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PROCEEDIL NGS

Introductory Remarks/Conflict of Interest

DR. EGLINTON:. W will go ahead and cone to order
| would i ke to rem nd the audience that there is a sign-in
sheet out front. Please do sign in. The governnent |ikes
to keep track of people who cone to these things.

If we do have comments fromthe audi ence, please
wait and be recogni zed by the chair. Use the m crophones.
Be sure to state your nane clearly and give full conflict of
interest disclosure. W would |ike to have the transcri pt
clean. |If you have any support of any kind, that belongs in
your conflict-of-interest disclosure, travel, per diem
expenses, and so forth, involvenment with any conpani es.

W would |like to have the panel introduce
t hensel ves, please, beginning with Dr. Downs.

DR. DOMNS: | am Tom Downs, Professor of Bionetry

at the University of Texas, School of Public Health. | ama

consul tant statistician to the panel.

DR SHIRK: | amJerry Shirk. | ama private
gynecol ogi st from Cedar Rapids, lowa. | ama consultant to
t he panel .

DR. JANIK: Grace Janik from M | waukee, private
practice, Medical College of Wsconsin. | aman advisor to
t he panel .
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DR DDAMOND: | am M chael Dianond. | ama
prof essor of obstetrics and gynecol ogy at Wayne State
University in Detroit, M chigan.

DR. CHATMAN. Donal d Chat man, obstetrics and
gynecol ogy, private practice in Chicago, Northwestern.

Advi sory Panel nenber.

MS. DOVECUS: Cindy Donmecus, Senior Vice President
of Cinical Research, Regulatory Affairs and Quality
Assurance for Conceptus. | amthe industry representative
to the panel.

DR. SMTH. | am Deborah Smth. | am an
obstetrician/ gynecol ogist and | amthe Medical Advisor in
the O fice of Wonen's Health here at FDA

DR G@MPELSON: | amRich Gnpelson. | aman
(b- Gyn, assistant clinical professor at St. Louis University
in St. Louis, nostly though in private practice of Gb-Gyn in
St. Louis, and invited speaker.

DR YIN Lillian Yin, Drector, Division of
Repr oducti ve, Abdom nal, Ear, Nose and Throat, and

Radi ol ogi cal Devices, FDA

M5. YOUNG | am D ony Young. | amEditor of the
journal, Birth. | amthe consuner panel nenber.
DR. LEVY: | amBarbara Levy. | ama

private-practice gynecologist in the Seattle, Wshington
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area and assistant professor, clinical, Ob-Gyn at the
University of Washington. | am a panel nenber.

DR. NEUMANN: | am M chael Neumann. | amfrom
Case Western Reserve University in Ceveland, Chio where |
amon the facility of the Departnent of Reproductive Biol ogy
and the Departnent of Bi onedical Engineering.

DR. EGLINTON: Gary Eglinton, Chief of
Mat er nal - Fetal Medi ci ne, Georgetown University and a panel
menber.

DR. HARVEY: Elisa Harvey. | amthe Executive
Secretary for the Cbstetrics and Gynecol ogy Devi ces Panel .

DR. EGLINTON: The FDA press contact for today is
Dr. Yin

W do have a full agenda. |[|f we have comments,
pl ease nmake them brief and concise, no outbursts fromthe
audi ence, please. | know there is sonme enotion surrounding
this issue, but we need to maintain a schedule here and sone
propriety.

El i sa.

DR. HARVEY: | would like to start reading a
statenent regardi ng several tenporary voting nenbers we have
on the panel today.

Pursuant to the authority granted under the

Medi cal Devices Advisory Conmttee charter dated Cctober 27,
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1990, and anended April 20, 1995, | appoint the foll ow ng
peopl e as voting nenbers of the Cbstetrics and Gynecol ogy
Devi ces Panel for the duration of this panel neeting on
January 27th and 28th, 1998, and listed are Dr. Thonas
Downs, Dr. M chael Neumann, and Dr. Cerald Shirk.

For the record, these people are special
gover nnment enpl oyees and are consultants to this panel.
They have undergone the custonmary conflict of interest
review and they have reviewed the material to be considered
at this neeting.

This nmenorandumis signed by Dr. Bruce Burlington
the Director of the Center for Devices and Radi ol ogi cal
Heal t h.

Next, | would like to the read the conflict of
interest statenment for the Qbstetrics and Gynecol ogy Devices
Panel neeting of January 27th and 28th, 1998.

The foll owi ng announcenent addresses conflict of
interest issues associated with this neeting and i s nade
part of the record to preclude even the appearance of an
i npropriety.

To determine if any conflict existed, the agency
reviewed the submtted agenda and all financial interests
reported by the commttee participants. The conflict of
interest statutes prohibit special governnment enployees from
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participating in matters that could affect their or their
enpl oyer's financial interests, however, the agency has
determ ned that participation of certain nenbers and
consul tants, the need for whose services outweighs the
potential conflict of interests involved, is in the best
interests of the governnent.

A waiver is on file for Dr. Donald Chatman for his
financial interest in a firmat issue, and a waiver has been
granted to Dr. Barbara Levy for her interest in firns at
i ssue which could potentially be affected by the commttee's
del i berations. The waivers permt these individuals to
participate in all matters before this commttee.

A wai ver has been granted to Dr. M chael D anond
for his financial interest in firms at issue which could
potentially be affected the panel's deliberations. The
wai ver permts himto participate in all general matters for
January 27th deli berations.

