i nterest describing this system

| amgoing to try to quickly describe what
| believe are the <clinical endpoints for global
treatnent of uterine fibroids wusing the Flostat
System This system is developed to allow
obstetricians and gynecologists to identify and
control t he uterine arteries wi t hout surgery
transvagi nal |l y.

The system is conprised of three primary
elements: A transceiver ultrasound box that does not
generate energy or heat; a guiding tenaculum and a
vascular clanmp that -- Al three elenents have been
cleared in separate 510(k)s.

The tenaculum attaches to the cervix to
guide the vascular clanp to the area of the uterine
arteries in the three o'clock and nine o' clock
position. Wen advanced al ong the guiding tenacul um

the clanp can fold the urinary arteries posterially
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and superially and, when closed, can occlude the
urinary arteries for a brief period of tine.

Fibroid synptons are not li ke DOVE
synptons. Wnen who have fibroids do have nenorrhagi a
in the main, neasured by an acceptable nenorrhagia
scal e. In addition to that, they have bul k synptons

measured by quality of life instrunents or by uterine

i magi ng.

W Dbelieve that a woman who seeks our
gl obal therapy will seek to have the three follow ng
criteria met: Continue to have nenstrual cycles, not

| ose her periods; have reduced nenstrual blood flow,
measured by some nenorrhagia scale; and have
inprovenent in quality of I|ife related to the
treat ment.

Just as a foot note, nenorrhagia uterine
volune when treated by UAE are not covariates.
Menorrhagia can inprove in one patient and have no
change in the uterine volunme, and vice versa.

Wnen with fibroids do not have norma
peri ods. This is shown by the only popul ation based

study of fibroids published by Donna Day Baird and her
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col | eagues, who show that wonmen who have fi broids have
abnor mal peri ods.

Wnen who have fibroids probably fall
al ong a nmenstrual blood | oss curve that |ooks Iike the
red line. The normal distribution of nenstrual bl ood
| oss, as neasured by the alkaline hematin nmethod is in
the normal area here. A worman who has fibroids may be
asynptomatic for vyears during her [life. At  sone
point, she may nove from asynptomatic of nenorrhagia
to a synptonmati c nenorrhagi a.

Let's say she goes from150 mlliliters of
bl ood | oss per nenses to 200. If during the therapy
she was brought back to 150 and she said to us, ny
menstrual blood |oss can be controlled by ny nethods
of sanitary napkins and tanpons, |'m okay with this,
t hen she woul d be considered a success by us.

Metrics used to neasure nenorrhagia
include a Ruta scale and the PBLAC scale. Quality of
life metrics are well known. W have used the two
outlined in purple.

The Ruta scale was devel oped in Scotl and

and has shown to be valid and reliable. It has high
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patient conpliance. W have chosen it because of
t hose features.

Qur pilot data indicates that wonmen who
have been treated with our system 40 subjects in
Canada, have had 100 percent return to continued
menstrual cycles. O those who had nenstrual cycle
which is the entire population, 81 percent had a 50
percent or greater reduction in their nenorrhagia
score on the Ruta scale. O those that had passed
hurdles 1 and 2, 80 percent had experienced
i npr ovenent in quality of life on the SF-12
guestionnaire.

W believe the success for an individua
fibroid patient is like a relay race over a hurdle
One nust cover hurdle nunber one, which is continued
menstrual blood flow during your periods. Menst r ua
two is your blood flow decreases an acceptable |evel
for that woman, not to the normal level -- these are
not normal when they have fibroids -- and that she
have an inprovenment in her quality of life, and that
she nust have success in all three in order to be

considered a successful outcone with our device:
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Ret ai n menst r ual cycl es; clinically significant
decrease in nmenstrual blood |oss on a validated scal e,
and there are two validated scales to choose from and

clinically significant inprovenent in quality of Ilife,

and there are two quality of life -- there are three
quality of life scales that are relative to fibroid
patients.

W believe that clinically significant
must be balanced against treatnent conplexity and
norbidity. This multi-step criteria, three hurdles
for any individual patient, has been reviewed by
Doctors Munro, Hutchins, Brill, G npleson and Lauffer
and they have witten reviews to the FDA indicating
that this is an acceptable criteria for outcone.

W have been in the FDA's process for
approxi mately one year. W have worked through many
issues with them and we have not been able to cone to
agreenent on what is patient success for an individual
patient for a woman who has fibroids. Thank you very
much.

"Il be here all day, if | am asked to

cone back and answer questi ons.
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CHAl RVAN NOLLER: Thank you so nuch.
Thank you for staying on tine.

John Greenbaumw || be next.

MR GREENBAUM Ckay. M/ nanme is John
G eenbaum and | am an independent consultant. Ri ght
now, | am conpensated by Bioconpatibles U K Ltd., and
the product is distributed by Teruno Interventional
Syst ens.

They are makers of enbolization agents
call ed Cel Spheres, BeadBl ock. They make LC Bead and
Preci sion Beads. They are small m crospheres, ranging
from 100 mcron size to 1,000 mcrons and, in
particular for uterine fibroid enbolization, the beads
are put into the uterine artery. There is thronbus
formation, and the fibroid infarcts or shrinks down.

The product 1is pre-packaged in a pre-
filled syringe. It contains a blue dye, and they are
col or-coded based on the size of the beads that are
used.

In t he case of uterine fibroid
enbolization, the ~conpany intends the |abel the

product for nothing smaller than 500 m cron. Here is
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a chart that is hard to see, but it does reflect the
different colors for the syringes, their caps, and the
| abeling for the different sizes of enbolization
beads, which is very inportant.

BeadBl ock are conpressible mcrospheres.
They are 90 percent water, 10 percent PVA The
formability depends on the size of the bead, but as
you can see in this particular case, there is the
geonetry of a sphere inside, | believe, a three-inch
cat heter | unen.

| want to talk a little bit about the
indications for use. Right now, and since 2002,
Cel Spheres and BeadBl ock have been cleared with this
indication for use you see up here. They are intended
for enbol i zati on of hyper vascul ar tunors and
arteriovenous nal formations .

They were originally cleared as dass 111
devices before FDA put out the special controls
guidance on enbolization devices, and it was a
substantial equival ence 510(Kk). They were equival ent
to two predicate devices, EnboSpheres, M crospheres

and contour enboli PVA mcrospheres, and that was in
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2002. They were cleared for both neurovascul ar and
vascul ar enbol i zati on.
| ama little confused as what's changed.

W are here to talk about the design of clinical

trials for devi ces used in uterine fibroid
enbol i zat i on. In Decenber 2004 after about a 10-nonth
review period on a guidance -- a draft guidance, FDA

published a special controls guidance reclassifying
these devices as Cass Il special controls, after a
t horough evaluation of safety and effectiveness,
including uterine fibroid enbolization.

In the neantinme, physicians have rapidly
adopted the use of enbolization agents for uterine
fibroid enbolization. It goes on today every day. In
the guidance docunent that FDA publ i shed, they
defined the vascular enbolization device as intended
to control henorrhaging due to aneurysns, certain
types of tunmors, and included in that were uterine
fibroids and arteri ovenous nal f or mati ons.

These are neur ol ogi cal enbol i zati on
devices as well, and a neurological enbolization

device was defined by FDA as intended to permanently
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occlude blood flow to cerebral aneurysns and cerebral
arteriovenous nal formati ons.

Now | know we are here to talk about
uterine fibroids. FDA also stated in the guidance
docunent that FDA believes that the risks to health
associated wth the intended wuses of vascular
enbolization and the neurovascul ar enbol i zati on
devices are the sane. That is in the guidance
docunent s.

Then the guidance goes on to discuss, in
accordance with the | east burdensone provisions of the
Act, FDA will rely upon well designed bench testing
and/or animal testing rather than requiring clinica
studies for new devices unless there is a specific
justification for asking for clinical information.

So here we are, these two firnms -- and |
do represent other firnms and conpeting busi nesses, but
this is specifically for Bioconpatibles -- trying to
obtain a 510(k) approval in accordance with a gui dance
where the conpany has already obtained a five percent
cl earance based solely on preclinical and |aboratory

data wth no clinical study for nmuch higher risk
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procedures in neurol ogi cal enbolization.

| repeat that is alittle bit of a dilemm
to us. H gher risk wuses such as treatnent of
neurol ogical AVMs are cleared on the basis of bench
and preclinical testing alone. The safety record of
enbolization devices in these uses has been clearly
established in the published |iterature.

CHAI RVAN NOLLER:  Ti e, pl ease.

MR GREENBAUM | thank you very nuch for
your time.

CHAl RVAN NOLLER:  Thank you. Next wll be
Dr. Phyllis Cee.

DR CGEE Good norning, distinguished
Panel and guests. Dr. Phyllis Gee. | ama practicing
gynecol ogi st in Plano, Texas, and Medical D rector for
the North Texas Uerine Fibroid Institute, and |
actually do perform MR guided focused ultrasound, and
| am acconpanying Nadir Alikacem today to speak about
MR gui ded focused ul trasound.

| am also a principal investigator for
| nSi ght ec.

MR gui ded focused ultrasound -- think Dr.
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Alikacem did a great job of kind of explaining it
briefly, but basically it is simlar to how a
magni fying gl ass focuses light energy. H gh frequency
sound waves are focused to a point, and at that point
the energy density generates high tenperatures that
are then able to heat tissue and destroy it or ablate
it.

During the procedure, the MRl is used to -
- both for preplanning of the procedure and as
providing imaging during the procedure itself to
denonstrate the anatony as well as tenperature
f eedback of the treatnent.

| think that there are a couple of
different perspectives that | want to kind of pronote
today. One is to speak on behalf of the patients that
| have been treating, and then on behalf of ny
col | eagues. But from a patient perspective, what
patients are looking for are treatnments that provide
good synptom relief, that concentrate rather on
synptom relief than actually elimnating the fibroids
or the disease itself, also that tend to be Iless

destructive to the body or less invasive, mnimally
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i nvasive, and don't require renoval of organs.

They are also |ooking for |
adverse events that don't require add
visits or procedures and follow up,

procedures that are less disruptive t

ow i nci dence of
itional nedical
and they want

o their way of

life. So a quick recovery from the procedure and a

rapid return to normal function.

From a physician perspective, as a

practicing gynecologist what we as
interested in, in all of these differ

is that the procedure is, nunber one,

providers are
ent nodalities,

safe and is |ow

risk -- offers low risk of patient injury.

W al so want robust treatnment efficacy --

so sonething that is going to provide good synptom

relief and be sustainable. W want sonething that is

going to treat the patient's synptons with fairly

pronpt inprovenent, that provides real
is, I t hi nk, i dea, and also of
assessnent of the treatment outcome s

fairly well predict what you expect

tine feedback
fers i1imediate
o that you can

the patient's

recovery will be, a noninvasive or mnimally invasive

procedure that renders the organ not necessarily to be
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renoved, | think | stated, and excellent patient
sati sfaction.

W also want a procedure that does not
preclude patients from having other options in the
future.

This is a graph that basically sunmmarizes
the trials involving the ExAblate 2000. Thi s
highlights the goals of the treatnent which follow
synmptom quality of life, surveys that the patients
would fill out.

Starting wth treatnent, the initial
pivotal trial which is in pink shows the initial 109
patients that were initially enrolled for six nonths,
and those patients were treated. The goal was to
treat 30 percent of the tunmor -- to have 30 percent of
the tunor nonperfused. Mst of this limt was placed
on the device, because the primary concern was for
safety, and we wanted to see what the safety woul d be.

The purple line, or blue line, depending
on your color, is the continued access one where these
patients actually had -- After the pivotal trial had

been closed, these patients were continually enrolled
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with the sanme treatnment protocol. However, line 3 is
the continued access 2 which is where there was an
enhancenent of the treatnent that was approved by the
FDA so that Ilarger portions of the tunmor could be
treat ed.

As you can see | here, the initial
inprovenent is significantly inproved based on the
amount of tunmor that you can treat, and actually that
is continued even out past the initial dropoff here.
So you will see continuous inprovenent.

So basically, I am here to say that any
design for future treatnents should include all of
these elenments and are very inportant to patients as
well as clinicians. Thank you.

CHAl RVAN NOLLER: Thank you. Next, Dr.

Jessica G ossnan.

DR GROSSVAN Hi . I am Dr. Jessica
G ossnman. First, I would like to say it is an honor
to present to such an illustrious panel.

| am President of a conpany, a new
conpany, called Gynesonics. | founded the conpany in

January of 2005. So we are really quite new | ama
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physi ci an. | was trained in OB/GYN, and we are very
early stage. W are developing a mninmally invasive
device for fibroid tunors.

| am going to talk to you about sonething
a little bit different, because we believe that this
is a surgical device for the gynecologists to use in
the treatnent of fibroid tunors.

Not all devices for fibroid tunors are
created equally. Sonme devices have a known nechani sm
of action and have been in use for many, many years.
For instance, radiofrequency electrosurgery has been
around since the 1920s. It has a well known nechani sm
of action. It has been well characterized in the
literature, and the nechanism of action and the
performance is easily denonstrated on benchtop nodel s
and/or extirpated uteri.

The device that we are developing is a
single electrode probe that 1is inserted either
transvaginally, transcervically or |aparoscopically.
It uses ultrasound for imaging or guidance, and the
indications for use would be delivering radiof requency

energy to the target area to ablate or desiccate the
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tissue, soft tissue and uterine pathology, including
fibroids.

Let's just review the definition of
abl ati on. It is either the renoval of or the
destruction of tissue.

Some of our key device features, which are
illustrated in this picture, are: W are a single
needl e RF el ectrode probe. This is an enbodi nent that
is inserted through the <cervix into the uterus.
U trasound is used for imaging or guidance, and in the
el ectrode there is a thernocouple at the actual tip of
the electrode to do real tine tenperature nonitoring.

So you can actual |y nmoni t or t he
tenperature of the tissue as you are treating it.
This is all a known technology that is famliar to the
gynecol ogi st. It is sonething GYNs use every day in
their practice, ul t rasound and radi of r equency
el ectrosurgery.

There are predicate devices for this
technology that are out there that have simlar
i ndi cations for use in t he desi ccation and

el ectrosurgical renoval of intrauterine nyomas and
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other uterine pathol ogy. These devices have been
cleared by the FDA under the 510(k) pathway for many,
many years.

The VersaPoint device was cleared in 1996
and subsequently cleared as recently as 2004. This is
a marketed device that is out there today being used,
and no clinical trial data was required to support
this 510(k), nostly because it has a known nechani sm
of action that can clearly be denonstrated on the
benchtop and in tissue studies.

So we believe that, because there is such
a clear predicate device for our Gynesonics system
that we are devel oping, that we should be able to use
the rules of substantial equivalence. W have the
sane intended use. VW have the sanme technol ogy
characteristics. Therefore, substantial equival ence
can be determned by performance characteristics and
per formance testing.

There are no new issues of safety or
effectiveness that are denonstrated by this type of
el ectrosurgery devi ce, and any issues can be

denonstrated by well designed bench testing.
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So in conclusion, | think this is clearly
a case where the |east burdensone principles apply.
El ectrosurgery has a known nechanism of action. This
is really an ablation tool that is a surgical tool
i ke nyonectony, and substantial equivalence can be
proven on the benchtop for wuterine fibroids, and
clinical trials should not be a requirenent for all
technol ogies for fibroid tunors, especially when those
tunors are not -- especially when those technol ogies
are not a global device but rather a focused and
specific treatnment for the gynecol ogist. Thank you.

CHAl RVAN NOLLER  Thank you. next we wi ||
hear from Dr. Sew Wah Tay.

DR TAY: Good nor ni ng. M/ nane is Sew
Wah Tay, and | amthe Vice President for Regulatory --

CHAl RVAN NOLLER W can't hear you
Pl ease, cl oser.

DR TAY: Sorry. M nane is Sew V\ah Tay,
and | am representing Anerican Medical System | am
the Vice President for Regulatory Affairs and dinical
for AN

Unl i ke t he previ ous speakers, ANVE'
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interest in fibroid treatnent is pretty early. W are
still in a very early stage of exploring different
technologies and different appr oaches, but our
objective really is to develop a tool to aid the
gynecologists in treating fibroid via mnimlly
i nvasive surgery, and to allow the patients to retain
their uterus. Qur research has shown that that is a
very inportant «criteria for any device to be
successful in the nmarket, and the device that we
intend to cone up with, we are going to present it as
the first line of treatnment for fibroids and wth
hysterectony as a back-up in the event that that did
not work out for the patient.

One treatnent that we have |ooked into is
cryonolysis, because we do have a technology for
intrauterine bleeding treatnment with cryonol ysis.

In preparing for developing this device,
we have done sone basic research on what should be a
clinical study design that will be feasible for us,
and these are sone of the information that we have
extracted and help us focus on what should be our

endpoints in the control groups. Very simlar to what
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this panel have al ready consi dered.