Copi es of these waivers nmay be obtained fromthe
Agency's Freedom of Information Ofice, Room 12A-15 of the
Par kI awn Bui | di ng.

W would also like to note for the record that the
agency took into consideration certain matters regarding
Drs. Grace Jani k and Donal d Chat man.

Dr. Janik reported that her partner has a
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relationship with a firmat issue on matters not related to
what is being discussed at this neeting. Since this is
unrel ated to the issues before the panel and it does not
involve Dr. Janik or the practice in any way, the agency has
determ ned that she may participate fully in the panel's

del i berati ons.

Dr. Chatman reported a pending study with a firm
at issue, however, because the study is not specifically
related to the systens under discussion, the agency has
determ ned that he may participate fully in the panel's
del i berati ons.

In the event that the discussions involve any
ot her products or firns not already on the agenda for which
an FDA participant has a financial interest, the
participants shoul d excuse thensel ves from such invol venent,
and their exclusion will be noted for the record.

Wth respect to all other participants, we ask in
the interest of fairness that all persons making statenents
or presentations disclose any current or previous financial
i nvol venent with any firm whose products they nay wish to
coment upon.

W would like to note for the record that Richard
G npel son, MD., who is a guest speaker with us today, has

reported several professional relationships with firns at
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issue on matters that are both related and unrelated to the
i ssues being discussed. His professional relationships are
in the formof research, consulting, and patent devel opnment.

| would also like to point out for the public that
transcripts will be available through MIler Reporting
Conpany. Their phone nunber is (202) 546-6666. Videos are
al so avail abl e through Vi deovisions. Their telephone nunber
is (301) 438-8726.

| also would |ike to wel cone a new panel nenber to
our panel today. Dr. Grace Janik is a new voting nenber of
our panel. She is an associate clinical professor in the
Departnent of Ob-Gyn at Medical College of Wsconsin and a
gynecol ogist in private practice. She has extensive
experti se and experience with endoscopy and | aparoscopy, and
has spoken both nationally and internationally, and is very
wel | prepared to evaluate a variety of ob-gyn nedica
devices. So, we are glad to have her on our panel. W
wel come her i nput.

| wanted to point out for the panel the contents
of their folder for today. The roster, the agenda, and the
di scussi on questions should be on the top. You also have a
copy of the summary of safety and effectiveness data for the
Gynecare PMA, which was approved | ast Decenber for reference

pur poses.
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In addition to that, you have copies of the
over heads for the open public hearing presentations that we
are expecting today, and you shoul d have overheads for the
guest speaker presentations for Dr. Smth, Dr. G npel son,
and Dr. Shirk.

In addition, Dr. G npel son recommended a coupl e of
references which | have al so included in your folder.

If there are any speakers who do make
presentations to the panel that we don't already know about,
if you could give a copy of your overheads to Colin Pollard,
t hat woul d be appreci at ed.

DR. EGLINTON:  And now Colin will give us a brief
overvi ew of the events for the afternoon.

Introduction and General Updates

MR. POLLARD: Thank you, Dr. Harvey, Dr. Eglinton,
and | also would like to join Dr. Harvey in welcom ng Dr.
Janik to the panel. W are very happy and pl eased to have
her and we | ook forward to your participation over the
com ng years.

| would also like to nention that a couple of
panel nenbers are rotating off as of this nonth. Dr. Blanco
unfortunately is not here today because of a health
energency in his famly, but he has been a very hel pful

panel nenber over the last four years, and Dr. Eglinton,
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this is going to be his last neeting for us as a panel
chai rperson, and | know he has been counting the nonths and
days down.

| think fol ks ought to recognize that Dr. Eglinton
served first as a full voting nenber for four years and
hel ped us through a nunber of trouble areas in the PVA work,
especially in the area of home-unit activity nonitoring for
which we are eternally grateful. After he rotated off, Dr.
Yin twi sted his armand he was back as a panel nenber for
four nore years and served fantastically well in that
capacity, and just to let Dr. Eglinton know that we really
appreciate it, Dr. Yin has a certificate fromour Center
Director of appreciation. W have also put Dr. Eglinton in
for an FDA award.

DR YIN | would like to read this. Certificate
of Appreciation presented to Gary Eglinton, MD., in
grateful recognition of eight years of exenplary service to
the Obstetric and Gynecol ogi c Devices Panel. Signed by D.
Bruce Burlington, Director, Center for Devices and
Radi ol ogi cal Heal t h.

| nust add that on behalf of the Center, our
Ofice, Colin and nyself, we are grateful forever, and you
are FDA' s person forever.

Thank you so nuch.
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[ Appl ause. ]

MR. POLLARD: We al so happen to know that Dr.
Eglinton is reggae fan to such a degree that | would not
have the nerve to go out and just pick out any old reggae
CD. | had to consult with his reggae nentor, and we got him
an al bum by Lucky Dube.

DR. EGLINTON: Thank you. | know who the
consultant was. There aren't a lot of South African reggae
stars.

MR, POLLARD: | would like to nove on. Very
briefly, before we get into today's basic agenda, which is

to take a fresh | ook at our endonetrial abl ation devices

gui dance docunent, | would just like to quickly catch you up
to date on--and the audience, as well, the public, as
well--with a couple of other FDA activities.

First of all, as | think nost of you know,

followi ng the panel neeting in October, we went back with
Gynecare and finished up the renmaining conditions that the
panel stipulated for that PMA, and the PMA for the
Ther maChoi ce devi ce was approved Decenber 12th. | believe
copies of the sunmary of safety and effectiveness were
avai l abl e or are avail abl e.

DR. HARVEY: | can nmeke them avail able out front.

DR. EGLINTON: Okay. Also, as | nentioned at the
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| ast panel neeting, the reclassification proposal for

devi ces used in assisted reproduction, like in-vitro
fertilization, and so forth, was published in Septenber.

The comrent period expired last nonth and we are in the end
phase of getting that published in final, and we are | ooking
forward to that. It has been a long tine com ng.

Today, we have brought the panel together, invited
guest speakers together, to take a new | ook at a gui dance
docunent that the panel participated in devel oping starting
about a little nore than two years ago, and | believe you
all have copies of it in your folder, and there were al so
copies out in the front, for thermal endonetrial ablation
devi ces.

Fol | ow ng that October '95 panel neeting, we
i ssued that guidance docunent in March, in final, and it has
been in place ever since. Wat we are asking the panel
today is to take a fresh ook at that in |ight of new data,
new publ i shed work, and just our overall review experience.
To that end, we enlisted the help of Debbie Smith with our
Ofice of Wonen's Health, Jerry Shirk, a consultant to the
panel, and Rich G npel son, who we divided up a series of
di scussion questions to take a |l ook at, in particular, the
clinical study requirenents starting with the basic safety
studi es and then working our way through the pivotal safety
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and effectiveness study that would support a PMA, and then
finally, one |last question on the issue of endonetrial
abl ati on and uterine cancer.

Wth that, what we are really asking the panel to
do is to take a | ook at the gui dance docunent, see if and
how t he gui dance docunent ought to be revised, and
hopefully, we will get a full discussion of that anongst the
panel nmenbers with the hel p of the guest speakers.

Thank you very nuch.

DR. EGLINTON:. We will have the general public
open public coments. W do have an agenda. W have one
unpubl i shed change. W w Il have, first. Dr. Joanne Luoto
fromthe NIH will nmake some brief comments.

Open Public Hearing

DR. LUOTO  Thank you, Dr. Eglinton.

This will be extrenely brief. 1t is, in fact,
ancillary to the conmttee's charge, but it seened tinely to
at least informthe nenbers of the advisory conmttee, as
well as the attendees, and the general public therefore, of
an i nmpendi ng NI H conference

| wll |eave copies out for anyone to pick up, but
the commttee nmenbers shoul d receive one shortly.

Essentially, we wanted to notify you all that NI H

the National Institute of Child Health and Human Devel opnent
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w || be sponsoring a neeting on non-hysteroscopic
endonetrial ablation. NHs mssion is research and we
would like to determne if and what any necessary research
projects in this area m ght be.

We are | ooking at a schedul ed date at the Lister
Hi Il auditoriumof md-August of this year, so we are under
a very short tinme frane to organi ze and conduct this
conference. The ultimate goal will be to determ ne what N H
fiscal support for research m ght be necessary in this area.

The reason | gave you the handout essentially is
to provide you with ny nanme and contact points, so that if
there is sonmething that you would |ike to inquire about or
vol unteer information on, or pass this information on to
soneone who may have a particular interest in the field,
then, | would be pleased to have you do that.

| thank Dr. Harvey for the opportunity to say
this. Now, on with your business, so Dr. Eglinton can step
down.

DR. EGLI NTON: Thank you.

Now we presenters fromthe public. W would like
to have the comments limted, please, to five to seven
m nut es, and have the comments directed toward the business
at hand if possible.

First, from Novacept, Dr. Jay Cooper. Pl ease
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identify yourself, sir, and your source of funding for your
visit today.

DR. COOPER  (Good afternoon. M nane is Jay
Cooper. | ama practicing gynecol ogi st in Phoenix, Arizona.
Novacept, a nedi cal device conpany involved in researching
el ectrosurgi cal endonetrial abl ation devices, has paid for
my travel costs and has provided a consulting fee to all ow
me to be here today.

My abbreviated oral remarks are intended to
hi ghlight issues that are included in a witten statenent
previously provided to the agency.

| have been active in the field of endonetri al
ablation for the past 15 years. My initial experience was
with the YAG LASER and |ater with el ectrosurgica
endonetrial ablation with resectoscope and roll erbal
el ect r odes.

| have been a clinical investigator for new gl obal
endonetrial abl ation technol ogi es and have served as a
medi cal consultant to and on the nedical advisory board of a
nunber of nedi cal device conpani es.

| applaud the FDA's and the panel's efforts to
seek input fromthe clinical community regarding the
appropri ateness of the current gui dance docunent on ther mal

endonetrial abl ati on devi ces.
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Ef fective resectoscopi c techniques for ablating
the uterus have been available to us for nore than 15 years,
however, only a small percentage of gynecol ogi ¢ surgeons
have enbraced the procedure. The conplexity and risks of
traditional resectoscopic endonetrial ablation procedures
are undoubtedly two major inpedinents to wi despread adoption
of these techni ques.

The devel opnent of new gl obal, auto-abl ation
techni ques, that are shown to be both safe the effective,
w Il no doubt increase the availability of endonetria
ablation. Wth resectoscopic endonetrial ablation,
satisfactory results and safe procedures are possible only
after the physician operator noves al ong what can be often a
steep and tinme-consum ng | earning curve.

The vagaries of traditional resectoscopic ablation
are such that even after the clinician achieves the status
of expert, his or her ablation technique may vary greatly
from anot her recogni zed expert. Variations in surgical
t echni que, when applied to individual patient differences,

i ncl udi ng hornmonal status and endonetrial characteristics,
results in uneven and unpredictable clinical results.