Fibroid, as you know, are benign. The
majority of wonen eventually have it, but really only
a small -- 25 percent will be synptomatic. One of the
main criteria we found was that wonen seek treatnent
for fibroids really to relieve the synptom and i nprove
their quality of |life, and again synptons vary,
depending on the type, size and l|location of fibroids,
maki ng the study design pretty conpli cated.

Again, the desired outcone that patients
are seeking is synptom relief, inproved quality of
life, and obviously, safety.

Wth that in mnd, we have researched --
Qur research cane up that, really, the primry
efficacy endpoint will have to be sone kind of synptom
relief/quality of life vehicle. The best that we have
found out is a Synptom Severity Score, which is a
subscore for the UFS Quality of Life devel oped by
Spi es.

Success criteria we have decided on is the
i nprovenent in the Synptom Severity Score of greater

than 10 points at six nonths post-treatnent. Just
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like the previous speakers have said, in all the
l[iterature data has shown that after six nonths there
is not nmuch change in the patient's synptons.

The other tricky point that we need to
consider in designing the study is what should be the
control popul ation. The primary care specialty that
treats fibroid patients are primarily OB/ GYNs, wth
abdom nal hysterectony being the nost comon form of
treatnent, but as you all know, that 1is pretty
I nvasi ve.

Now hysterectony, on the other hand,
really cures the fibroids, because you renove the
uterus, and so you don't have anynore fibroids. So it
is not a good control for in terns of efficacy.

W did consider using UAES as a group.
However , t hose are treated by I nterventiona
radi ol ogies and do not fit in the patient care that we
are targeting, which are primarily gynecol ogi sts, and
because our treatnent is a formof surgical treatnent,
a surgical tool, sham surgery is really not an option
for us.

To cone up with a study design that is
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practical and feasible, this is what we concluded, is
that really the nost feasible study design is a single
arm study using the patient as their own control,
thereby getting matched pair data, and as a vehicle
using the Uerine Fibroid Synptom Quality of Life
vehicle, and conparing the pre- and post-treatnent
data with the two different subscores.

Endpoint again is the Synptom Severity
Score with the first criteria as defined.

That's all | have.

CHAl RVAN NOLLER: Thank you. Next, Dr.
Bryan Cowan.

DR COMN: Ladies and gentlenen of the
Panel , t hank you. | am Bryan Cowen, Chairman of the
Department of (Cbstetrics and Gynecology at the
University of Mssissippi, and | have a keen interest
in cryoblation of uterine fibroids. | have published
papers before on the treatnment of uterine fibroids in
the dual magnet MR, and | am developing a clinical
protocol for pivotal studies on the treatnent of
cryoblation in uterine fibroids.

My conflict of interest: I am an
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investigator for Glile and Weth, and | am on the
Speaker's Bureau for Weth.
Cryoblation is applied worldwide and

proven for abl ation of beni gn and mal i gnant

condi ti ons. It has been with us for a long tinme, and
it has been in use for over 40 years. The FDA has
cl eared cryobl ation for mul tiple i ndi cati ons,
i ncl udi ng gynecol ogy, prostate, renal, liver, breast,

t horacic, soft tissue tunors and others.

| am developing a research protocol to
assess safety and ef fi cacy of per cut aneousl y
| aparoscopically assisted cryonyolysis, PLC, for
treatnment of synptomatic uterine fibroids. W have
two endpoints, efficacy and safety.

The efficacy endpoint is Synptom Severity
Subscale of the Uerine Fibroid Synptom and Health
Rel ated Quality of Life Questionnaire, the old SSF-UFS
Quality of Life published in 2002.

The safety endpoint is treatnent related
maj or operative and post-operative conplications. W
woul d conpare the two groups.

O course, there are two control groups:
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Efficacy, we would use the patient as their own
control; safety, we would conpare | aparoscopic
supercervi cal hysterectony as the population. W wll
tal k nore about this in another slide.

The inclusion denographics of this study
woul d be prenenopausal wonen who have conpleted
chi | dbeari ng. W would treat three |ocations of
uterine fibroids, intranural fibroids, sub-serosa
fibroids, and Type 2 sub-mucosal fibroids; and of
course, the patients nust have synptons. As we know,
bl eeding is the nost common synptom and bul k synpt ons
are al so associated with uterine fibroids.

The rational for the control group is on
this slide, and for efficacy there is no perfect
appropriate control group and, by the way, that
statenent applies to safety as well.

| would validate patient success with the
patient as her own control. For safety, | have chosen
| apar oscopi ¢ super-cervical hysterectony as the best
choice, and | thought |ong and hard about this.

The patient population for |aparoscopic

super-cervi cal hysterectony would be derived from the
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same popul ation as the study arm

Both techniques use | aparoscopy, and
alternative surgical controls create additiona
conf oundi ng vari abl es.

Safety conparison wll be based upon
simlar incidence of treatnent, related operative and
post - operative conplications. However, as a caveat
this would be a nonrandom zed control.

Fi nal |y, the definition of success:
Patients will be included if their quality of life
score is greater than 40 points. Patient success is
10-point inprovenent in the quality of life at six
nont hs, and study success wll be an inprovenent of
the quality of life at six nonths when 50 percent of
the patients denonstrate a 10-point inprovenent in the
quality of life baseline. Thank you

CHAl RVAN NOLLER: Thank you. Next, Dr.
Ant hony Venbr ux.

DR VENBRUX: D stingui shed nenbers of the
Panel, | cone as a physician and as a user, not an
i nventor. I work at George Washington University. I

work very closely wth our gynecol ogi sts and
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I have nothing to disclose and no

est, although as an academ cian and

as an interventional radiologist that has

19 years, | have

practice for

recei ved honoraria for guest |ectures

from every single manufacturer of devices, and |'IlI

just say that.

As you know, fibroids are

common problem and this is no news to

accounting for a

t hose wonen who

an extrenely

this group,

| arge nunber of surgeries, and for

undergo nmnyonectony for

synptomati c

fibroids, often they require another procedure.

A technique that has been

about 20 vyears

enbol otherapy to

around since

now is the wuse of transcatheter

reduce bl eedi ng.

There is a

precedent. It has been used in life saving maneuvers

in patients who have post - surgi ca

post partum henorr

bl eedi ng,

hage, as outlined on this slide, a

pooling of literature.

So using inexpensive materi

al that has

been grandfathered in, such as Celfoam or, nore

recently, coils -

Johns Hopkins of

- this case from Sally Mtchell from

a worman that had pelvic bleeding,
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massive pelvic bleeding, after radiation therapy for
extensive cervical mal i gnhancy - - this can Dbe
lifesaving, as you see this extravasation into the
vagi nal packing and pelvic packing using coils and
Gel f oam can prove |ifesaving.

So based on this historic literature then,
the concept of taking a tunmor, enbolizing it, |eaving
it in the body and having it involuted was born, and
Ravina in 1995 in paris developed this technique wth
this interventionalist to reduce blood |oss during
myonect ony. Wen | was at Hopkins in '97,

i ntroduced that and have been doing it continuously.

How do you assess pain related to fibroids
if that is one of the synptons? W use a dirt cheap
i nexpensive visual analog scale that is literally 10
centimeters long that the patients mark and, when you
do it prior to the procedure, afterwards and |ater,
you can get a relatively unbiased, well validated use
of pain level, if that is one synptom So that is one
smal | endpoi nt in terns of synptom conpl exes
associated wth this.

| magi ng: W use MR but certainly M
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tells us that there are other conditions, such as
extensive pelvic varices, in this patient that was
causing pain and not her fibroids at all, which was
initially thought of, or a large ovarian cyst which
you see posterially here in this particular imge in

this parasagittal M inmage.

So what do we do? | spend an hour wth
each patient. N nety-eight percent of the referrals
cone from OB/GYN, and | teach some of the residents

and fellows and ask them to come into the
interventional suite to see how these are done.

So we talk about risks, i nfection,
bleeding, allergy to nedications, contrast allergy
with the newer contrast agents -- the risk of a
significant |ife threatening contrast reaction 1is
about one in 40,000 to one in 60,000 -- and certainly,
non-target organ enbolization which | wll briefly
allude to on the next slide.

For exanple, on this imge you see that
there are vessels coursing inferiorly. A particul ar
one is down into the vaginal area and, if you do

i nadvertent enbolization there, you can get a large
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ischemc ulcer. There is the obturator branch there
all of this as part of the things we have to | ook out
for as we Jlearn nore and nore  about our
enbol ot her apeuti c techni ques.

The nost inportant thing 1is ovarian
failure, and | counsel these wonen, this procedure is
not for every woman with fibroids. Ovarian failure
if you are young at about age 35, the chance of having
premat ure nenopause i s about four percent; whereas, if
you are 45, it goes up to about 14 percent. It
depends on who you read in the literature.

W talk to these patients, spend an hour
inclinic. Wen the procedure date is due, we talk to
them give them intravenous access wth the follow ng
medi cations, as you see here. W do a fenora
arterial access. | wll walk you through that in the
next few mnutes. W do a pelvic arteriogramto | ook
for potenti al vari ant anat ony, and finally an
abdom nal aortagram to | ook for ectopic blood supply
to the uterus that may not be visible.

Here is a normal. This was done for other

reasons, the normal uterine artery in a young wonan.
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Here is a patient with large -- with enlarged, excuse
me, ovarian -- excuse nme, correction -- uterine
arteries in this patient who had two large fibroids
mdline, as you see here. This is the early image.
This is the late imge, and then as we cone up and
over and go down into the uterine artery, we are going
to be enbolizing these vessels here and here.

So how do we do that? W sel ect out using
roadmappi ng technique. W guide our catheter in, and
then we use a nunber of different agents. The nost
commonly used clinically are the enbolic spheres, not
PVA anynore, and finally the ability to enbolize,
whether it is BeadBlock, whether it is Enbospheres,
and to reach an occlusion which then gives you this
kind of a picture.

CHAI RVAN NOLLER:  Ti e, pl ease.

DR VENBRUX: Thank you very nuch.

CHAIl RVAN NOLLER VW have now finished
hearing from the eight speakers that had indicated
that they wanted to speak ahead of tine. VW have a
few mnutes left in this session, and we would like to

hear from anyone else in the audience that has not
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spoken. Is there anyone who would like to speak at
this time? |If so, please rise. Yes, sir? You wll
be limted to five mnutes, as the previous speakers.
W also ask you to please disclose any conflicts.
State your nane, too, please.

DR STABI NSKY: Thank you. M/ nane is Dr.

Set h St abi nsky. | have no conflicts. | am a
shareholder in Al bion, Incorporated, and Scineras
Medi cal . Scineras  Medi cal has a license to

cryotherapy in wonen's health, but to ny know edge
they are not currently working on anything in the
fibroid area.

| just would like to, first of all, thank
you for the opportunity to speak, and | would just
like to point out, | think, that there are -- that it
will be very inportant for the Panel nenbers to
consi der the various types of energy sources. | don't
think one size fits all

My background is both as a trained OB/ GYN,
practiced for five years, did an endoscopic surgery
fellowship, and then went into industry. In ny early

days at Stanford, | had the opportunity to do sone of
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the original bench work on the VersaPoint ablation
system and | think that it is very inportant to note

that, when RF is used under direct visualization in a

hyst eroscopi ¢ nmanner. It is quite safe. It is
directly visualized. Gynecol ogi sts are confortable
with that.

| don't think that, for exanple, RF has
the same kind of visualization that sonething |ike
cryo woul d have under ultrasound guidance. So | would
just ask the Panel to be considering that as they nove
forward thinking about protocols, that one protocol
may not necessarily fit all devices.

The other thing is that | think, while
there is a six-nmonth -- Wile it nmakes sense to | ook
initially at six nonths, and | know that FDA has been
consi derate of being | east burdensone to industry, six
nmonths of observation after a fibroid ablation
treatnent nmay or may not portend what is going to cone
in the future, and that while post-market studies are
fine, it is going to be very inportant to |ook at
regrowth in fibroids and the effect there.

That's pretty much what | wanted to say.
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t hank you.

CHAl RVAN NOLLER: Thank you. Are there
ot her speakers? Seeing no other speakers, we wll
cl ose the open public session.

Nancy, is there anything FDA would like to
di scuss as a result of these presentations?

V5. BROGDON: Yes, thank you. The staff
would like to respond to a question raised by one of
t he speakers.

CHAI RVAN NOLLER:  Thank you. M. Poll ard?

MR POLLARD: Thank you, Dr. Noller.
First of all, I wuld like to thank all of the
speakers. I thought that was a highly informative

session we just heard from and, when taken together,
really illustrate a lot of the conplexities and
difficulties that we have here at FDA in ternms of
gi ving gui dance to devel opers who want to bring their
product to market for treating synptomatic fibroids.
One question was raised regarding enbolic
products and a guidance docunent that FDA issued
recently, and | just wanted to clarify that that

gui dance docunent was | ssued acconpanyi ng a
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reclassification of the general category of certain
ki nds of enbolic products fromdass 3 to dass 2, and
it did include uterine artery enbolization as one of
t he indications covered there.

There's kind of two caveats there. Nunber
one, that was done to sinply recognize that at that
point FDA had already cleared two 510(k)s for enbolic
particles, but these were, in fact, based on clinica
trials specifically for treating fibroids, and our
policy regarding that hasn't changed, and that
reclassification process did not change that, and
el sewhere in the guidance docunent it speaks to the
possibility that later FDA may develop a guidance
docunent specifically for UAE

| also wanted to highlight -- to conmment
further there, no <clinical data was needed for
neurol ogi ¢ and ot her peripheral vascul ar applications,
and | just wanted to nention that.

The risk profile for those patients is a
whole lot different than wonen who are being treated
for fibroids, and | think that is part of what has

gone into how FDA has approached these kind of

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




10

11

12

13

14

15

16

17

18

19

20

21

22

78

products in the past when they are specifically being
indicated for treating fibroids.

One last coment | wanted to make: I
think there were sonme very good comments about the
aspect of sonme of these products are viewed as being
sinply an extension of the surgeon versus an overall
treatnent, and I think we are hoping to get sone nice
di scussion fromthe Panel on that.

| would say that, as | nentioned in ny
opening remarks, that we are not trying to sort out
510(k) versus PNMA issues here, but really from a
clinical trial design point of view when a product is
indicated for fibroids, you know, what are the right
kinds of questions to ask in a clinical trial,
recognizing, as | think sone very valid points were
made here in the last half-hour, that not one trial

design may work for all these different kinds of

products.
CHAl RVAN NOLLER:  Thank you, M. Poll ard.
W wlill now go to the general Pane
di scussion, and that is what we will do for the rest

of our tine today.
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By the way, can we put up the questions
that you had summari zed. Put up the first one,
pl ease, and we will go through themin order

| think the Panel recognizes how difficult
an area this is, and we are asked to -- have been
asked by the FDA to help them -- help guide themin
designing trials for all these different devices and
met hods of treatnment that are likely to cone forward
in the near future.

It is conplicated. First of all, as we
know, nmost wonmen with fibroids don't have any
synptons. A lot of them don't even know they have
t hem

On the other hand, there are wonen that
have severe synptons, but not every woman wth
synptomatic fibroids has the same synptons. For sone,
it is bleeding alone. For sonme, it is pain. For
sone, it is mass effect; sone, it is multiple.

How to design a trial that addresses these
various problens that wonmen nmay have that are
undergoing treatnment? A pain scale would be useless

for the woman who has no pain. Mss scale is useless
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for the woman who has no mass synptons. Are nultiple
endpoi nts necessary, nultiple eval uati ons necessary?

There are different nunbers of fibroids,
different sizes of fibroids and, as we've just heard,
many different nethods of treatnent.

So this is a tough task, and | think the
reason we are being asked to do this is because FDA
has appropriately realized how hard it is to decide
how to design appropriate trials to determ ne whether
or not these various treatnents are safe and
effective.

Qur first question is up on the board.
Actually, | mght argue a little bit with the first
statenment, that the primary synptom of problematic
fibroids is bleeding; because for sone wonen it is
pain or bulk, but those are nentioned as other
synptons. But bleeding certainly is one that can even
becone |ife threatening.

W have been asked to discuss what we
believe to be the nbost appropriate paranmeter to use in
the evaluation of device effectiveness, and we have

heard bl eeding scores are avail able. W have heard
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quality of life scores are available. You can neasure
size by various things.

Wat do we think is the best way to
eval uate success, if you wll, of treatnents? The
floor is yours. Yes, sir? | guess you are going to
have to identify yoursel ves individually.

DR SH RK: Dr. Cerry Shirk. | guess |
just want to nake sone comments, because |'ve
obviously got the nost longevity with this Panel.
Dr. Mke D anond, Dr. Barbara Levy and nyself hel ped
establish the criteria for endonetrial ablation, which
is obviously the other treatnment for abnormal uterine
bl eeding in wonen and, basically, was probably one of
the major reviewers for nost of the endonetrial
abl ati on devi ces.