Despite these probl ens, proper use of existing
resectoscopi c el ectrosurgi cal endonetrial ablation devices

has proven to be high effective. Therefore, new gl obal
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abl ati on devices, which enploy the sane basic

el ectrosurgi cal technol ogy and principles as does roll erbal
abl ation, may not raise new safety and efficacy questions.
A bal ance shoul d be struck between the need for testing and
the need for these devices to be available. | believe it
shoul d be unnecessary in the design of study protocols to
retest known characteristics of existing devices. Rather,
eval uati on of new devices should focus on those issues that
are new or different.

[Slide.]

In evaluating a device's safety and efficacy, the
foll ow ng points should be considered. The system should
mnimze or elimnate operator error and experience or
variation in technique. It should allow for a shortened
| earning curve, enploy a known energy source, conformto
variations in uterine cavity size and shape, provide
control | abl e, reproducible tissue destruction, allow for
shortened treatnent tines, require mnimal anal gesia and/ or
anesthesia, require mnimal cervical dilation, produce
m nimal side effects, result in anmenorrhea rates that are
equi valent to or better than traditional rollerbal
techni ques, and offer a better quality of life, hence,
reduced or elimnated uterine bl eeding and cranpi ng.

Wth respect to performance testing, the current
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gui dance docunent does not distinguish between the critical
principles of operation for different types of devices,
specifically, the neans by which endonetrial ablation is
achi eved.

The sponsor of a gl obal auto-ablation device that
achieves its goal through application of either heat or
cold, without direct visualization, and which requires
cl osed | oop control of the tissue and/or of the device
tenperature nust consider the follow ng design issues.

[Slide.]

1. Tissue thermal conductivity.

2. Software control of tenperature and power
nodul ati on.

3. A feedback provision to nonitor perforation

potenti al .

4. Feedback paraneters to nonitor the abl ation
pr ogr ess.

5. A neans to neasure and control internal device
pressures.

However, there are al so devices currently under
i nvestigation that do not require closed |oop control of
ti ssue or device tenperature. These devices, which mmc
cl assic endonetrial ablation techniques in their principles

of operation, raise fewer technical issues. Therefore,
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testing for these devices can fall under the current
standards for el ectrosurgical devices. For both types of
devi ces, the general paraneters | have noted are not
inclusive and a nore in-depth list is provided in the
performance testing table attached to ny witten statenent.

| would Iike to share sone of ny thoughts
regarding the clinical testing of any endonetrial ablation
devi ce as mandated by the gui dance docunent.

The initial feasibility safety study as proposed
i n the guidance docunment seens appropriate, however, there
shoul d be sone standardi zation as to the anatom c | ocation
of the endonetrial sanples to be analyzed. For exanple, is
the depth of destruction the sanme in the uterine cornua as
it isin the main body of the uterine fundus as it is in the
| ower uterine segnent.

For the feasibility effectiveness study, inclusion
criteria should address the fact that endonetrial ablation
IS not a contraceptive procedure and wonen nust agree to use
contraception during the study.

As well, | would recommend that the study excl ude
wonen with cervical stenosis.

For the pivotal study, the control arm should be
any single approved endonetrial ablation device. As to

random zation, if conparison to rollerball or resecting |oop
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is chosen, historical data is sufficient. As to endpoints,
pre- and postnenstrual diaries are unnecessary if the
studi ed device denonstrates the ability to produce
anmenorrhea rates that are equal to or greater than those
seen with rollerball endonetrial ablation technologies. In
t hese cases, abbreviated follow up could be appropriate.
However, if anmenorrhea is not used as an endpoint, follow up
shoul d follow the current guidelines.

As a practicing clinician, | appreciate the FDA' s
wi |l lingness to undertake a critical analysis of current
gui delines, as well as an evaluation of the appropriate
degree of review for new device technol ogi es.

Based on ny experience, | believe that the
ultimate endonetrial ablation systemw || be one that
transfers the expertise from dependence on the clinician
operator to a device systemthat enploys a sinple
technology. In nmy opinion, the perfect device would be
cl osely nodel ed after those devices with which we already
have experience and fully understand the principles
responsi ble for tissue destruction.

Utimately, devices nust provide controlled
reproduci bl e endonetrial ablation with controlled dosing of
energy to reflect the precise dinensions and surface area of
the uterine cavity.
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In summary, it is both inportant and appropriate
that FDA continue to examne its dual role of protecting
public health and safety through appropriate device
eval uation, while at the sanme tine, pronoting the rapid
avai lability of meani ngful new or inproved technol ogi es that
inprove the quality of life.

| thank you for the opportunity to coment on
t hese gui deline docunents. | will be glad to address any
gquestions or provide clarification to any of these issues.

Thank you.

DR. EGLINTON: Thank you very much, Dr. Cooper.

Next, from CryoGen, Dr. John Dobak.

DR. DOBAK: Good afternoon. Thank you. | amDr.
John Dobak | amthe founder and technol ogy officer of
CryoGen. W are a start-up conpany in San D ego devel opi ng
a cryosurgical systemfor endonetrial ablation.

| was asked to provide sonme background information
on Cryosurgery and how it relates to endonetrial ablation.

[Slide.]

| will start with the first couple of overheads,
which are a brief history of cryosurgery, noting first that
cryosurgi cal devices have been cleared for use in
neur osurgery, cardiac surgery, urology, gynecol ogy, and

numer ous ot her surgical specialties since the 1960's.
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Second, cryoabl ation of the endonetrium has been
performed since the 1970's and there are 150 or so cases
reported in the nedical literature.