The question there was really sinple.
Basically, we had essentially no pathology. The idea
was to rule out pathol ogy. These patients were not
going to reproduce, and we didn't have that question

And obvi ously, one of the questions here is
reproduction or future reproduction.

Al so, these patients, you know, all had
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bl eedi ng problens that they wanted term nated. So the
only issue was basically bleeding. W also had a
standardi zed procedure that we were doing already,
although I wouldn't call Rollerball ablation totally
st andar di zed. There's obviously lots of ways to do
it.

So that, you know, the issues were fairly
si npl e. So that a sinmple nethod of grading of
bl eeding with a PBLAC score -- basically, there's sone
ot her sophisticated things now, but the PBLAC score
you could argue one way or the other, but if the
patient was going to make an error, it was going to be
in the area of basically fastidiousness and using too
many tanpons which would preclude nore failure than --

CHAIl RVAN NOLLER Can you explain that
scoring systema little bit?

DR SH RK Basically, it is a scoring
system that uses standardi zed tanpons and pads and how
much of the pad and tanmpon are used, and equates
fairly well with the anmount of blood |oss, you know,
if it is done correctly, and | think this is pretty

well docunmented that it works extrenely well and
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comng fairly close.

W set up -- Cbviously, the criteria in
abl ations were that the patient had to have at | east
150 mlliliters of blood loss to qualify for any of
these, and that the endpoint was 75 mlliliters of
bl ood | oss, had to be a success. So it was easy to
set up paraneters, and al so doubl e-blind studies.

So that we basically had a fairly
strai ghtforward job. The problem | see with uterine
fibroids is that there are a lot of different issues
with this. obviously the largest being abnornmal
ut eri ne bl eedi ng.

These patients, even if you treat their
fibroids, are not always going to cone down to a
certain |evel. You can't set 75 mlliliters as an
endpoi nt, because sone of these patients have,
obvi ously, mnyosis along with their fibroids. So they
have ot her uterine pathol ogy.

We don't know what their normal nenstrual
bleed would be, what effects hornonal bleeds are
havi ng. Qoviously, a lot of these patients are

peri menopausal or in their forties, and so they do
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have hornonal |y associated |uteal phase kind of things
that affect their bleeding. So that bleeding becones
a very difficult issue with this as far as quality of
life.

Also, nost of these patients are using
this as basically an avoi dance of hysterectony, which
is atreatnent. So there is a treatnent for fibroids,
and that is hysterectony.

So | think our <challenge today is
basically nore a quality of Ilife challenge and a
patient choice challenge than basically with all these
devices, rather than trying to achieve a goal that
gives us a hard answer like we did wth endonetrial
abl ati on.

CHAI RVAN NOLLER You nentioned bl eeding
and QoL scores. If you had to design a study, what
woul d you use?

DR SHIRK As quality of life?

CHAl RVAN NOLLER: Wll, quality of life,
bl eeding. What do you think is an appropriate --

DR SH RK It is difficult, because |

woul d probably use some kind of quality of life score,
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because this is totally based around quality of Ilife.

| mean, if you were going to have to go to a hard
score so that you could quantify objectively, then
obviously you have to go to sone type of PBLAC score
or sonme other scoring for bleeding, and set a m ninal
fact and also size reduction in fibroids. Also you
have to include into this safety.

CHAI RVAN NOLLER:  Dr. Sanfili ppo?

DR SANFI LI PPO I think we also should
| ook at what's been published in the literature, and
at | east one study comes to mnd recently in Fertility
and Sterility, which was conparing uterine artery
enbol i zati on versus a | aparoscopi ¢ nyomect ony.

Wiile the authors admt it was not the
best random zation, it was the first attenpt at a
prospective study. But the bottom Iline of this and
the point I ambringing up is the quality of life was
really their endpoint.

So what I'mtrying to say is, if we |ook
in the literature, | think as we design these studies
we can keep that in mnd, because that is kind of an

established endpoint or at least there is sone
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reference to it. So for what that is worth.
CHAl RVAN NOLLER: Dr. Snyder?

DR SNYDER: Vell, D. Shirk alluded to

this, too. One of -- I"'mnot sure that a ot of the
term alternative to hysterectony -- because these are
all different available choices, but hysterectony
being the definitive surgery for this, | think one of

the endpoints that neasures quality of life issues and
one of the final endpoints is just, you know, the
nunber of patients that ultimately need retreatnent, a
second procedure or a hysterectony, you  know,

enconpasses all of the things that we are talking

about .

CHAl RVAN NOLLER:  Dr. Sharp?

DR SHARP: | think that, in terns of
outconmes, | think we need to realize that sone are

quite subjective, and sone are nore objective. I
think quality of life is clearly a key issue for nost
peopl e who have synpt ons.

The challenge with that is that it is
subjective, and there are studies to suggest that

patients who participate in studies in many cases want
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to please the investigator, be a good subject. So the
qguestion is should there be sone nore objective data?

| think the endonetrial ablation studies
were a great exanple of that, where you saw that
basically the five devices that have all been approved
and have been studied with random zed clinical trials
have all shown success rates in the 85-90 percent,
that the nore objective endpoints, the anenorrhea
endpoints, are all over the map, ranting from about 13

percent up into the higher 40 percent.

So I think -- If these are going to be
studied, | think it would be worthwhile having sone
nore objective data as well, and | think, for exanple,

it may not neke as nmuch difference to the patient
whether the fibroid has shrunk by MJI, but | still
think that is wuseful to understand how nuch these
devices are affecting the actual tunor biol ogy.

So | would put a plug in for having sone
measur enent of objective data as well.

CHAI RVAN NOLLER:  Dr. Cedars.

DR CEDARS: | think, as was nentioned by

one of the speakers, because the primary indication in
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nost cases for any kind of intervention is patient
synptons, that that really has to be your endpoint,
because there is nothing nedical -- and | tell ny
patients this all the time when they conme in and
conpl ai n. You know, nedically | have no reason to
take the fibroid out; you need to tell ne when the
synpt ons are such that It necessitates sone
i ntervention.

So | think the endpoint really needs to be
what brought the patient into the office, and that
m ght be bl eedi ng. It mght be synptons, bulk
synpt ons. But | nean that really is the endpoint,
because that is the driver to intervene.

Then in terns of conparators of one versus
another, then you |look at nore hard criteria such as
economc inpact, risk of the intervention. So you can
ook at nore hard endpoints when you are doing
conparators, but if you want to | ook at success rates,
| think it's got to be based on quality of life
i ssues, because that is what is driving any kind of
i ntervention. O herw se, we wouldn't do an

i ntervention.
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CHAl RVAN NOLLER: One problemw th quality

of life scores -- and we have heard everybody speak to
t hose. The one problem that | always have wth them
is the placebo effect that Howard has nentioned. | f

you put the patient to sleep and woke her wup and
didn't do anything, 30 percent of them perhaps woul d
be better. And what does that translate to in a
score? You know, six points, four points, nine
points, 13 points?

Many of the quality of |ife systens really
haven't addressed that at all. Yes, Marcelle?

DR CEDARS: Vell, | think that that is
true in a finite period of time, but as was nentioned,
you shouldn't look at "cure, recovery, success over
one nonth or three nonths,"” but over a |onger period
of tine. And if what you are getting is a placebo
effect, six nonths later that is not going to be
t here. So that also goes into study design in terns
of where do you neasure your endpoint for "success,"
what ever that is.

| think it needs to be a longer tine

frame, both because you get away from the placebo, but
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al so because sone interventions may have a very rapid
recurrence of synptons.

CHAl RVAN NOLLER:  Dr. Enerson?

DR, EMERSON: A couple of points, and many
of these may just show that | know nothing about the
clinical situation that you are actually treating
t hese patients in.

First, one aspect is, if you are treating
synptons, that's great, but ultimately we are really
treating fibroids. So we can -- |, too, do tend to
agree that there should always be sone objective
nmeasure of the fibroids, but whether or not that is
the cause of the synptons is always questionable. So
we've got to decide, you know -- Utimtely, you have
to make a guess. Sonebody cones in with synptons, and
you are going to go with several things.

It is not imediately clear to ne that
repeat treatnment 1is bad. Certainly, if I get
headaches every day, | take an aspirin every day, and
it's not the end of the world, and that is a mnimally
i nvasive procedure. So sone of these things that, if

you had one procedure that was having nore tendency
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for adverse effects and then another one, that said
it's a very sinple thing. You walk into the office
you are treated, and you do that every year or so --
you know, which would you choose? | don't know, but
it seens that sonething has to be considered, which
does bring us to the quality of life.

W have to watch on the quality of life
measurenents, that alnost always when we choose sone
tool, we can talk about a tool that is directed toward
the imediate effects and what mght be adverse
experiences of the treatnent, or we could talk about
sonething that is the long term effects after a
treatnent had worn off.

Again, if you are going to consider the
repeat treatnent idea, you would want to capture the
very acute phase adverse experience -- this is part of
that quality of life -- and weigh that against the
i dea of what the long termaspect woul d be.

Then the last point | want to make is
that, if we bring up a placebo effect, realize there's
three things that can be going on here that we often

refer to as a placebo effect.
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One is a real placebo effect, and this is
the idea that, if we took sonebody and didn't treat
them versus we took sonebody and we gave them the
magic pill, that those two people would have different
outcones. So that's the real placebo effect, and you
can never tell about a placebo effect unless you have
an armw th no treatnent.

The other thing that can cone in there is
just the natural course of the disease. Sonebody has
an exacerbation, and that the disease would have gone
away on its own, and the belief, | think, is that
fibroids don't really go away on their own, but the
guestion is whether they would always progress. I
nmean, if have some wonmen who don't have that.

Then the third is a statistical termthat
we call regression to the nmean. That is to say that
the day that sone woman decides to conme in to be
treated, it is probably her synptons are worse right
then than they were six nonths before, and maybe than
they woul d be six nonths |ater.

So if we take a woman who is having

synptons that just go up and down and up and down,
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staying really on average the sane, the day that she

is going to the doctor is probably one of those tough

times, and that anytine you select any -- any
popul ati on based on a threshold -- | don't care what
it is -- any threshold that you do -- Look at Tiger

Wods, you know.

No, we didn't look at Tiger Wods. W
| ooked at that person who was having a really good
time their first year in golf. Vell, the next year
they are going to do worse, just because the fact that
we selected them based on this threshold neans that
not only are they probably a little bit wunusual for
the population, but also their neasurenents at the

timne we selected them were a little bit unusual for

t hem

That regression to the nean idea is what
we have to worry very nuch about these trials. I n
fact, | disapprove of the use of the term "using a
patient as their own control." Instead, what we are

doing is we are neasuring the change on that patient,
and there is no control. It's just that our

nmeasurenent is the change rather than that.
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CHAl RVAN NOLLER:  Yes, Dr. Chegini?

DR CHEGQ NI : I always as a biologist
| ooking for sonething that ends to sone neani ngful
results. In ny opinion, particularly working in a
reproductive endocrinology and fertility division, I'm
| ooking at the true population of patients that you
have.

One, they have bl eeding synptons. Anot her
one that you treat for infertility. O course, you
design the experinent for neasuring the blood |oss for
one group, but there have to be sone other assessnents
and nmeasurenents for the one that you do infertility.
What was the probl en?

First of all, you treat a patient for
fibroids to inprove their infertility. |If they desire
reproduction, you are not going to have those patients
subj ect to hysterectony. So, therefore, you have to
manage those patient popul ations very differently.

M/ other comment is: As we know, com ng
up the last few years, we know there are African
Anerican popul ati on, they are having nuch nore

synptomatic fibroids versus the Caucasians. Are we
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going to include patients in a clinical tria
situation that include equal nunbers here?

The other question | also have is the
quality of life during that six-nonth period. None of
t hese devices absolutely | ook at when you are bl asting
a tissue and you are providing a dead material in that
area, it is very well established to every single area
of research that sone of these apoptotic or necrotic
cells -- they actually can cause inflammtion and
| eads to other and further problens |ocally.

| f those patients that they are undergoing
these kind of treatnents and they are desiring
fertility later on, are they inpacted by these |oca
blasting the material, particularly if we define
energy devices that we are tal king about and that are
comng into the market?

DR BAI LEY: Is there any additional
di scussion on this topic? Dr. Shirk.

DR SH RK | think the infertility thing
brings up the whole safety issue with this thing, as
basically, obviously, wth wuterine enbolization we

know that subnucosal fibroids and peduncul ated
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intrauterine fibroids have a tendency to slough out
or, basically, to get infected. Gobvi ously, you can
see the same thing with peduncul ated fibroids that are
subserosal with, obviously, necrosis and the effect on
the abdom nal contents, nanely, the bowel and bowel
perforation.

So that, again, we've got to address with
all these issues, especially the necrosing type of
technol ogi es, you know, what areas of treatnent are
effective or appropriate and what aren't.

The other issues would be basically,
obvi ousl y, reproduction. I don't think there is any
data on any of these technologies as far as
reproduction, basically incidence of uterine rupture,
what pregnancies, obviously, affect on fertility in
itself.

Qobviously, there is a subset of wonen who
are going to want to use these technologies to
maintain their reproductive status. W, obviously,
have significant data regarding surgical treatnment of
these patients, but we certainly don't have a lot of

data regarding any  of t hese ot her necr osi ng
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t echnol ogi es.

CHAI RVAN NOLLER:  Dr. Sanfilippo

DR SANFI LI PPO To conpl ement what both
Dr. Shirk and Dr. Chegini said, | think maybe -- and |
don't know if it belongs in the inclusion/exclusion
criteria nore specifically, but I think we are talking
about two different populations, and we are going to
have to define that very clearly: (a) you are
interested in a future fertility; or (b) you are not.

Then the other question in between is,
wel |, what happens if you are not interested in future
fertility, but you conceive. Is it going to be the
same problem like the endonetrial ablation concerns
t hat have been expressed?

So I think, as we do our study design and
assessnent, ny opinion is different popul ations have
to be addressed separately, and then we also have to

nmonitor those who conceive subsequently but didn't

pl an to.

CHAl RVAN NCLLER:  Yes, Dr. Hillard.

DR HI LLARD: One of the other issues,
building on the idea of different populations, is
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patient age. So not only are there differences in
desire for future childbearing, but one has to | ook at
the background reproductive function or nenstrual
function of wonen, which is different for wonen in the
20-40 age group conpared to wonen in their forties.

So | think that that is inportant to
consi der as one |ooks at st udi es, is sone
stratification and sorting by age and nenstrua
function and proximty to nenopause and the background
hormonal status as well.

CHAl RVAN NOLLER:  Dr. Shart s- Hopko.

DR SHARTS- HOPKO I wanted to build ion
the earlier discussion about quality of life. | think
that is what drives consuners, and | think the

definitive answer after a nore conservative procedure
is always going to be did they Kkeep trying
conservative procedures, and ultimately did they have
a hysterectony.

CHAl RVAN NOLLER:  Yes?

DR SANFI LI PPO And one other concern
that we really haven't tal ked about, and the good news

is it is a very small population, but what about
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establishing criteria if there is a rapid growh of
this mass and the presunption is it is benign, but in
reality it is not?

So | think there has to be sone -- whether
it is again exclusion criteria to state that defined
rapid growmh wouldn't qualify for any of these
pr ocedur es, because the necessity for a tissue
di agnosis is clear under that case.

So as we design this, | think we have to
keep that population in mnd.

CHAl RVAN NOLLER  Yes?

MB. GEORCE: One additional comment, |
guess, | would like to bring up is | agree with all of
the ideas that everybody has been tal king about, but
from the manuf acturer's si de, al | of this
stratification of data and analysis wll require
significant nunbers of patients and a significant
length of time, and wll delay the ability of getting
t he products out there.

So one of the things nmaybe would be
reduction of indication of use, so that you can get

things out there sooner with snmaller focused areas,
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and then maybe having nmultiple releases and things
like that m ght be sonething to consider as well.

CHAI RVAN NOLLER:  Dr. Chegini ?

DR CHEGQ NI : | agree with that question,
but one other thing | would like to nention. W have
been performng a series of detailed -- | want to call
it biology of all these tissues, and we realize that
there are substantial not only differences between the
normal and the tunors, but also between African
Anerican versus Caucasian, and so on and so forth.
But there have to be certain nunbers. G herw se, a
statistical analysis, in ny opinion -- it makes
absolutely no sense if you don't have power.

You can cone with a P value of 0.05 or O.-
what ever, but what does it really nean, because there
is substantial differences anong all these patients.
Every individual patients are different. So,
therefore, by accunulating all of the 30 or 40 or 20
patients and you cone out with a P value -- | don't
believe that is really a factor to include in that.

CHAl RVAN NCLLER  Ms. George?