[Slide.]

Third, cryosurgical intrauterine probes have been
cleared for soft tissue ablation, in fact, CryoGen has a
cl earance for a cryosurgical intrauterine probe.

Lastly, cryosurgical devices have al ways been
Class Il and cleared via 510(Kk).

It is interesting that given this history, the
endonetrial ablation by cryosurgery is currently being
[imted, and an interesting paradox exists in that a
physician is cleared to place a cryo probe blindly into the
brain and abl ate neurol ogi cal tissue, however, a physician
is not currently cleared to place a probe into the uterus to
abl ate endonetrial tissue.

[Slide.]

Moving on to sonme of the ultrasound
characteristics of cryosurgery, this is really a new aspect
of cryosurgery in that the procedures can be nonitored using
ultrasound. This is a picture of a uterus being frozen in a
bencht op denonstration, but essentially, the tissue is a
frozen mass and nost of the acoustic waves reflect off of

that frozen mass and create what is called a hyperechoic
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front which represents the ice front, and a postacoustic
shadow, which is shown there on this overhead.

It should be noted that this has been used for
about 10 years in the treatnment of prostate surgery, liver
tunors, pancreatic tunors, and even breast tunors nore
recently. In fact, in the use in prostate surgery, the ice
front has actually grown through the capsule of the organ
within very close proximty to the rectum and despite this,
there has been very few or no conplications of rectal
perforation or damage, which shows that ultrasound really
has adequate resolution to performthese types of
procedures. | think in the case of endonetrial ablation,
the ice front will only be grown part way through the
myonetrium providing a significant margin of error relative
to these other areas where cryosurgery and ul trasound are
used.

[Slide.]

Looki ng at sone ot her unique characteristics of
the ice ball or the frozen tissue, one, it is inmportant to
note that the ice ball grows increnentally. It grows, shown
on that graph there, at about a rate of 1 to 2 mllineters
per mnute, so it is very controll ed.

Two, the ice ball grows very symmetrically, shown
in those ultrasound pictures on the bottom The cryo probe
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essentially sees a uniformheat |oad and the thernal
conductivity of the tissue is uniform Therefore, the cryo
probe or the ice ball grows very symetrical and uniform

Anot her inportant point is that the |eading edge
of the ice front is non-destructive. The tenperature of
that ice front is mnus 2 degrees and tissue dies at about
m nus 20 degrees, and that m nus 20 degree tenperature
exists about 3 to 5 mllineters behind that |eading ice
front, so that if an ice ball were to grow or the ice front
were to reach the serosal surface, it is very unlikely that
there woul d be any destruction of the tissue near that
serosal surface.

[Slide.]

Looki ng at sone nore of the ice bal
characteristics, it is inportant to note that the ice bal
really does not distinguish between the endonetrium the
myonetrium and the fibroids. Again, this has to do with
the thermal conductivity of the tissue. There is really no
di fference anongst all those tissues, nor is the heat |oad
any different, and if you look at the picture there, that
white area is destruction, and in this specinen there is
sonme significant fibroid disease and you can see that the
fibroids are destroyed shown by that white area, as well as

t he endonetrium and the nyonetrium [|f you |look at the
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ultrasound that was obtained in the freezing of this
experinment, you can see that the ice ball grows very
symmetrically as in very normal specinens.

[Slide.]

To conclude, | think that the conbination of
ul trasound gui dance, probe pl acenent, cryosurgi cal
under st andi ng, and anat om cal know edge creates a | evel of
control and skill requirenent beyond that of the sinple
gl obal auto-abl ative devi ces.

However, | think that the procedure will sinplify
endonetrial ablation conpared to the current techniques.

Thank you.

DR. EGLI NTON: Thank you, Dr. Dobak.

Next, from Gynecare, Susan Al oyan

M5. ALOYAN. Hi. M nane is Susan Aloyan. | am
the Director of Regulatory Affairs and Quality Assurance at
Gynecar e/ Et hi con which is now a Johnson & Johnson conpany.

Qur Ther maChoi ce uterine ball oon therapy device, a
t hermal endonetrial ablation device, was approved by the FDA
| ast nonth for the treatnment of nenorrhagia. | would |ike
to comment on the gui dance docunent fromthe perspective of
a conpany who just recently went through the PVMA approval
process for a device to treat excessive uterine bl eeding by

use of thermal technology. After conducting a clinical
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investigation with our device conpared to the rollerbal
techni que, we noted several aspects that would be hel pful in
future studies.

The gui dance docunent requires use of sone
gquantitative neasurenent as a primary endpoint to eval uate
menorrhagia. W selected nonthly blood | oss as the primary
endpoi nt and neasured this by using patient nenstrual
diaries. By using a validated and well characterized nethod
of assessing blood |loss fromthese pictorial diaries, we
found our data was very consistent and reproduci bl e.

Gynecare felt this was an accurate nethod of
determning if a woman was nenorrhagic. In conparison to
this, henogl obin and hematocrit values indicative of anem a
were not as closely correlated with nenorrhagia. W do not
t hi nk these neasurenents are accurate enough to assess the
anmount of blood loss. This is an indirect neasurenent of
bl ood | oss which can be greatly affected by other
physi ol ogi cal factors such as concurrent nedications,

i ndi vidual patient variability, diet, et cetera.

Anot her nmeasurenent that we found very useful was
the Quality of Life Questionnaires. These questionnaires
were conpl eted by patients prior to treatnment and at
selected tinme points after treatnent. W used the responses

fromthe questionnaires as secondary endpoints to assess the
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i npact of the procedure on the patient's lifestyle, as well
as to evaluate overall success of our investigational
procedures conpared to the rollerball treatnent. W do
suggest using a validated Quality of Life Questionnaire

whi ch woul d ensure consi stency anong industry for different
met hods of treating nenorrhagi a.

Usi ng the patient nenstrual diaries and the
Quality of Life Questionnaires with an adequate patient
popul ation, we were able to denonstrate simlar results
bet ween uterine balloon therapy and rollerball therapy in
treati ng nmenorrhagi a.

We feel that the patient inclusion and excl usion
criteria suggested in the guidance docunent are appropriate
for a study using a thermal endonetrial ablation device. W
woul d, however, recommend that post-nenopausal patients al so
be excluded fromthe clinical investigation. W believe
this group of wonmen should be studied separately as the
etiology of their bleeding is quite different.

In regard to the procedural requirenent for
endonetrial preparation, we feel it is not necessary to
requi re that the endonetrium be pre-treated by hornonal
agents or by D& C. Al though a particul ar technol ogy may find
this useful, it is unduly restrictive to require that al
thermal endonetrial ablation studies include uterine
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pre-treatnent.

In summary, it would be inportant to continue to
conduct conparative clinical trials on the new therma
abl ation devices. In general, the nunber of patients, the
nunber of investigators and duration of follow up need to be
mai ntai ned for scientific integrity and to assure adequate
patient and physician experience.

New t echnol ogi es that are being devel oped are not
simlar enough to allow generalization at this tine.
Safety, efficacy, durability of effect, and issues arising
in patient groups at different sites of use are al so
i nportant issues to consider

| would like to thank you for the opportunity
t oday to speak.

Thank you.

DR. EGLI NTON: Thank you.

|s there any other public comment? Anyone
prepared to make a statenment that is not on the agenda?

[ No response. ]

DR. HARVEY: Before we nove on, | would just |ike
to make a clarification for the record, that Dr. Shirk is
not an invited guest speaker as noted on the agenda for
today, but is, in fact, a panel nenber.

Open Committee Discussion
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DR. EGLINTON. Colin, are you going to introduce
t he questions?

MR. POLLARD: No. Wat we asked Dr. Smth, Dr.
Shirk, and Dr. G npelson to do is each is responsible for
one or nore of the seven discussion questions, and so
starting wwth Dr. Smth, each will give a brief three- to
five-m nute discussion preceding that question and then read
the question itself. Then, you would open the panel to
di scussion of that particul ar one.

DR EGLINTON: Dr. Snmith.

DR. SMTH. Perhaps it would actually nmake sense
for me to read the question first, No. 1, for initial safety
studi es, because | think then ny cormments will give nore
specificity to sone of the issues that we are interested to
have the panel address and discuss with us this afternoon.

The first set of questions reads: What kind of
initial clinical data are needed to establish basic safety
before proceeding to treating patients in early
ef fecti veness studies or the pivotal study? These new
device systens differ significantly with respect to both the
type of energy for ablation as well as the control or
nmoni toring nmechani sns for ensuring a safely conpl eted
procedure. How should data requirenments be tailored for the
particul ar systen?
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[Slide.]

Wen we are tal king about the initial safety
studies, we are talking about primarily tw types of studies
that we have nmade reference to in the current gui dance
docunent. One type of study is the extirpated uteri study.
As we have | ooked at the kinds of information that has cone
into us, as well as information that we have been queried
about for devices that m ght be under devel opnent, we have
| ooked at the consideration of the extirpated uteri studies
Wi th certain objectives in mnd.

| f there are design issues that are remaining for
the device, and an exanple would be the I ength of the probe,
these are fairly straightforward feasibility types of issues
t hat sponsors m ght be addressing, and have tended to be the
primary ones | ooked at in the extirpated uteri studies.
However, we have given consideration to, and would like to
give further consideration to, issues remaining with
operating paraneters for devices, such as tenperature, fluid
vol unme, pressures and the duration of treatnent.

Then, with an enphasis on considering the type of
different types of energy nodalities and design
characteristics that we are being presented wwth, and |ikely
to be presented wth, and al so | ooking at technical aspects

that can be | ooked at, at this stage of devel opnent or this
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stage of testing, that reflect issues regarding ablation
depth, and here, sone of the areas that we are | ooking at
nmore closely are ablation of the cornual areas in the uterus
and issues arising for previously scarred uteri.

We have been presented with protocol outlines and
gueries that address the use of histopathology in the
extirpated uteri studies. Oobviously, there are limtations
t o hi stopat hol ogy under these circunstances given that we
have non-perfused organs and that the |aboratory environnment
clearly is quite different fromin-vivo studies, and that we
are limted to acute--or actually in all of the safety
studies--we are limted to acute effects of the device
application as conpared to |later effects, but we would |ike
to have sone input on the val ue of histopathol ogy for these
particul ar studies.

We have certainly not had in the guidance docunent
a specified nunber of specinens that would be required for
this type of study, but have found oursel ves exploring two
to six as a range, and would invite sone comment on that.
Clearly, there seemto be nunbers that one can at |east have
sonme intuition about would be satisfactory.

[Slide.]

Now, the nore advanced studies are in the real mof
what we call the feasibility safety studies, and this is the
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pre-hysterectony study for the ablation devices.