M5, CGECRGE: And | think | guess what |
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was trying to say is reduce -- you know, focus on a
particul ar popul ati on. Have the indications of use
being maybe a little bit nore narrowWy focused to get
the product out there sooner, to be able to get it in
use for a population that you do have good data for
and then continue separate studies either as post-
mar ket approval studies or as totally separate
subm ssi ons.

DR CHEGN: One other thing | would like
to ment i on, particul arly with t he I ndustria
representative, is: Wuat is the cutoff size for this
fibroid to be established under this rule, because
sone of the smaller ones could be also problematic,
and because the technol ogy cannot properly detect and
elimnate sone of those, are they going to look at 5
centimeter or larger or 10 centimeter and |ower, or
what are those criteria? | think that is also very
i nportant as well.

CHAI RVAN NOLLER  Dr. Shirk.

DR SHRK | would agree that we need to
look at all this carefully statistically, and | agree

with you that it becomes, obviously, alnost cunbersone
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and onerous to the conpanies to |look at all these and
do all these studies.

The other issue is basically that, you
know, the FDA can recommend, but they can't really put
contrai ndi cations and, obviously, for a lot of these
things, especially in reproduction, doctors can use
any device they want to, if they feel that it has a
use in treatnent.

So even though you basically design
something to do sonmething and say "and this isn't
included in it,"” you can't stop the physician public
fromusing it for things that it wasn't designed for,
if they feel it is of benefit.

CHAl RVAN NOLLER: Let nme refocus this a
little bit, because we sort of norphed into question 2
alittle bit.

Question 1 was: Wuat would we consider to
be the nost appropriate tool for deciding device
ef fectiveness.

Now let me introduce sonething here. | f
we could agree that the major synptons are bl eeding

pain and mass synptons -- there will be others, but
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those are the main ones -- l|let ne suggest that for
bl eedi ng, perhaps you could use a bleeding tool and
have to reduce bleeding by X anount, and a quality of
life tool. So two neasurenents, and you woul d have to
reduce bleeding and inprove quality of life by X
poi nt s.

For mass, you could have quality of life,
pl us you could have sone objective neasurenent such as
reduction by 20 percent, 40 percent, 80 percent, sone
per cent age.

The problem one is bl eeding, because there
it isreally all sort of quality of life, though there
are separate pain and quality of |ife scores. But
perhaps a conbi nation of a couple of scores and trying
to make one objective and one | ess objective. Wuat do

t he Panel think of that sort of idea? Yes, Hugh?

DR M LLER I woul d support that
appr oach. I don't think that there has to be one
unifying tool in a disease process that manifests

itself in many different ways. So | think it is nore
appropriate to have multiple tools.

The tricky part wll then be the hierarchy
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of how those tools are used in assessing success or
| ack of success following the treatnment. But | think
that part of it can be worked out, particularly if it
is done in the devel opnent of the design.

CHAIl RVAN NOLLER Russ, Nancy, then Dr.
Roner o.

DR SNYDER And | agree with what you
said about objective neasures, and | think Dr. Sharp
brought it up earlier, too. | think it is inportant
if synptons include either abnormal bleeding or just
pressure synptons or size issues, we need to have
obj ective neasurenent of decrease in size. But
there's now good studies that show that a change in
size doesn't correlate with change in synptons, you
know, for sure, and reperfusion is inportant in that,
although | am sure that we are going to find that
reperfusion or tunor growh doesn't necessarily
correlate with synptons either.

So | really Ilike what you said about
approach, that we are going to have to have, you know,
blood is the synptom that is being treated, and then

sone objective and subjective way of neasuring the
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change in that.

CHAl RVAN NOLLER  Yes?

DR SHARTS- HOPKO I think, wth having
wonen self-assess their bleeding, wonen of today are
not going to fool around with a lot of process
pr ocedur e. It has to be easy. There are visual
scales. | think you could probably get away with, you
know, rate of wutilization of standardized fem nine
hygi ene products, but it is going to have to be easy,
if you want a | arge sanpl e.

CHAl RVAN NOLLER:  Dr. Ronero.

DR RAOVERC Yes. | would echo the
comments made by Dr. MIller wth regard to the not
only feasibility but probably the w sdom behind using
mul tiple measures. | think there are many studies
particularly in the public health literature, where a
conbi nati on of neasures is used.

| think that in this case, particularly in
light of what Dr. Cedars said earlier regarding
considering a study design that actually mat ches
endpoints to presentation by the patient, it seens

that in conbination with multiple neasures, would be a
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very strong design

So for instance, you have eligibility
criteria that enroll patients on the basis of, let's
say, what they identify as their primary conplaint or
the primary reason for them presenting, and the entire
sanple is provided with these nultiple neasures, but
you can do then subgroup analyses that focus on
endpoi nts on the basis of their presentation.

So it seens that there is a Ilogica
connection, and it would add strength. Now | know
statistically, you know, as was pointed out by Dr.
Chegini and Dr. Enerson, that then, of course, you
have to increase your sanple size because of the power
requi renents when you do subgroup analyses, but it
seens that we deal with that all the time. So that is
one point.

Then just the other one with regard to the
comment around racial/ethnic differences that may
already be in the literature regarding the severity of
synptons by racial/ethnic subgroups. | nean, there is
a large literature around health disparities, but I

think we have to be careful about whether there is

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




10

11

12

13

14

15

16

17

18

19

20

21

22

107

bi ol ogical plausibility with regard to differences in
presentation and severity of synptons or pain, for
i nstance, and other psychosocial neasures that nay
have maybe equal anmounts or even nore to do with it --
for instance, delay in seeking treatnent anmong certain
groups because of socio-structural factors.

So whether their insurance status or their
social circunstances or whatever preclude seeking
care, for instance, earlier may have nmuch nore to do
with it than any biological basis. So | would just
say, you know, we need to keep that in mnd.

Certainly, then it would argue against a
study design that necessarily goes in the direction of
pur sui ng those kinds of questions.

CHAl RVAN NOLLER Paul a, then Russ and
Cerry.

DR H LLARD: Really just echoing conments
by previous panelists related to multiple neasures, |
would agree that nultiple neasures based on the
patient's presenting conplaint would be appropriate,
but I would also just echo that | think quality of

life has to be always incl uded.
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CHAl RVAN NOLLER:  Russ?

DR SNYDER One, | agree with what vyou
were saying, D ane. | mean, ultimately we are going
to have to have a synptom focused approach, and then
be able to anal yze these subgroups.

The problem is | am afraid that we are
going to just require larger and I|arger nunbers,
because within each subgroup, I"'mafraid there's going

to be sone subgroups -- | nean, if you just |ook at
menorrhagia, you are going to have to have a subgroup
with the intercavitary pathol ogy. You would have
anot her subgroup that's got a single nyonma, another
subgroup that's got multiple small nyomas, and anot her
subgroup that's got coexisting adenonyosis.

| don't have a solution for that, but --

CHAI RVAN NOLLER:  Gerry, then Hugh

DR SHIRK | just wanted to address using
sone type of a bleeding score. The question is:
Qovi ously, when we do the ablation, we basically had a
floor or a ceiling, | guess, for the endpoint, and
obvi ously those were designed on sonme of the studies

that show that wonmen who go over those limts,
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basically, were in an iron deficiency state, that they
were losing iron, that they could in tine maintain
their iron stores.

| guess ny question would be: [If we set a
bl eedi ng endpoint, do you basically set a ceiling or
do you basically set a certain percentage of reduction
toalife quality kind of situation, so that you would
have to say on any given patient, are we going to say
50 percent reduction of amount of bleeding where that
means going from 1,000 cc's of blood 1oss, so 500 is
adequate or 300-350, or whether we are tal king about
really putting a certain ceiling on the bl eedi ng?

CHAl RVAN NOLLER:  Hugh?

DR MLLER Maybe this is clear, but when
we' ve been tal king about quality of life, it seens to
me that our focus has been the reduction of
synpt omat ol ogy from before and after. But it seens to
me that an equally inportant quality of life issue is
something that has been alluded to, but we haven't
really called it quality of life, which is what is the
i nvasi veness of the procedure that the patient is
bei ng subject to?
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Since we are talking about mltiple
approaches to this problem one of the scales or one
of the quality of life scores that has to be included
is what the patient has to go through to achieve that
inproved quality of life. |If we are talking about one
procedure that is mnimally invasive, can be done as
an outpatient, doesn't require surgery, that has to be
viewed in a different light than sonething that does
require surgery, that is nore invasive, that has sone
i nherent poor quality of life to get to the better
quality of life.

CHAl RVAN NOLLER: The norbidity of the
techni que. Scott?

DR EMERSON So | guess, a priori, |
woul d think that major safety concerns | would have is
one that Dr. Chegini brought up, is just this idea of
| eaving the necrotic tissue in the body, and then what
sort of things will that lead to with the systemc or
| ocal area.

The other one that one the presenters
brought up was the concept of enbolizing the wong

vessel s and what effects it would have. And there's
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other, | guess, safety issues that are there, as wth
any procedure, but those are sort of the main two that
| look at, this concept of treating fibroids focally
rat her than doi ng the hysterectony.

Then we cone to the efficacy versus

ef fectiveness question, too. The efficacy is, well

did we successfully renove the fibroids? The
ef fectiveness is: Does renoving fibroids treat
synpt ons?

Sone of it, | sort of look at as -- | have

a question in ny mnd of what is the purview of the
FDA in devices here, is saying, you know, there is
this question that has to go with -- you know, is it
possible that a patient has pain, since that is an
easy thing to deal with, and that the gynecol ogi st
renoves the uterus, and the patient still has pain, in
whi ch case that was just nedical judgnment of saying it
could be that the fibroids in the uterus were causing
the pain, but it turned out not to be.

So is that -- You know, when we aren't
going to renove the uterus, we also have the questions

that the bleeding can persist, infertility can
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persist, and we have those issues.

One of the -- Wiere | amcomng at here is
ultimately, we are looking at different procedures
that have been recomended for renoving fibroids, and
then there is the nedical judgnent as to whether
renmoving fibroids will treat the synptons.

Now with bleeding, it seens clear to ne.
W can go through and say we can neasure whether
renoving the fibroids is often enough the cause of the
bl eeding, that we can detect an inprovenent in the
bl eeding by renoving the fibroids, but that is mxing
the two things.

Infertility, | doubt that -- It's just an
old logistic thing. | doubt that sonebody is going to
be I ooking at the true idea that renoving the fibroids
has inproved fertility, but it is certainly possible
to do that, to be able to | ook at that.

Again, on pain we've got these quality of
life neasurenents, but I would be very, very
interested to find out how much we should be
absolutely looking at, whether the effectiveness

guestion is there or how nmuch of that is just the
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physi ci an judgnent after we have denonstrated that it

is safe to renove the fibroids and it is efficacious.

Ve really did. W did de-bul k them or whatever, and

then it's up to the physicians to establish whether --
the effectiveness of renoving the synptons.

CHAI RVAN NOLLER: Let nme interject here,

just looking at tine, and we have six questions -- 2

and 1 get twi sted in. But, Nancy, have we hel ped at

all on1l-- Colin? -- before we go on to 2?

MR POLLARD: | would say, in general,
yes, you have. | don't see like an overwhel mng
consensus on the specific question here, but | think

you have certainly given us a lot of great input on
this. Really, that is all we are genuinely [|ooking
for.

So unl ess you saw everything converging to
one spot on this -- and maybe that is just the nature
of this kind of question -- | would say |I don't have
any further suggestion regarding that.

CHAI RVAN NOLLER: Ckay. Unli ke yesterday,
we don't reach consensus and vote. W are just sort

of sense of the panel, trying to help FDA
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Let's change the slide and put MNunber 2
up, just because it is alittle different: Based on a
response to the previous question, which is sort of
out there sonewhere, comment on any specific inclusion
or exclusion criteria which should be nmade part of the
eligibility criteria for subject enrollnent, including
m ni mum or appropriate baseline scores, neasurenents
or synptom | evel .

let me just throw in sonething inportant
that Ms. GCeorge nentioned. As | heard these things,
fertility, not fertility, age strata, synpt ons,
bl eeding, mass, pain, race differences, etcetera,
etcetera, | am starting to see a 20 x 20 table wth
nunbers 1 and 2 in all the cells.

If we could help FDA focus on, gee, the
appropriate wonen would be -- and I'm just going to
make this up -- wonen that have excessive bl eedi ng who
are overage 18 and under age 40, or sonething, or
maybe we want them 40 to 50, who knows. But is there
some group of wonen that are not eligible that we
shoul d exclude, and is there sone |arge group of wonen

that could be studied that would serve as a basis for
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whet her or not a technique works, and then it could be
expanded after it is on the market? Dr. Cedars, and
then Dr. Enmerson?

DR CEDARS: Vell, 1 have a couple of
things. One has to do with the categories of patients
that Ms. George was tal king about, and how do we sort
of focus this and make it realistic.

| can see both sides of the coin. I
really think, clearly, people who want future
fertility and people who don't want future fertility
are separate groups. The caveat is that what | fear
wi || happen is what has happened, is that they devel op
a technology to be applied to wonen who say they do
not want to seek future fertility, and then we never
get the answer to the question for the other group.

So | don't quite know how to get around
that, because you can't study them at the sane tine,
but because the group that has fibroids that doesn't
want to preserve fertility is such a nuch |arger group
froman industry point of view, that's where the noney
iS. So that is where they invest their time and

money, and then we don't get an answer for this other
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popul ation, which is frustrating.

The ot her issue that | want to make -- and
I saw this happen a Ilot when uterine artery
enbol i zation arose, and this gets back to the point
that a lot of these wonen are in the forties, and they
are having abnormal bleeding for other reasons -- is a
ot of this was being driven -- the radiologists were
trying to get us to partner with them but what they
really didn't want us to do was to evaluate these
wonen and control their bleeding hornonally, because
then they didn't do the procedure.

So | think there needs to be sone
inclusion criteria where hornonal t r eat ment or
evaluation and treatnent -- they fail that before they
undergo a procedure, because a ot of t hese
peri menopausal wonen -- it's true, true unrelated.
Yes, they have fibroids. Yes, they have abnornal
bl eedi ng. But it's not the fibroids causing the
abnormal bleeding. It's their perinenopausal status.

So | think sonehow in the inclusion
criteria or the prerequisites for study, that needs to

be controll ed.
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CHAI RVAN NOLLER It was Scott, Paula and
t hen Russ.

DR EMERSON: | would think that it would
be easy to do clinical trials that are directed toward
synptons specifically. So in other words, that you
could do a clinical trial in those who presented with
bl eedi ng synptons, and again | would think that there
m ght be sone differentiation that needs to be as you
are then neasuring success as to whether the bleeding
synptons were blood |oss or whether they were |ength
of periods or sonething that is nore of a quality of
life issue as to what the patient was actually
conpl ai ni ng about .

Simlarly, pain is a group that you could
test separately, and then the fertility issue is
anot her one, although again | don't have a feel for
t hose. But all of these are things where we are
simul taneously conbining the 1issues that you just
brought up as saying we are conbining the question of
whether we can treat the fibroids and whether the
fibroids are leading to those synptons. It's just

this question of which the indication will conme out
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for.

CHAl RVAN NOLLER Paul a, Russ and then
Jonat han.

DR HI LLARD: Building on Marcelle's
statenent about failure of hornonal therapy, | would

potentially broaden that to failure of other nedica
t herapi es that could be hornonal or hornonal delivered
by an 1UD;, for exanple, particularly with relationship
to bleeding, but also potentially related to pain,
failure of other nedical therapies mght be a
criterion.

DR EMERSON: A qualification question on
t hat . On these things where we are doing this
hornonal therapy, are you viewing this as a safety
issue or are you viewing this as a statistical power
issue? So are we trying to elimnate those people who
the therapy is not likely to work for, or are we
trying to elimnate people because we don't feel it's
saf e?

CHAI RVAN NCOLLER: There's good hornonal
therapy for a lot of wonen for this. So one of the

things to consider would be -- in the eligibility
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criteria would be anyone who has not already failed
hornonal therapy. That would be a potential.

DR HI LLARD: It's not so much safety.
It's just that it's a less --

CHAl RVAN NOLLER:  Good care. Russ? Russ
has the floor.

DR SNYDER I wanted to answer Dr.
Enerson's question wth yes, because you know, | think
there clearly is a safety issue. You heard from the
reproductive endocrinologist that she wants to nmake
sure that patients have been offered an alternative of
failing nmedical therapy, failing an | UD

The gynecol ogi ¢ pat hol ogi st wants to nake
sure the patient doesn't have another etiology for
their bleeding |ike endonetrial cancer and cervical
cancer, and that's really inportant, too.