Agai n, we have undertaken reviews, as well as
di scussions, with the objectives of these studies in mnd or
t he presuned objectives. Here, again, we are aware that
there may still be finalization or penultinmate determ nation
of operating paraneters, and we invite sonme di scussion as to
just how penultimte those determ nations should be at this
st age.

Patient selection is very inportant. | would |ink
this to No. 2 on the list, as well. Qur current thinking
is, is that the closer that the inclusion/exclusion criteria
are in the pre-hysterectony study, the better we are able to
work with sponsors to plan for the future effectiveness
st udi es.

| think the issue of endonetrial preparation also
conmes up here in that there are potentially sone safety
issues if, in fact, there are operative or acute surgical
approaches to endonetrial preparation just prior to
treatnent versus the hornonal preparation protocols that
were just alluded to and that are spoken to in the current
gui dance docunent.

| will goto No. 3. | think we have found that it
is nost profitable all around to attenpt to have a nore

integrated format or what | have been calling a matrix for
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presentation of data in the pre-hysterectony studies. |

al so have this point of view about this studies further down
the line, where we can actually collate tenperature
informati on, pressure sensors, operating tine, and anatom c
| ocation of the device that can be correlated with where
there are clinician functions throughout the process of the
abl ation, and where we have ot her diagnostic information
such as ultrasound nonitoring, an exanple being what was

al luded to a few m nutes ago.

It gives us a better handle on, if you wll, the
ki nd of nmean nmedi an and the node of the data com ng in when
we are able to have that kind of display rather than a nerge
of data fromall of the different cases.

We feel pretty strongly now that we are interested
to see predeterm ned protocols, prestated protocols for the
gross and m croscopi ¢ pathol ogi c eval uations, and that there
woul d be a predeterm ned sequence in which a pathol ogi st
woul d approach the specinens com ng fromthese studies.

Simlarly, an integrated format for presentation
of the pathol ogy data or the pathol ogy information and
results that would allowus to fit that with sone of the
data fromthe thernocoupl e readouts and ot her operating
paraneters such as previously nentioned.

Agai n, we have been working in a negotiable way as
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to the nunber of cases which are satisfactory for this

pre- hysterectony study. Wen we are | ooking at sone of the
new aspects or differing aspects, not only of the energy
nodal i ties, but design configurations, we are seeking input
as to whether or not we may need a sonmewhat slightly

i ncreased nunber of cases than perhaps we have spoken to in
the current gui dance docunent.

Any questions at this point?

DR. EGLINTON: Is there any discussion from panel
menbers on the points Dr. Smth has raised? Dr. D anond
appears posed pensively.

DR. DI AMOND: A coupl e thoughts canme to mnd
Wth regard to the extirpated uteri, | would think that
i ssues that mght want to be included or at |east considered
is sone considerations by the conpanies of the length of the
probe as opposed to the Iength of the uterus, and if there
are going to be variable | engths of probes that are
possi bl e, directions as to which ones mght be utilized.

Simlarly, wwth regard to the issue--and this
probably applies to both of them-with regard to inclusion
or exclusion criteria, the role of thinning of the
endonetriumprior to performance of the procedure.

If a device is being utilized to achieve a certain

tenperature or for a certain length of tinme, | would think
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the result is going to be very different dependi ng on how
thick the endonetriumwas, and so | think depending on the
ultimate goal that a conpany m ght have as to how t hey
intend it to be utilized, that should go into how they woul d
design this portion of their study.

DR. NEUMANN: | would like to ask a question of
the FDA, that studies in ablation of myocardial tissue for
controlling arrhythm as, there has been work where
mat hemati cal nodel s have been used to determne fairly
precisely the distribution of the elevated tenperature in
case of the work | amfamliar wth, and | am wondering in
what circunstances the firns could present mathemati cal
nodel data instead of actual data on external uteri and
whet her the presentation of that should be included as an
alternative in the docunent.

DR SMTH. To ny know edge, we haven't been
presented with that kind of data. It is ny inpression that
we would be interested to look at it and to receive it.
Whet her or not woul d neet the sanme kinds of requirenents
t hat have satisfied our cardiologists and
car di oel ectrophysi ol ogy col | eagues, et cetera, you know, to
be det erm ned.

DR. LEVY: They don't have the option to renove

the heart and look at it later.
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MR. POLLARD: We have explored that a little bit,
the issue of sone thermal nodeling, and we have nostly
explored it in the context of |ooking at sort of postmarket
t ype changes conpani es nmake to their product, and we have
had a couple of people in our Ofice of Science and
Technol ogy who have started work on a nodel. | am not
really sure how far along they are. W have nentioned our
interest. | think it is a very plausible approach for
answering certain kinds of questions. At this point, we
haven't seen any data with this respect, you know, in terns
of nodeling and invalidating the nodel, and that sort of
thing, but | would certainly say that we are open to that
kind of question if it looks like it could answer sone of
the questions we are interested in.

M5. YOUNG Wth regard to the extirpated uteri,
Item No. 3 is a recommended nunber of specinens determ ned
by the study objectives, and I wonder if also there should
be a recommendati on concerning the | ocation of the
speci nens, from which the speci nens are taken.

DR. LEVY: Specinmens in No. 3 nmeans how many
uteri, how many patients?

DR. SMTH. Right, not the histopathology. The
second one raises the issue about the use of histopathol ogy,

and | think there are varying opinions as to whether or not
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doi ng pat hol ogi c eval uati ons of the extirpated uteri have
any value. W have a point of view that there are sone

i nstances clearly when it does, but it really does all also
depend upon what the purpose, what the objectives of the
extirpated uteri studies are, and that is sonmething that we
are inviting comment on.