Ohe of ny fears is that patients, you
know, with their own self-perceived synptons wll
search out a therapy and bypass another inportant
step, which is to nmake sure that what they think is
causing their problemis indeed what is causing their

probl em
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Then | think | can kind of summarize. So
| think there is, one, a safety issue there. The
second is what we are talking about, is what has the
patient been adequately given a description of the
alternatives wth their risks and benefits of
established ways of treating the disease? In other
words, have they been given -- you know, told that
hormonal therapy will work, and 1UD or a hysterectony?

CHAl RVAN NOLLER:  Jonat han?

DR WEEKS: | amgoing to start by raising
a question, and that is: If we nmake the inclusion
criteria "The inclusion criteria is that the patient
isn't going to be seeking future childbearing," then
does that not open up a better opportunity for a
random zed trial where the control group S
hysterectony, kind of tying into sonme of the coments
that Dr. Cowan nade. That is one thought.

The second thought is, as a maternal fetal
medi cine person, | agree with Dr. Cedars' comments
about a failure to follow up on wonmen who woul d want
future childbearing, but it is not as common,

certainly. But there are a nunber of wonen who have

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




10

11

12

13

14

15

16

17

18

19

20

21

22

121

large fibroids that have had second trinester
pregnancy losses or difficulty getting pregnant.
conservative mneasures have been attenpted, and they
are goi ng to undergo nyomnectony.

That is a group of wonen who could
potentially benefit from a nunber of these therapies.
| would push for a study of that subgroup of wonen.
It is a small nunber, but if those wonen can be
successfully treated, then it sort of opens the door
for a lot of wonen in the mddle who nmaybe do want
future childbearing, have synptons but not severe
enough to seek a hysterectony or a nyomectony.

DR H LLARD: | was going to comment on
the failure of hornonal therapy. There are a |ot of
wonen who are dissatisfied wth hornonal therapy, even
if it is effective. They are concerned about
continuing to ingest a netabolically active product
over a long period of tinme when they could just go out
and get a definitive answer. So | wouldn't want to
excl ude them

CHAIl RVAN NOLLER Absol utel y. Yes, Dr.

Romer 0?
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DR ROMERO I"'mjust a little confused,
because | think the coments nade by Dr. Snyder and
Dr. Cedars were fundanentally different. M sense was
that one had to do with comng to a point at which
there is the strength of credibility or belief in
di agnosis, and the other one had to do wth excl uding
the possibility in a study design when testing a
particular device -- excluding the possibility that
what we mght conclude as failure, if you will, may
not have necessarily been failure, because what was
precipitating the synptom or what was assuned to be
precipitating the synptom nmay not have been.

| think those are tw very different
t hi ngs. From a clinical study design perspective, it
seens that there would be a desire to have eligibility
criteria such that whatever the intervention is that
is being tested, that there is statistically sone
strength behind whether it has actually had an effect
or not.

So it seens to ne that, if the fibroids
are not necessarily -- and I'm not a clinician,

obviously, but if the fibroids are not necessarily
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causing the problem and that can be excluded prior to
enrollment in the study, that that would be a given.
So | don't -- It seens that your comment had nore to
do wth sort of «clinical certainty around the
di agnosi s.

CHAl RVAN NCOLLER: Dr. Shirk and then Dr.
Enmer son.

DR SHIRK | guess that ny concern about
we are obviously talking about contraindications for
doi ng the procedure. Cbviously, other than ruling out
ot her pathology -- other associated pathol ogy, one of
the questions again is |ocation. Qoviously, it
becones an eligibility criteria.

Basically, we know from uterine artery
enbolization that, obviously, pedunculated fibroids
have particular issues. Do you include or exclude
those? | tell ny patients a lot of times, fibroids
are like realists; they dissolve |ocation.

So the subnucosal fibroids are nuch nore
likely to cause bleeding than a fibroid that's out in
t he subserosal area. Is there any specific problens

with treating those? Qoviously, in some of the
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enbol i zation studies, there has been a group of those
wonen, a fairly high percentage of them that wll
sl ough, you know, subrucosal fibroids. So in treating
their bleeding, you are basically, obviously, creating
-- with an enbolization or sonmething that is going to
cause death of the fibroid, basically another clinical
i ssue.

So | would think one of the criteria that
we would have to exclude or decide to include or
exclude is basically |ocation.

CHAl RVAN NOLLER:  Dr. Enerson.

DR EMERSON: | just wanted to clarify.
Wen | spoke of statistical power, that was exactly
this point you were nmaking, that we can hone in on a
group that has a very highly likely chance to benefit
from the treatnent, and going with that is also the
thing to nmake certain that then the benefit of the
treatnment would generalize to the patient population
that it was less likely to do. But being a
statistician, we can always deal wth throwng in
patients that it does nothing to, and just as |arger

sanpl e si ze. But we want to nake certain that it is
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safe in that population, and then any popul ation that
we have excluded that we haven't excluded sonething
that we woul d have gotten a very different answer.

CHAl RVAN NOLLER: FDA comment ? s that
what you are working on?

M5, BROGDON: Yes. | think when you are
ready to |l eave this question would be a better tine.

CHAI RVAN NOLLER: Vell, we are pretty
cl ose, because it's just about tinme for the noon
break. Colin?

MR POLLARD: Thank you. This has been a
great discussion we are hearing, and in particular, we
are very sensitive to the issue of infertility and not
havi ng the answer regardi ng pregnanci es.

Ohe thing, and it 1is really just a
different twist on the same question, and FDA is in
part responsible for sone of the studies you have seen
wth focused ultrasound and UAE that we don't see
wonmen who desire to becone pregnant. That was partly
our concern relating to safety and so forth.

So we contributed to that. So maybe the

question we would like to hear a little discussion of
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is: Even if the primary conplaint is bleeding, if she
is of childbearing age, should we -- maybe this is not
exactly the way to answer the question. Should we be
excluding those patients who desire future pregnancy
or should we not make that an exclusion criteria and
sinply put in sone kind of requirenent to follow those
who do for pregnancy? | think that's the concern.

It was connected to the safety side of the
question, but that's kind of where that was.

CHAI RVAN NOLLER:  That's a good question,
and actually, this is a wonderful thing for us to talk
about at Ilunch, unlike yesterday. W can tal k about
t hese i deas.

M5.  BROGDON: No. | think not, because
the whole point of this is to have the discussion in
publi c.

CHAl RVAN NOLLER Ckay. Al right. So
pl ease tal k about basketball. Let's break. VW wll
met at ten to 1:00, so we can have another couple of
hour s.

(Whereupon, the foregoing matter went off

the record at 11:57 a.m)
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AFTERNOON SESSI ON
Time: 12:54 p.m

CHAI RVAN NOLLER: Let's cone back to
order. W have sort of worked our way through one and
a half of the six questions, but in |ooking down the
list, they are so interrelated, we are sort of
answeri ng sone of the others.

We are tal king about eligibility criteria,

and | am not sure we can get a whole lot farther on

t hat . Dr. Snyder wanted to nmake a comment, and then
Dr. Cedars.

DR SNYDER | am going to start off by
sayi ng, you know, | always cone clean, and | am goi ng
to be a hypocrite here, and | have no political

aspirations. So I figure that's okay.

The reason | preface that is because, if |
was on an IRB today, | would be singing a conpletely
different song. But with what M. Pollard brought up
| would be real reticent as a panel to want to
preclude wonen altogether who are still desiring or
have any plans for future pregnancy, because ot herw se

we would be in the exact sane dilemma we are today
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with uterine artery enbolization.

You know, we had the first one of those in
1995. W& were rem nded of that today. W are now 11
years into this, and it is still regarded as a
contraindication to the procedure, and all we' ve got
as obstetrician/gynecol ogists to counsel patients who
do conceive post-uterine artery enbolization is a few
case series.

| would rmuch prefer as a clinician to be
able to counsel patients as to what do | need to
advi se you as far as risk associated with as pregnancy
goes, route of delivery and everything else. The only
way we are going to get that is if we have sone well
designed clinical trials |ooking at the issue.

CHAl RVAN NOLLER:  Marcel | e.

DR CEDARS:| agree, except that | think
that they really are two different populations, and
t he endpoi nt of what they want to achi eve, success, is
different in those two patient popul ations.

So for ne, it is alnost tw different
studi es, because one is nmuch nore of a synptom driven

whether it's bleeding, whether it's pain, | don't want
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to have a hysterectony but | want to get rid of these
synptons, which is very different than saying there is
infertility and there is a fibroid in place.

So | think that the fertility patients or
infertility patients need to be studied, because I
agree with you conpletely; because otherw se what
happens is we are left wth absolutely no data.
However, | think that is a different study.

What you could do -- and you coul d design
that very easily, because we don't even have data, for
that matter, about nyonectony and inpact on fertility,
other than subrmucosal fibroids -- would be to
random ze people between nyonectony and X, whatever
that procedure is, who want to maintain fertility;
because the issue would be the sane in ternms of
functionality of the wuterus, both for conception,
inplantation, |abor, with nyonectony and whatever that
procedure is.

So to nme, it is a different study. I
don't think you can put them all into one. | think,
in the study that is |looking at synptons, you really

woul d excl ude people. Wat | would just put a plea in
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for is that there is an armthat |ooks specifically at
wonmen who want to preserve fertility. But | think
they are two different patient popul ations.

CHAl RVAN NOLLER:  Hugh?

DR MLLER As a maternal fetal nedicine
person, we are constantly faced with this, and to ne
this is no different than the panoply of drugs that

woren bring into pregnancy with them for which we have

virtually no data. It's gotten a little bit better,
but still, it's difficult to counsel people.
| guess | would hate to hold wonen in

general hostage to this one group, as inportant as |
think it is and as nuch as | would like to encourage
conpani es to study pregnancy because of what you said
earlier, which is it's a small popul ation.
There is not a lot of financial incentive.
In fact, there is a trenmendous anount of financia
di si ncenti ve. The nedical liability, potential risk
of rupture, the very things that we have discussed
today are all di sincentives to studying this
popul ati on.

So | think the natural state of affairs is
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that wonen who are not |ikely to be reproductively
active are going to be enrolled in these studies.
There will be sonme that wll becone reproductively
active, will be subject to case series, because there
is not going to be an incentive to do it any other
way. | nean, | really don't think so.

| think what we can ask conpanies to do is
to follow wonen, particularly wonmen who have the
potential for being reproductively active, but | think
nmore than that is not realistic. It's just not going
t o happen.

CHAI RVAN NOLLER  Dr. Weks?

DR WEEKS: | agree with you. | think it
is difficult. But I'"m not certain that | agree that
it is not doable, again especially if you lunp in the
patients that have large fibroids that have | ost
pregnancies in the second trinester; and yes, sone of
these ablation procedures, there's a future risk for
abruptio, etcetera, but those sane patients, if they
are undergoing a nyonectony, take on a significant
risk that they just have an outright hysterectony, to
begin wth.
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So | think the counseling is difficult.
It is a difficult study. | feel that -- | agree with
Dr. Cedars that the younger wonen and the

peri menopausal wonen are physiologically different.

The neasure of success will be different, the |ong
termoutlook is -- The tinme interval is different.
So that the best way, | think, to study

the patients who are looking to future fertility is to
specifically go after infertility patients or patients
who have had pregnancy | osses that we think are due to
fibroids.

CHAl RVAN NOLLER:  Dr. Shirk.

DR SH RK | think, obviously, what
happens when a patient gets pregnant is an inportant
issue, but | think probably the primary issue in a
group that wants to mamintain fertility is basically
their inmpact on fertility itself or fecundability.

Basi cal |y, i ke uterine artery
enbol i zation, do you develop a uterine artery problem
with follicular phase defects? Basically, what is the
effect on the ovary and ovarian function? These are

guesti ons we have no idea about.
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Qoviously, fromthe limted data we have,
probably if sonmebody gets pregnant, they probably
progress through a fairly normal pregnancy. Rupt ur e
woul d obviously be the main issue, but | think one of
the bigger issues with reproduction is basically the
gquestion of what inpact does this have on a patient's
ability to achi eve a pregnancy.

CHAI RVAN NOLLER: Let nme do sonething
her e. | am going to carve out about 10 mnutes for
sone audi ence interaction here, and then | amgoing to
junp to questions 4 and 6, because they have issues
that we really haven't tal ked about. You m ght want
to sort of ook at those. But let's see if there --
Based on the panel discussion, have there been any --
or are there any thoughts from sone of the nenbers of
the audience? W would entertain one mnute questions
or comments, if anybody would like to do so.

Pl ease rise, and cone to the podium and
state your nane.

DR | SAACSON: Keith |saacson, just here
as an interested observer today. Just sone conments

fromthe earlier this norning s discussion.
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| think, nunber one, | just want to talk
about objective neasurenents. I don't think that we
can use -- and you guys have brought it up severa
times -- that we can use the fibroid size as an
obj ective neasurenment of success. | think the uterine
artery enbolization data has already shown that
fibroids that reduce in volune between 15 and 40
percent in size wll have the simlar effect on
synpt onmat ol ogy.

Nunber two, | think Dr. Shirk brought
this up. But certainly the size of a fibroid -- A 2
centinmeter submucosal fibroid, can cause a lot nore
bl eedi ng sonetines than a 4 centineter one. So again,
the size nmay be irrel evant.

Dr. Cedars brought up hornonal therapy,
and to ny knowl edge there is not a hornonal therapy
that is FDA approved for fibroid treatnent. So | am
not sure that you can really say or that we should say
that patients should fail hornonal therapy before they
are entered into a study, since we don't have a
hormonal therapy that is FDA approved.

My last comment is regarding Tiger Wods.
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He is still -- He's been nunber one in the world for
the last four years. | would say that's pretty good
Thank you.

CHAI RVAN NOLLER  Any ot her comments from
the floor? One nore, | see.

DR GREENBAUM | thank you again. | know
|'ve had ny five m nutes.

CHAl RVAN NOLLER:  Affiliation, too?

DR GREENBAUM |'msorry?

CHAI RVAN NOLLER:  Nane and affiliation.

DR GREENBAUM ["m sorry. My name is
John Greenbaum and | represent Bioconpati bl es.

CHAl RVAN NOLLER:  One m nut e.

DR GREENBAUM | asked for the input of
Dr. Robert Worthington Kirsch in the course of this
presentation, and Dr. Kirsch is well published in the
area of uterine fibroid enbolization and does quite a
few of these procedures a year

In the event that this Panel does suggest
and recommend the use of clinical trials to support
UFE indications, Dr. Kirsch's input was, first of all

these therapies are for control of synptons. Patients
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don't cone in and say they have a fibroid and want the
fibroid treated. They have synptons to be treated.

Dr. Kirsch recommends, and | reconmend,
that the Panel require trials only of those devices
which are physically, chemcally unique and neasure
endpoints that are related to the synptons for which
t he patient sought treatnent.

Second is to require conprehensive bench
and | aboratory preclinical testing in support of the
ki nds of issues and questions that are being asked of
her e.

Third is, when it conmes to the neasurenent
of blood loss, the UFS QL is a validated fibroid-
specific tool. Measuring blood | oss against the PBLAC
method requires the use of a 15-year-old sanitary
product, which wonen really don't care to use.

Last, if I don't get the input later, Dr.
Kirsch gave ne a lot of input that he felt that this
Panel's time and effort and FDA's resources should be
well spent on the issue of fertility.

M/ clients are developing drug eluting

products that are related to uterine fibroid

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




10

11

12

13

14

15

16

17

18

19

20

21

22

138

enbol i zati on. The issue of fertility is not well
st udi ed.

CHAl RVAN NCOLLER: Thank you. That's two
m nutes. thank you.

DR GREENBAUM  Thank you very nuch.

CHAl RVAN NOLLER: Anyone else? Nanme and
affiliation, please.

DR STABINSKY: H . Seth Stabinsky, and |
am al so here as an interested observer.

| think that the issue of including wonen
who want to keep their fertility in these trials is --
| agree with the Panel nenber who talked about the
| RB, you know, if you were sitting on an IRB that you
just wouldn't be able to tolerate that. However, the
need to know that for our patients is incredibly
inportant to know whether these nethodologies are
going to allow them to have safe pregnancies in the
future.

It is not just a matter of whether they
can get pregnant. It is if the pregnancy doesn't --
if they do get pregnant, we have all the problens that

could be associated wth the pregnancy, | RGR

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




10

11

12

13

14

15

16

17

18

19

20

21

22

139

etcetera. That is not really fair to the fetus.

| thought that Dr. Cedars' conmment was
really great, the notion that this is a separate
study, and also the understanding that the nedical
device industry can't support that study. You know, |
think it would be very powerful to have a conmttee --
to have a panel like this, you know, have a concl usion
that says the NH should fund a study like that,
because | think that there is a definite need to know
t hat answer. It affects a |arge nunber of wonen, and
we can't risk the safety of babies in a small study,
and the device conpanies can't put noney into that
smal | market .

CHAl RVAN NOLLER Thank you. Q her
comments? First and second. You are first. Nanme and
affiliation, please.

DR TAY: M nane is Sew Wah Tay from AVG.

| just wanted to point out the uterine
fibroid synptom of quality of [life questionnaire
actually is a conposite fibroid synptom kind of
guestion that covers alnost everything that was

di scussed here, including pain, bleeding and al so bul k
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synptons, and it is validated.

So that actually is a pretty good quality
of life questionnaire to use for endpoints here.

CHAl RVAN NOLLER:  Thank you.

DR ALl KACEM Nadir Alikacem wth
| nsi ght ec.

| just would like to nake sure that we are
-- from ny personal perspective, that we are not
making two things into one. Fertility -- that's a
claim to nmake sonebody fertile, for whatever reason.
Maki ng pregnancy safe, | believe, is different from
fertility. Thank you.

CHAl RVAN NOLLER Thank you. Q her
comments from the floor? Al right. Thank you for
those. Sone very thoughtful comments.

Let's look at question 4 for a mnute,
because we really haven't tal ked about this. W have
sort of avoided it. W've talked about nost
everything else, but selection of an appropriate
control arm for surgi cal pr ocedur es can be
chal | engi ng. The panel has criticized nonrandom zed

control groups of hysterectony patients in the past.
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For some procedures, small control is not possible.

D scuss other possible control options,
myonect onny, no control. Dr. Enerson favors a patient
as her own control. It was suggested a | aparoscopic
super-cervi cal hysterectony fromthe fl oor today.

A procedure, whatever it is, what 1is
"control"™ or should there be no control? Dr. Sharp?

DR SHARP: | think, since we are talking
about mnimally invasive techniques, | think the
question of wusing uterine artery enbolization as a
control is a reasonable one. | know there was nention
of using the |aparoscopic sub-total hysterectony to
conpare that to a device.

| think that is probably not the sane.
That is a hysterectony conparing sonething that is
being perfornmed to treat a fibroid, but leaving it in
pl ace. | think uterine artery enbolization actually
has been studied enough now that it is considered a
standard of care, and | believe has been recognized by
several organizations.

So | think that would be a reasonable

random zati on arm
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CHAI RVAN NOLLER: Before we go on to the
next, would you see it as randomzed or a series of
each?

DR SHARP:  (Cbviously, random zation woul d
be nice, to decrease the bias going into the study.
Qoviously, you wouldn't be able to blind that, but
random zed, nonet hel ess.

CHAI RVAN NOLLER: Dr. Enmerson and Dr.
Cedar s.

DR EMERSON: Vell, | am going to see
sonmewhat on what Dr. Cedars said, so she gets the
chance to say that | msunderstood it conpletely,
when she was speaking earlier and saying that, to
wonmen comng in, you are frequently telling them that
this is a synptom sort of issue and that, when you

actually have the procedure is when your synptons are

bad enough. So that then what we have to do is be
able to identify wonmen who -- and |'m naking these
nunbers up -- are at sone |level of equipoise. Do they

have it now or do they have it in six nonths, and
random ze t hem

So that you do have to worry that is that
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the patient population that you are trying to find
out about? Is that nore mld disease, and it won't
carry forward to the nore severe disease? But that
still allows that conparison to say you are perchance
just randomzing them to having the procedure or
having it delayed, but if it can be delayed enough,
you still have the chance of |ooking at, say, siXx
nmonth quality of life.

CHAl RVAN NOLLER:  Dr. Cedars.

DR CEDARS: | guess | have trouble wth
using uterine artery enbolization as the control, as
the standard, because here you have a procedure that
never itself has been conpared to what we consider a
gol d standard and has not been used in people who want
to preserve fertility, and it is now going to becone
the standard against which other things are going to
be tested. That nmakes no sense to ne.

| think, if you -- The procedures that are
standard are either nyonmectony or hysterectony. And
since nost of these wonen are choosing | ess aggressive
procedures because they want to preserve the uterus,

then I think you are |ooking at conparing nyomnectony
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to -- a surgical nyonmectony to X; and certainly, for
the wonen who want to maintain fertility and thereby,
obviously, want to maintain their uterus, that is what
their alternative would be, to have a surgica
myonectony or to do XYZ But | have a real sense of
di s-ease at using uterine artery enbolization as the
standard by which we grade other things.

CHAl RVAN NOLLER:  Dr. Sharp.

DR SHARP: Just a thought on that, and I

respect that. | think, in terns of using nyonectony,
although it has been around for a long tinme, | don't
know that it has been studied that well in terns of

really | ooki ng at nunbers.

| think conparing |like procedures to |ike
procedures is always helpful, and | don't think
conparing a uterine sparing procedure which 1is
mnimally invasive to a hysterectony, which is not
mnimally invasive, is |ike.

| just would argue that, even though
uterine artery enbolization has not been around that
long, there's actually now a fair anmount of data from

that, and although we don't have a lot of pregnancy
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outcones, | don't know, again, that we have that data
wi th ot her nethods either.

CHAI RVAN NOLLER  Dr. Shirk?

DR SH RK Wll, | guess, basically --
First of all, nost wonen that are looking for the
procedures that are necrosing are, obviously, |ooking
at ways to avoid surgery. ay? So | see a surgica
arm as being not an acceptable thing for nost patients
going into a study.

Al so, when we did the endonetrial ablation
studies, you were using a procedure that would be
simlar, | guess, to uterine artery enbolization that
had been sonewhat standardi zed, and then conparing the
ot her techniques of doing the sanme procedure to it.
So | nean, | guess basically I would have no problem
in saying that wusing uterine artery enbolization,
which we do have a lot of data on and is basically
judged on life quality, as basically being a contro
armto which you could conpare other technol ogies that
are going to cause necrosing kind of injuries to the
fibroids, talking about the same kind of injury,

however you get it.
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CHAl RVAN NOLLER Let's discuss a little
di fferent thing. What about no control, essentially
case series, that the decision is that if you achieve
X results in these 200 wonen that you are going to use
your new procedure on i s good enough?

Everybody hates it, | know. Dr. Enerson,
Dr. Mller

DR EMERSON And here | thought that |
was in sonething about OB/ GYN, but | get to nmake ny
standard cancer statenent.

You know, cancer has been doing this for
years and years and years, and cancer has now the
nunber one killer of people.

CHAI RVAN NOLLER:  Dr. Ml er.

DR MLLER | think ixnay on the no
control group. | think we ought to be able to cone up
with sonme suitable control group, and | |ike what has

al ready been suggested, which is a conparable contro
gr oup.

| don't know | guess | would favor the
uterine artery enbolization as a conparable control
gr oup.
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CHAl RVAN NOLLER  Russ?

DR SNYDER: | agree with the no control
i ssue. I think, though, what we have been talking
about, we are going to have to accept that there is
not the perfect study to study this, and it is going
to depend on what synptomatology we are |ooking at.
Like Dr. Cedars was saying, if w are really going to
| ook at an issue of fertility, then it is going to be
myonect ony versus another procedure. If we are
| ooking at other synptons, then another control group
may be appropriate for one study, and | just think we
are going to have to accept variation.

I al so want to say, t hough, t hat
ultimately the only thing that is going to control for
a disease that has as nuch anatomc variation as
fibroids do as far as location, size, and if there is
no correl ation bet ween si ze, | ocati on and
synptomatol ogy, it is going to require a random zed
controlled trial

| don't think that it is unrealistic for
us to expect that that is going to get done, and it

was done for wuterine endonetrial ablation with a
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mul ti-center random zed trial between hysterectony and
endonetrial abl ation.

| do think that there are sone patients
that are so stratified on one end of the spectrumthat
they wouldn't enter into such a trial, but there are
others that really understand the dilema that we as
clinicians are in, is that | don't know what the
ultimate hysterectony rate is going to be for patients
under goi ng endonetrial abl ation.

If they are at a point and they are trying
to make an informed decision between a mgjor invasive,
definitive surgery versus a tenporizing maybe
per manent procedure, and they understand that we as
clinicians can't counsel them as to the facts, that
they are willing to enter a random zed trial, that has
maj or inplications for them

CHAl RVAN NOLLER:  Nancy?

DR. SHARTS- HOPKO I support t he
random zat i on. | think that this would be a case
where they would have to do a second |evel of consent
after the random zati on.

DR SHI RK: Vel |, wi th endonetri al
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abl ation, we never did do a random zed hysterectony
versus ablation trial. | mean, that wasn't part of
the gig. Wwen we first started ablations a long tine
ago wth a laser, basically, you know, that was a
different era for the FDA. But basically, all we did
was show that it decreased nenstrual flow, and
basically then we noved to the Rollerball. So they
changed the procedure to the Rollerball.

That really was alnbst a 510(k) type of
thing, and basically only when we got to the gl obal
endonetrial ablation devices did the FDA require PMAs
and basically then had a "standardi zed" procedure in
t he Rol | er bal | abl ati on, whi ch wasn' t really
st andar di zed, because the power settings were
different. The size of the ball was different. Al l
kinds of things were different, but -- I won't go into
that, but basically, | can see that we are in simlar
parallels with the nyonetry.

Basically, nost of them are basically
necrosing kind of procedures that we are talking
about, and so that with using the data that we have

and the procedure that we have already with uterine
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artery enbolization, we've got a parallel situation.

CHAI RVAN NCLLER:  Howar d?

DR SHARP: Just again to talk about
random zation and why | think it would be inportant, I
think we are dealing wth great heterogeneity when we
are tal king about fibroids. W've talked about that.

| f you introduce -- or if you can mtigate
the bias, that is going to be extrenely helpful. So |
think that is the one thing that random zation does.
So | would argue for that.

CHAl RVAN NOLLER:  Hugh?

DR MLLER | was just going to say the
obvi ous, which is that by having a conparative trial
it doesn't preclude the conparison wthin each of
those groups in a case series type fashion, as you
originally suggested.

CHAI RVAN NOLLER: One of the things, too,
that | neant to bring up this norning, just as we were
going along -- One of the things that leads to the
type of trial it is, is what the manufacturer -- what
they want their indications to be.

You know, we can say we want infertile,
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fertile, all ages. For the instrunment, they only want
an indication for wonen over age 40 with their tubes
tied, for instance. You know, that is what the trial
is probably going to be about. So that wll -- The
trial will depend a little bit on what they are asking
for, too. Marcelle?

DR CEDARS: One of the things that is
required, and | think we as physicians and sonetines
as investigators forget, is that when you present
sonething to a patient, you really have to be in
equi poi se. I mean, you really have to feel |ike you
don't know what the answer 1is; and if you are
convi nced you know what the answer is, absolutely none
of your patients are going to want to be random zed.

So | think, you know, certainly, for the

fertility patient, the standard of <care is a
myonect ony. So to say nyonectony versus this,
whatever "this" is, is not illogical. Yes, one is

i nvasive, one is maybe not or less so, but we really
don't know in terns of the outcone which is going to
be better.

| would argue, we don't know that for
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uterine artery enbolization, because it has never been
conpared head to head. So to say that that, all of a
sudden, which is sonething that has been done based on
case series, is going to becone our standard agai nst
whi ch we gauge other things doesn't make sense to ne.

| think that you can absolutely random ze
t hese peopl e, but It is incunbent upon the
investigator to be honest wth the fact and not have
their own biases and really admt that we honestly
don't know for both short term and long term what's
the best option for these patients.

CHAl RVAN NOLLER:  Jonat han.

DR. WEEKS: I agree 100 percent,
especially if we are talking about a separate study
for patients who are |looking to have future children.
| don't follow these wonen |ong term anynore. So
this is nore of a question. But if in the other
study, the patients who are not expecting to have
children in the future, who have conpleted their
childbearing -- if the gold standard is a hysterectony
-- So if those patients are going to be cared for in a

normal clinical fashion, nost of those patients today,
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even with things like uterine artery enbolization, are
under goi ng hyst er ect ony.

If those types of patients are going to
random ze, and | guess you can argue whether it should
be uterine artery ablation or not -- | still favor
hyst er ect ony. But if those patients are then
random zed to noninvasive techniques, ultimately the
hysterectony long term mght be another neasure of
success, because you have uterine artery ablation, you
have your other newer technology, and at one year or
two years out, how many of those patients have then
undergone a hysterectony becones another conponent of
t he success definition, if you wll.

CHAl RVAN NOLLER That, actually, is a
nice lead-in to question 6: Typically, FDA has asked
manuf acturers to provide pre-market evidence of
treatnment success at the six-nonth point after
surgery, wth the understanding that the wonen will be
followed for a mninum of three years. What is the
appropri ateness of this?

Nancy, before we go on, did you want to
say sonet hi ng?
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V5. BROGDON: M. Pollard has a question
about random zati on. | don't know if you want to

conti nue where you were goi ng?

CHAl RVAN NOLLER: No, I'Il read it al
agai n.

MR POLLARD: This kind of brings us back
to question 4 again. Sorry. It's a tough question.

| think I understand the points being nade
if sonebody was going to pursue the infertility
indication, the points about random zation that Dr.
Cedar s makes. I t hi nk t hat was pretty
straightforward, but | think we also heard that it is
probably unlikely that a sponsor is going to pursue
that indication, for a variety of reasons.

So that backs us up to what is the nore
probable synptom which would be the nobst comon
conplaint from fibroids, which is bleeding. So if
bleeding is the indication that is going to be
pursued, then is there a role, or what would be the
role of random zation? What would be the control
group chosen?

| guess | would like to just press the
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point a little bit harder without trying to direct it

in any regard. | heard the point half in jest about
cancer and, you know, when you -- just a single
series, and |ook at patient inprovenent. Qovi ousl vy,

an inportant conponent of that is what is the outcone
measure for that synptom and what is the size of the
effect?

| s the panel as a consensus or as a group,
are there canps of groups who don't believe that we
can define an outcone neasure and a size of effect in
a single armsetting, if bleeding were the indication?

CHAl RVAN NOLLER: A 100 wonen who are
anem c from bleeding probably from their fibroids --
if 98 of them are nade a whole |lot better by the
technique, it is probably a good technique. That
sort of single arm study series is what you are
suggesting would be appropriate in sonme cases. I's
that right?

DR EMERSON | just wanted to raise the
guestion: Are all instances in which you are treating
wonen for bleeding -- is it really nedically indicated

or is sone of it the quality of life of nenorrhagia?
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CHAl RVAN NOLLER: Practically, it's both.
VW have wonmen who use 12 tampons an hour and say they
have normal periods, and others use two a day and
conpl ai n about the heavy peri ods.

DR EMERSON There's the distinction
there that you could random ze the wonen where it is
nore quality of life, because those are the wonen who
mght be wanting to delay this and mght be having
nmore variability from period to period as to how nuch
bl eeding there is; whereas, if it is really nedically
indicated, that's where it is nore inportant that you
have the best standard of care as your control group,
and del aying may not be that best standard.

CHAI RVAN NOLLER:  Marcel | e?

DR CEDARS: | have a couple of comrents.
One goes back to the comment about hornone treatnent,
and | wasn't talking about hornone treatnent wth
fibroids as the indication, but the reality is that
nmost of the people who bleed fromfibroids are also in
t he peri nmenopause.

So the question is they have had their

fibroids for 10 years; now at 45 they are bl eeding.
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Is it their fibroid that nmakes them bleed or is it
their perinenopause, which is why | was tal king about
hornmonal treatnent initially, not as a treatnent for
their fibroids but as a treatnment for their bl eeding,
which is in fact, as we have said, what they cane in
for. They didn't cone in and say | have fibroids;
they came in and said I have bl eedi ng.

So | think treating them wth hornonal
medi cations first is appropriate.

Then secondly, | still think that you have
to random ze the people, even the people that you are
eval uating just for bleeding. The question is what is
your conparator. If you are going to use sonething
like uterine artery enbolization, then the duration of
the study beconmes -- or the duration of the foll ow up
beconmes relevant, because it is likely that nost
t hi ngs woul d gi ve you a short term benefit.

The question is what is the duration of
that benefit, and how nmany people ultimtely cone back
to either another procedure, another mnor procedure,
or ultimately a hysterectony?

So | still think you have to random ze
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these patients, but | think the two questions that are
brought up by that are, one, what is the conparator;
and two, what 1is the duration and endpoints for
fol |l ow ng?

CHAl RVAN NOLLER:  Let's hold the endpoints
-- or the length of time for just a mnute and see if
there are any other comments about the single arm sort
of approach.

DR CHEG NI : | don't have a comment as
regards to your question. But if the industry cone
al ong and pronote these devices for fibroid treatnent,
if you exclude the infertility patient, you actually
have to assign only the treatnents for uterine
bl eedi ng probl ens.

There are studies already indicating that
majority of wonen that they have high incidence of
fibroids, they actually occur between age 45 to 50,
and those are also the bleeding problens. So if they
design their studies that you do not include patients
that they desire reproductive success in that way, so
you are ignoring one group all the way.

CHAI RVAN NOLLER: Yes, Cerry? Cerry,
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t hen Russ.

DR SHIRK M only argunment for a double
arm maybe with uterine artery enbolization is that you
get data on what is good, better, best, and that you
are also collecting data on the procedures that -- one
procedure that is already proved. Basically, you get
an idea of what conplications are comng out of your
control arm as well as what conplications are com ng
out of the new necrosing technology that you are
| ooki ng at.

So that, basically, it is not only are you
using it as a control arm for a simlar type of
procedure, but you are also getting sone data on the
overall success and, basically, conplications of the
procedures in general.

CHAl RVAN NCLLER  Russ.

DR SNYDER: | was just going to comment
specifically on the question that was asked. You
know, if we are going to just pick abnormal bl eeding
or nmenorrhagia as is what is being studied, | don't
again think it is inpossible to have a random zed

control trial that is going to answer and take care of
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the heterogeneity in this whol e issue.

If it is not a randomzed controlled
trial, however, we are going to have to require a |ot
of stringent criteria. It is going to have to be sone
way to, one, evaluate the endonetrial cavity, either
hysteroscopically, hysterographically, to know that we
are also not dealing wth a submucous nyona. You
know, we are going to have to have sone way to verify
that we are not treating dysfunctional uterine
bleeding in a patient that also has a 4 centineter
i ntramural nyona.

It is just going to require a lot nore
selection criteria to be able to get valid scientific
evidence, if we are not going to rely on the
random zed controlled tri al

CHAI RVAN NOLLER: Ot her comments? Hugh?

DR MLLER Vell, | guess | would just
add that, even in the setting of a random zed
controlled trial, because of the variability that has
already been nentioned, it 1is still going to be
inmportant to nonitor those different variables to nmake

sure that the sanple is proportionate in those areas;
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because | don't envision these as being a thousand
patient trials. They are going to still be small, and
it would be easy to throw the analysis off by having a
m sproportion of patients.

CHAI RVAN NOLLER  Let's tal k about follow
up then. Typically, six-month followup -- how are
they doing at six nonths? And sonme decision is nade
then at the panel or by FDA, but the patients in the
trial are followed for three years.

Now | have heard a couple of people say,

you know, we need to see how many had hysterectom es

at three years or sonething, which | think would be
wonder f ul . But in fact, just based on delay and
delay, | would guess that no sponsor wants to wait

three years after their last patient has been entered
before they bring it to the FDA for a PNVA

So that is a long tine, even though it is
information that we would like to have, and really
nore post-nmarket. Dr. Enerson?

DR EMERSON: Vell, | was going to |et
pass the trial of 1000 patients, but since | can

address both of these at once: Were is it witten
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that there can't be a trial of 1,000 patients, and
where is it witten that there can't be a trial that
| asts three years? This is what happens in a lot of
ot her diseases, that the studies |ast that |ong.

So | don't understand why that is
automatically a criterion, that we would just say, oh,
it's okay to do science that we don't really care
about, just because we are trying to do this. The
criterion should be what we care about and, if it
takes that long to do it, we should do it.

CHAl RVAN NOLLER  Russ?

DR SNYDER You know, |'m sitting here
thinking, what's the problem with this? Vell, the
problemis, one, we are asked to comment on the safety
and the efficacy. W can do safety with a very short
time frane, and we can do one neasure of efficacy in a
short tinme frane. But the real neasure of efficacy
that ny patients want to know about is what is the
chances that they are going to need to undergo a
second procedure, a hysterectony, on top of this other
procedure in the next five, 10 or 15 years until they

are nenopausal .
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So part of the problemis how are we going
to define efficacy, because there is a short term
efficacy and a long termefficacy.

CHAl RVAN NOLLER Good point. Ns.
Ceorge. W0 el se?

M5, GEORGE: |'ve been listening to all
the comments about doing the clinical trials and all
of that, and one of the things I just want to rem nd
us of is that the United States is supposed to be the
best place to have nedical care, and what's happening

Is that nore and nore of the products are getting
approved and used safely and effectively everywhere
else in the world nuch faster -- China, Japan
t hroughout Europe, and we do have nonitoring and
regulatory work we have to do in those countries as
well, clinical trials we have to do. But we are
having products that are taking three, four, five,
six, 10 years longer to get approved here in the
United States.

DR SANFI LI PPC Could you share with us
another country -- | nean, to nme it's one year or

three years -- okay? -- for followup. Wat would be
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the standards in some other countries? Wuld it be
like a design for one year and then a PMA at that
poi nt, or help us understand that.

M5, GEORGE: It does vary by product, and
it is usually risk based. It is a risk based profile
that we have to put together, that you define it wth
clinical people that you partner with, simlar to this
kind of an environnent. So depending on the country
and depending on the protocol, there is a lot of
variation that happens with the practice of nedicine,
because we do have to address that through the risk
profile.

The FDA does accept risk profiles. So
that, you know, the question was where is it defined.
It isn't defined just for that reason, because the
FDA does partner with us to sit down and say, okay,
what are the risks associated with this. Wat are the
oversight that goes on, the control nmechanisns and
things |Iike that.

So that's why it does take a while to
define them but there isn't a black and white, you

know, it's six nonths or it's a year. It's based on
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risk and what it is you are trying to focus, and what
the risks of not having the care available are, not
just the risks of having it.

CHAl RVAN NOLLER: | don't quite
under stand ri sks. Many of these procedures, the risk
is over in 48 hours or sonething, if you are talking
about procedure risks. But the risk of another
procedure in this case, this specific case, fibroids
isn't over for six nonths, one year, five years, 10
years; because if many of themfail at one year, where
80 percent of the wonen need a hysterectony after a
year, what was the need of the procedure in the first
place? That is sort of what we are talking about.
Yes, Marcelle, and then Cerry.

DR CEDARS: Wul dn't sone of that cone

under what they Ilist as the indication for the
procedure? | nean, if they list, you know, long term
treatnent of abnornmal bleeding or if they list -- you
know, | nean, could you -- because | do believe, to

sone extent, to have them have three-year data before
even comng to market is a tad bit onerous for the
conpany.
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On the other hand, six nonths worth of
data is al nost inconsequential. So sonmewhere between
there is what is reasonable. | would say a m ni mnum of
a year, you know, wth sone requirenent for post-
market followup, but that would also dictate what
they are able to say in their indications and
expectations for use of the device, | would think.

CHAl RVAN NOLLER  Gerry?

DR SH RK Vell, first of all, the long
term followup and failure hasn't even  been
established for nyonectony. | mean, basically, the
genetic predisposition -- you know, these people, if
you do a nyonectony and you took out every fibroid you
coul d see, these patients nmay be back in three years -
- you know, if they've got a predisposition for
fibroids, back in the sane position they were.

So | think it is a long term three-year
thing. To sort of hold these procedures to a standard
that we don't even hold our own surgical procedures to
may be too nuch.

The other thing, obviously, as Elisabeth

said, there is basically two things, basically. A lot
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of these conpanies that are developing these
technol ogies are snmall conpanies. They don't have a
lot of noney to do long term studies. If you are
devel opi ng cancer drugs, that's one thing. You are
generally big conpanies and stuff, but this whole
i ndustry here is driven by smaller conpanies. | nean,
it is basically -- You know, we do have to take into
account sone of that.

Qoviously, we need to take in consuner
protection. Also, a lot of our technol ogies, at |east
surgi cal technologies, aren't being put into effect,
not because of the FDA but because we get a l|ot of
| awyers out there trying to sue us and sue conpani es.

CHAl RVAN NOLLER: Hugh, then Dr. Ronero,
then Dr. Emerson.

DR MLLER | was just going to say that,
since | was the one who brought up the 1,000 person
study, | don't think anybody sitting around this table
woul d advocate for nediocre clinical trials.

On the other hand, there is a pragmatic
conponent which, if we can't trials off the ground

because we can't fund them either in the private
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sector or in the public sector, then those -- you
know, whether they are being done around the world
still means that our patients aren't going to have
access to those procedures and those technol ogi es.

So it seens to ne that we are constantly
bal ancing risks and benefits in any individual
procedure, as we are in study design. So nothing is
perfect, but we are trying to derive the nost benefit
with the | east risk.

In terns of the issue of followup, I
think -- to the gynecologists on the panel -- if a
year seens reasonable, then a year is reasonable. It
is not everything that we would want, but it is nost
of what we woul d want.

CHAl RVAN NOLLER:  Dr. Ronero.

DR ROVERO | guess, in the way that sone
of these tinme periods are being stated, | am com ng
away Wth the inpression that there's a certain
arbitrariness about it; and | wonder if, given the
nmethods that are currently used in clinical practice
with regard to treatnent of fibroids prior to

hysterectony, for instance, if there are data that are
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al ready out there that can be consulted with regard to
what is the rate -- for instance, like Dr. Noller was
using, | think, just as exanple -- if there is a
certain percent of the patient population that 1is
treated |l ess than basically, that wwthin a year's tine
or whatever the case 1is, that then subsequently
undergo hysterectony, seens that the data that are out
there for the standard of care that is currently used
should informthis discussion in terns of that being a
goal or the point beyond which newer technol ogies
woul d be assessed.
So that if, just to use your -- you know,
what you threw out, | think, just as an exanple of 80
percent of patients who wundergo a |ess invasive
procedure have undergone subsequent hysterectony in a
year's time, it seens that that should be sone gauge.
So that nay be not the three-year burden that seens
onerous, but either a smaller -- a lower rate in the
sane time period or, if it is an appropriate different
tinme period based on the data that we have.
CHAl RVAN NOLLER:  Dr. Enerson.

DR EMERSON: Just as there are different
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time frames of efficacy and whether you are | ooking
for the very short term effects or the long term
effects, the sane is true of safety, and the sane is
true of such issues as -- you know, it may well be
sonmebody who wants to preserve their reproductive
potential that two years is enough, and then after
that having the hysterectony is not the end of the
wor | d.

So it is very hard to judge all of these
things, and again | would agree entirely with the
statenent that of, if a year seens reasonable, then it
probably is, because that is what we are usually going
on, is our understanding of the disease process and
our understanding of when the bad events woul d happen
and how well we can be able to assess that, how
i nportant those events are and how |ikely they are to
happen. The nedical judgnent cones in there.

Then just as one comment, | will note that
in the cancer world the small start-up biotech firns
are very small, and are faced with this exact sane
probl em

CHAI RVAN NOLLER: | am sensing that maybe
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FDA would -- Colin, you just looked a little agitated.
I's this going the way you wanted or have we exhausted
what we can do usefully for you on this question?

MR POLLARD: I'm sorry if | |ooked
agi t at ed. | just wanted to point out, just in case
there was any clarification needed, that nodel that
you see up there is a six-nonth pre-nmarket nodel. The
three-year part is in a post-market setting.

CHAI RVAN NOLLER: | think what people were
starting to suggest is perhaps a 12-nonth pre-nmarket.

MR POLLARD: |'mnot agitated. |'mjust-

CHAI RVAN NCOLLER: No, | thought naybe you
t hought we had carried this as far as we could go.

DR WEEKS: This is a question for folks
that do these types of surgeries. But the shorter we
make it -- Since these procedures won't be blinded,
the shorter the followup, then perhaps the nore
inportant fact is, you know, that this isn't blinded.

The second statenment | wll nake is |
think a 12-nonth pre-market followup seens about
right. It is arbitrary. | would be concerned if that

is all there was, though, particularly again since it
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is not blinded.

CHAl RVAN NOLLER: Dr. Chegini and then
Russ.

DR CHEGQ NI : | think the reason one year
is probably adequate, because first of all, t hese
tunors are hornonally dependent, absolutely. Nunber
two, they are very slow grow ng tunors. They don't
grow or double in size between a matter of a nonth or
t wo.

If you recognize that, so at |east
followng whatever device anybody is nmaking and
claimng that it dissolved the tunor or sone |liquid of
mat eri al there is going to be dissolved and so,
therefore, the following tunor that they are com ng
up, it may take longer for them to grow than six
nont hs. So | think a longer period is definitely
necessary, regardless of whether the outcone of that
treatnment is fertility or bl eeding.

CHAl RVAN NOLLER  Russ?

DR SNYDER: You know, again, | wll
al ways believe that there is short term efficacy and

long term efficacy, and there's going to be different
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definitions of success from one patient to another;
because sonme of ny patients -- if | told them that
there was going to be a 25 percent chance you need a
hysterectony in the next 10 years, they are going to
go, well, why wouldn't | just have ny hys now, and
others are going to go, gosh, you know, that would be
great, you know. | can delay. You have a 75 percent
chance |I'mnot going to.

So there's going to be individual patient
definitions of what would constitute success. But in
| ooking and having reviewed the articles that were
i ncluded in our packet, you know, there were a couple
that had followup at 24 nonths and one in there that
had followup at five. But the increnental increase
in failure after one year was very snall.

You know, referencing the one by Dr. Spies
that did actually make the statenent that there was
likely -- long term failure was nore likely in those
not inproved at one year. So | am very reticent to
want to do six-nonth |ooks as opposed at a mninmm
| ook at a year.

DR EMERSON Il wll just note that,

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




10

11

12

13

14

15

16

17

18

19

20

21

22

174

dependi ng upon how you define what followup you want
over a year, you don't really have to follow
everybody for that year. So if it's a tinme-to-event
sort of analysis and so on, then you are happy
averagi ng over that year. It doesn't absolutely have
to be that it's a year from the accrual of the |ast
patient.

CHAl RVAN NCLLER  Ms. Geor ge.

MB. GEORCGE: A couple of the presenters

asked us while they were presenting, were we going to

consi der the devices that all devices were equal in
this process. It sounds |like we are comng to sort of
a consensus to say that they are all equal. Does
everybody feel that way still, because |I think that we

heard sonme people saying that they thought that their

solutions were, granted, not talking 510(k) or PMA

but clinical trial focus. Are we comng to that
consensus?

CHAI RVAN NOLLER: | was quite inpressed at
how different many of them were. What' s everybody

t hi nk? Marcell e?

DR CEDARS: Wwll, | nean, equal in terns
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of what? | think that, getting back to what Russ said
in terns of safety and efficacy, they are all going at
the same endpoint, but the path to get there is
different and, therefore, their safety mght be
different, and the risks mght be different.

So I"'mnot quite sure what it neans to say
they are all equal. Does it nean that, if one passes,

the other does or would it sonehow elimnate each of

them from doing their independent trials? | don't
know what your coment is asking, | guess.

M5. GEORGE: | guess what | was asking was
-- W are tal king about, you know, |ike a one year on

the pre-market, and if we are saying that is for al
of the device subm ssions, that | heard we heard about
a couple of very different, sone that already have --
the technology is already approved, but it's just the
specific wuse, or if it is the specific focus of
bleeding or if it is the specific focus of fibroid
abl ation or whatever. | guess that is what | was
aski ng.

CHAl RVAN NOLLER: It will depend a bit,

too, on what indication is being asked for, and that
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may vary, | suspect, a fair bit anmong the various
devi ces. Marcelle?

DR CEDARS: Yes. | nean, if that is what
you are asking, then | would say yes, that if there is
an indication for abnormal bleeding with fibroids,
then the duration of the study ought to be the sane
for all of them

CHAl RVAN NOLLER  And Col i n suggested that
they wanted as level a playing field as possible and
don't want different rules for every device, but that
will depend a little bit on how safe it is and what
the indication is being asked for. Russ?

DR SNYDER: M/ comment now is totally a
guestion. So, you know, things that we require as far
as a device, are those sane issues going to be applied
equally to the truly pharnaceutical treatnent, the
same synptons and the sane tunors?

CHAI RVAN NOLLER  Actually, | think Nancy
would be the appropriate person to answer that
guesti on.

V5. BROGDON Maybe | could defer to Dr.

Ener son
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CHAl RVAN NOLLER Nobody here knows
anyt hi ng about drugs.

DR EMERSON. Only to the extent that I'm
sitting on the conmttee at the sanme tine.

CHAl RVAN NOLLER:  Yes, Cerry?

DR SH RK On endpoints, | guess one of
the things we haven't addressed, | guess, or doesn't
seem to nme |like we have addressed -- we've talked

about outcones as far as clinical outcones and success
or failure, but we haven't spent very nuch tine on
saf ety.

CHAl RVAN NCOLLER: No, we haven't. Let's
spend sone tinme on safety.

DR SH RK: And if we are going to talk
about outconmes, we also have to talk about -- Maybe
that's device specific, but --

CHAI RVAN NOLLER  Col i n?

MR H LLARD: Yes. | am going to -- At
first, I wasn't going to say anything. | think I wll
give you a partial response on the drug question.
Qoviously, this is a device panel, and we set our own

mar K.
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| wll say that we had -- W col |l aborated
-- Actually, NH spearheaded a synposium | ast year, a
second synposium on fibroids, |ooked at the whole
realm of fibroids, everything fromthe biology to the
drug side of it. VW did have a session where we
| ooked at clinical trial design for treating fibroids,
and a couple of the presenters spoke to the drug side
of things, and our colleagues -- and it's still a
fully devel oped program but where it was headed was,
in fact, looking at abnormal uterine bleeding, using
PBLAC and actually, regarding the issue of using old
tanpons and pads, basically the way you do it is you
revalidate a newer, nore nodern tanpon or pad, and
then you do a nested validation within the trial
itself to just recalibrate it.

They |ooked at two endpoints, nanely
reduction in bleeding by the PBLAC score and | ooking
at need for surgery at sone point down the mark. But
the one big difference there is wusing a placebo
control and having a managenent reginen for the wonen
on the -- Wll, you would have a standard managenent

regimen for managing all the patients and then,
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obviously, there would be sone points where things
woul d ki ck out.

Anyway, that's sort of a quick overview of
it, and | don't presune to speak for our colleagues in
CDER. But that is a quick snapshot of it.

CHAl RVAN NOLLER Thank you. Saf ety.
Cerry, since you brought it up, what do you say about
it?

DR SHRK Well, | think each of them has
safety issues. Qobvi ously, having been involved a
little bit with early nyolysis, both from a |aser
standpoint and then a thermal standpoint, there is
obviously the big question of when you interrupt the
surface of the wuterus, whether it is through
| aparoscopic neans, wth cryoblation, sone other hot
t hernobl ation device as to adhesion formation and
problens like that even, | don't think there is any
doubt about what happens as far as internal adhesions
with the patients who have had uterine enbolization

| mean, does this create a significant
problem with adhesions and subsequent pelvic pain

probl ens? There is the issue of, obviously, necrosing
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tunor and, obviously, <creating bowel problens or
creating infection probl ens.
So | think that each of these necrosing

technologies is going to have its own safety issues

that are involved with it. The idea of wusing the
conpression device for the uterine arteries -- | nean,
you are right at the ureters. | nean, are there going

to be a significant nunber of wureteral injuries in
these patients where you are crushing the ureter for a
significant |length of tinme, too?

So | think these are all safety issues.

CHAI RVAN NOLLER  And it is nore than just
the 48 or 72 hours after the procedure. It could be
years later, much like it is in sonme drugs, for rare
conplications that are not found out about for years
and years. Yes?

DR SANFI LI PPQ  And maybe in a sense this
is directed to GCerry. | nmean, were there sone
criteria to look at safety wth the ablation
techni ques, and was there some thought of the tine
frame to identify that, or how did you determ ne

saf ety?
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CHAl RVAN NOLLER  CGerry?

DR SH RK I think it was -- That's
pretty easy, because that was just abnormal outcones.

| mean, nost of the safety problens are going to be
i mmediate with sone kind of interperitoneal problem or
infection because of the thickness of the uterus and
the fact that you were just treating one thing, the
endonet ri um

So you are basically trying to thermally
destroy the endonetrium Here we are doing sonething
that is destroying the nyonetrium That is a
del i berate through and through injury.

CHAI RVAN NOLLER: Even there, you could
argue that you need a 30-year study to find out if
endonetrial cancer doesn't bleed in those few So any
of these things could be potential long term
conpl i cations.

DR EMERSON: | was going to nention the
cancer and also the question of can any of them have
long term effects on fertility, that would be not
imediate but a few years down the road in fertility

devel opnent ?
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CHAl RVAN NOLLER:  Marcel | e?

DR CEDARS: Vell, | nean, | think if we
are going to have one year as the sort of tine for
followup, | would be -- | think it would be
unantici pated that an adverse event, even sone of

these nore delayed adverse events, would occur. I

nmean, they are either going to be acute procedural
events or, if there are going to be infections or
sonething el se, certainly wthin, Il  would say,

probably three nonths you are going to have an answer
to that.

So if our sort of endpoint is one year, |
think you are really going to get all the potential
adverse outcones except mnaybe the person who gets
pregnant and ruptures a uterus, but since they are not
going to be indicated for people -- likely, for people
who want to preserve fertility, that is going to be
caught in the post-market three-year followup. But I
think any other injury or safety related issue would
be really sort of pretty short term or, certainly,
captured in the first year

CHAl RMAN NOLLER O her comment s?
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DR EMERSON: And | will note that on
sonmething |like the cancer surveillance that is the 30
years, which is inpractical, would also be sonething
that could be picked up far later in such things as
case control studies and things like that. That is
sort of the only thing you would have for those really
long term and probably even sonme of the fertility
sorts of things could be that mechani sm

CHAI RVAN  NOLLER: We've gone over
virtually all the major itens here. The one that we
sort of finished and, | think, gave sone direction to,
probably the nobst inportant one, is Nunber 1. e
tal ked about that at sone | ength.

W still have sone tinme, but | have the
sense that we are starting to run down on ideas. Ve
have sort of talked this out about as much as we can.

Who has sone thought provoking discussion
stimulating thing to say? OCh, Russ wll.

DR SNYDER Yes. This is not thought
pr ovoki ng. | just have sone concern. I am worried
about trying to throw out this pictorial based

assessnent of bl eeding as sone sort of standard.
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CHAl RVAN NOLLER Throwing out as in
excepting it?

DR SNYDER  Yes, because | have sone rea
concerns about the reproducibility. | mean, we were
given three studies. Two validated each other. O
course, there is always a question of the neasure of
val i dation, and one that decided they didn't validate
it altogether.

Then when | heard that others are talking
about this, because not only do | worry sonewhat that
every investigator would have to validate that it is
reproducible in their own hands with whatever itens
that they are using, but we are also going to be l|eft
with a huge subjective assessnent of whether bleeding
is -- In other words, | don't think we can have just a
guantifiable nmeasure to satisfy whether it was
successful as far as decreasing bl eeding is concerned.

That is also going to be subjectively
determ ned by the patient. Hence, again, you know, |
have nore confort in the survey, | think, in assessing
effectiveness than | do in this attenpt at quantifying

bl ood | oss.
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CHAl RVAN NCLLER:  Yes, Nancy?

DR SHARTS- HOPKO  You know, years back --
Decades back, you could get wonen to weigh their pads
or save their pads. You're not going to get that now
| nmean, you are going to have to deal wth wonen
saying their bleeding has inproved and, if you can get
a pad count and an estimate of saturation, | think
that's the best you are going to be able to do.

CHAIl RVAN NOLLER: Ch, we're going good
here. GCerry?

DR SH RK: Wll, the only reason for
using like a PBLAC score would be basically if you
really wanted to put a ceiling of treatnent. | nean,
that's what we did with the ablation things. e
needed a ceiling that you couldn't go above.

CHAI RVAN NOLLER: In case you nade it
wor se?

DR SHRK  Wll, or in case you did. I
mean, you had to have sonething that said this was a
treatnent success. So to get below that ceiling, you
had to go below it, but basically -- So we needed a

guantifiable kind of a thing, and it was sinple and
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wasn't totally onerous, and that worked well. But |
think in this thing where it is a life quality issue,
again if it is built into the Fibroid Life Qality
kind of questionnaire and you have sone way of
quantifying it -- My question was, if we go with -- I[f
you go with a percentage drop, or do you put a success
ceiling onit?

CHAI RVAN NOLLER:  Marcel | e?

DR CEDARS: wll, | don't think -- |
think you are going to have a lot of difficulty
validating -- you know, to do another validation study
and say the pads, the napkins, whatever are different
now t han they were when that standard was establi shed.

| think you would have a very hard tinme doing that.
However, | don't think you would have a hard tinme -- |
nmean, we have done studies even recently where you
show them the pictures, the diagrans, and they mark it
down.

| mean, | don't think they are going to
save it and bring it in and do all that stuff. And
granted, the tampons and the pads are very different

now than they were, but the likelihood is that all the
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patients have a simlarly different protocol; and
since they are going to be conpared against either
thenselves or, if it is a randomzed study, the other
group, both of whom are using the sane standard, if
you will, the current market standard, | still think
sonet hi ng somewhat nore objective than "I just think

|'m bleeding less,”" you are going to have to have

sonet hi ng.

That, short of weighing and neasuring, is
all you are going to have. So | think you have to
still use sonething like that.

CHAl RVAN NOLLER: Dr. Ronero, then Dr.
Sharp and then Colin.

DR ROVMVERO | think I would just like to
make a nore general comment wth regard to this
guestion around objective and subjective neasures.

In research design, | think there is a
probably msplaced that -- and neasures are truly
objective and, t herefore, better and they are
quantitative, just the dichotony between the hard
science of quantitative data versus qualitative.

| think nmaybe we should just be a little
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careful to recognize that this concept of objectivity
is on a continuum The high likelihood that there
woul dn't be a random zed study introduces bias on the
side of the objective -- the neasures that we are
calling objective.

So | think, if we are going to be
concerned about we are <calling the synptom --
nmeasur enent of change in synptom by patient as quality
of Iife neasures, they are synptom neasures. | think
using the term quality of life, to a certain extent,
sort of deneans those neasures, and | don't know that
that is appropriate.

The fact that it is unlikely that there
woul d be random zation does introduce a bias in the
area of these objective neasures that we are giving a
ot of weight to. So | just think that it is probably
i nportant that we remain cogni zant of that, because --
Vell, "Il just leave it at that, and just the whole
literature around -- | think, in response to a
specific coment that was made around bl eeding, for
i nstance, regardless of, | guess, the correlation with

obj ective neasures of increase or decrease in
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bl eeding, to a certain extent, if the patient believes
that | ess bleeding is taking place, and that was their
primary conplaint, then |less bleeding -- or maybe |ess
bleeding isn't taking place, but the conplaint has
been addressed.

So I would just -- Just a general conment
around how we are val uing these neasures and the terns
we are using.

CHAl RVAN NOLLER:  Dr. Sharp.

DR. SHARP: Cccasi onal |y, at our
institution we have a journal club, and you are all
famliar with that where you really look at articles
in depth. It mght be wise or helpful for a group of
smart people, including epidemologists and peopl e who
know all this stuff, to actually | ook at sonme of these
different studies, because we've got -- There were
three on the PBLAC

Sone of them were done in wonen that were
not even necessarily conplaining of nenorrhagia, and
then other studies were done in wonen comng to a
menorrhagia clinic, so clearly different popul ations.

Then there is this Ruta score, and then
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there is also the quality of life UFS score. It mght
be nice to actually have a group | ook at those and see
which ones nmay be validated or nmay be nore
appropri ate.

CHAI RVAN NCLLER: M. Pol | ard.

MR PCLLARD: Just two points. One is it
was just to highlight that FDA has used the PBLAC
scores for nunerous studies in the past, and has a
pretty good track record wwth them The package that
we sent out to you, we did not try to make it a truly
expansi ve package, you know, conpleting addressing
t hose. So that coment from Dr. Sharp is an
interesting idea, to really delve into that.

The second point is -- and maybe this was
intentional or maybe oversight, but we kind of past
question Nunber 5, and it's a tough one.

CHAl RVAN NOLLER:  That's why we ski pped.

MR POLLARD: W are probably going to get
ki cked out of this room in about 12 mnutes, but |
think it also speaks to a question | Dbrought up
earlier, which had to do with the size of the effect.

That is, obviously, indication and outcone neasure
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specific, and | am not sure whether you want to
comment on this or not. But if the panel thought they
had sonme input here, we would appreciate it.

DR SHARTS-HOPKO.  Well, | think the crux
of the matter with Nunber 5 is something we have
tal ked about a nunber of tines today, and that is that
success is as the patient defines it.

So if the person has the procedure and six
nonths or a year later they are happy, and they
bel i eve they have inproved, then they are not going to
runni ng back for another procedure. If they believe
ot herwi se, then they are going to go running back for
anot her procedure.

So | don't see that -- | nean, | think we
have laid out various things that we want to nonitor
but the bottom line is that the patient decides
whet her or not she is finished wth treatnent.

DR SH RK: How can you answer Question 5
if you don't have a defined study and a statistica
way you are going to look at things. Then you can put
a quantity on the bottom |ine. Qoviously, with our

abl ati on devi ces we had defi ned endpoints.
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If you are going to use quality of life,
then I don't think any of us know what endpoints we
want . How mnmuch reduction in scores do we want or
where do we want to go? So | think that would be an
issue that would have to be discussed when the PMAs

are desi gned.

DR EMERSON: I guess | always answer
Question 5 by | still bend over to pick up a dollar
but I won't cut your grass for it anynore. So it's

t he question of, you know, the amount of effect | want
to see depends upon what is the cost of the therapy
otherwwse, and so if |I am worried about lots of late
occurring effects and | am worried about that the
endpoint is nerely a surrogate for the thing |I really
care about, | want to see a big difference. But if it
is sonmething that has no side effects and is a
clinical endpoint that matters a whole lot to ne, a .1
percent inprovenent is sonmething that | would like to
have.
So it's very hard to answer it in a
vacuum

CHAI RVAN NOLLER: Mar cel | e.
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DR CEDARS: Yes. | nean, | was thinking
sort of simlarly when | was just scribbling down
stuff when | was reading this. To nme, it is what is
the risk, and what is the benefit? The nore invasive,
the nore risky the procedure, the nore benefit | want
to see before | would think it was reasonabl e.

So it depends what your neasure is going
to be. So 25 percent inprovenent mght be adequate,
if it is a fairly inconsequential intervention. I
would want to see 50 percent inprovenent, whatever
that is, if it were nore invasive.

So |l nean it would have to be sonething --
| think it is going to have to be nore than like a 10
percent for the patient to recognize it as an
I nprovenent . So | think you are in the 25 to 50
percent and up for the patient to -- for it to be
clinically relevant, nore than statistically rel evant.

DR CHEGQ NI : | have a general comment to
all of you that take care of these patients.

As you all know, nore and nore specialists
out si de OB/ GYN taking care of these patients and using

these devices. Are these physicians famliar with the
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hornonal status of these patients, that they are naybe
i nfluencing the abnormal bleeding or their pain and so
on and so forth?

So follow ng surgical procedure that they
do, who is going to look after those problens and
synpt ons? I think you are. So, therefore, is it
going to be a bridge between the two disciplines or
how we are taking care of the patient and the
consuner's points of view, patient interest rather
than i ndustry's?

CHAI RVAN NCOLLER:  You raise a good issue,

and certainly, there has been sonme problens in that

area anong the various specialties. | am not sure
that is -- That could wnd up being a gripe session
here anong the gynecol ogi sts. | think we had better

avoid it, but it is a good point, that ultimately we
often wnd up taking care of them regardless of who
has perforned the procedure that may or may not worKk.

| don't think we helped you out a |ot,
Colin, there, but who knows? Julia? You have one
m nut e.

DR CAREY- CORRADO Ckay. Thank you all
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so nmuch. This has just been an awesone two days, and
we appreciate all the trenmendous effort and quality of
thinking that has gone into your discussions. And
than you in particular, Dr. Noller. W are going to
m ss you very, very much as our Panel Chair.

| did want to add one coment to the
di scussion of today, and that is that one of the
things that we have to keep in mnd is device
| abel i ng. You all talked a Ilot about |[|abeling
yesterday, and these -- The design of studies to
evaluate devices to treat fibroids need to yield a
body of data that we can put in the | abel.

W have to feel like those data are good
enough to share with people across the country so that
they can make an intelligent and informed decision.
So one thing that at least | am going to be taking
away is that you have identified benefits of different
types of outcone neasures, and | think, frankly, the
truth is sonewhere involving a mxture of them
dependi ng on the study design.

There is certainly a place for what we are

calling quality of life. The nore objective, what we
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are calling nore objective, also has value. W have
seen repeatability wth respect to endonetrial
abl ati on studies, and so that PBLAC score does seem
to be sonewhat, not uniform but at |east have w de
applicability.

So | think we are going to be using a
conbi nation, but again we want to share the cl osest we
can get to the truth based on what are essentially
smal| studies. That's all | wanted to say.

CHAl RVAN NOLLER:  Thank you. Ms. Brogdon,
anyt hi ng addi ti onal ?

M5.  BROGDON: Not hi ng specific. | just
wanted to thank the Panel for your expertise and your
energy that you brought to this discussion.

CHAI RVAN NCOLLER: | am supposed to rem nd
you to turn in your l[ittle thingees. The
guestionnaire is about the place, if it didn't get
shredded. If it did, Dr. Bailey can send you anot her
one in the mail.

DR BAILEY: Let nme know.

CHAI RVAN NOLLER: | thoroughly enjoyed ny

timte wwth this Panel and working w th FDA It has
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been a pl easure. It's actually been a lot of fun,
particularly the phone conferences that were terrific.
This neeting of the OB/ GYN Devices Panel
i s adj our ned.
(Wher eupon, the foregoing matter went off

the record at 2:18 p.m)
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