Again, to the extent that it would be of value, ny
approach in review, | think | wuld tend to have the sane
inclination as with the pre-hysterectony studies and with
the effectiveness studies is that one | ays out ahead of tine
a design, a protocol for how one woul d approach that
specinen. It would indicate the nunber of sections, the
type of section, where the sections would be from ful
t hi ckness, how many cuts, et cetera, et cetera.

DR. EGLINTON: M chael

DR. DIAMOND: Two other thoughts. There are a
nunmber of wonmen who may desire this sort of procedure, who
have either have had a cesarian section or a myomectony or
anot her uterine surgery, and if these new techni ques are
going to be appropriate for those patients, these may be
again early places to try to look at safety. 1In other
words, if you have thinning of the intrauterine segnent
because of prior cesarean section, howis that going to

affect the thermal actions of the devices being utilized and
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it is going to place at risk whatever may be in the anterior

cul -de-sac.

Anot her question probably woul d be dependi ng upon

who the industry is thinking in the long run nay end up

utilizing these devices, is it going to be

obstetrician/ gynecol ogi st s,

is it going to be soneone el se

trained in surgical procedures, or mght it be a primary

care practitioner or a PA should there be a conponent of

the safety portion of the protocols which | ook at placenent

of these devices by individuals who are | ess experienced in

pl aci ng devices into the uterine cavity.

DR SMTH Wl

| think certainly--and Colin and

Lillian, you will comment o this--certainly again that is a

corollary to the intended use and indications and if, in

fact, there would be an intent to nake the device avail abl e

to other kinds of practitioners other than those who nore

routinely are involved with uterine surgery, | would think

that we would be interested in the type of human factors

study work that actually is also ongoing and that we are

requiring, for exanple, with respect to even the use of the

controllers and the software, et cetera, that goes al ong

with these devi ces.

You are adding in an additional aspect of it.

Now, whet her that woul d be,

exactly where that would fall,
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certainly appreciate your comrent that there would be safety
aspects of it that we would like to have consi dered.

DR. DI AMOND: Dependi ng on the design of the
trial, the original design we cane up with a couple of years
ago, was a random zed clinical trial of these new devices to
endonetrial ablation. At that point, we thought it was
extrenely inportant that the individuals doing endonetri al
abl ations be individuals that were experienced in those
techni ques. O herw se, you m ght see efficacy of one of
t hese newer devices sinply because those individuals had no
experi ence doi ng endonetrial abl ations.

So, by necessity, then, you selected a group of
i ndi viduals who had | ots of experience placing instrunments
in the uterine cavity. So, | think you would have to do the
safety conmponent if you wanted others, |ess experienced
individuals to do it, not in the efficacy portion of the
trial if you are going to do a conparative trial conpared to
endonetrial ablation, because they are two totally different
popul ati ons of practitioners.

M5. DOMECUS: | think it is an interesting point,
Dr. Dianond, but | would be concerned about somewhat forcing
industry to use the lesser skilled investigator when they
are doing clinical studies trying to assess their device.
think that you want to primarily elimnate as many vari abl es
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as possible, so that you could find out what your device can
do in a best case scenario, and | think the purpose of the
post mar ket surveillance--and there is pretty extensive
post mar ket surveillance requirenents on these devices--it is
intended to get at your issue, which is when it is brought
to the nore general practitioners, what happens.

DR. DIAMOND: But | think that is the whol e point.
| agree with you, you don't want to, as part of the efficacy
trial, to be utilizing individuals that are |ess
experienced, you want to be able to assess the best possible
efficacy on both sides of the conparison.

| think this panel would like--1 will speak for
nyself rather than the panel as a whole--1 would |ike to see
that sort of safety data if | am being asked to nake a
deci sion on potential |abeling and the potential use, so as
| say, depending on what the conpany is thinking the
| ong-term practitioners for this device would be, that may
be sonething that they would want to consider, FDA may want
to consider placed on the specific docunent.

DR. SH RK: Don't you think, though, the argunent
is not the person who is using the device, because
obviously, if the device is placed where it is supposed to
be, and assumng that if it is placed where it is not
supposed to be placed, that the failsafe systens in these
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devices will term nate use of these devices, that the rea
gquestion is basically the adequacy or inadequacy of the
wor kup, the preoperative workup of the patient in nost of
t hese devices, and so really, the technical skills of the
i ndi vi dual using the device, assumng that the device is a
fail safe system basically, would negate operator error as
far as at least the thermal effect and effectiveness, and
al so safety.

Certainly, those are issues that we have tal ked
about a lot, but obviously, one of the questions that would
be inmportant in this thing would basically be if
i ntrauterine pathol ogy does exist, what effect does this
device have on that, and certainly that is where your
operator inability--ny basic question about this is if you
reduce the technical ability to do the procedure bel ow t he
technical ability to work the patient up preoperatively is
the major issue and the final effectiveness, so | would
think that the thermal devices or the devices thenselves are
protecting against inappropriate positioning of the device.

M5. DOMECUS: Just to clarify, | would agree with
you, Dr. Dianond, if the conpany was seeking a | abeling
claimto prescribe it to, you know, PAs and nurse
practitioners, et cetera, but if they are not, | don't think
that they should be forced to include the | esser skilled and
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know edgeabl e as i nvestigators.

DR. EGLINTON: Are we satisfied with the
di scussion of this first--Dr. Shirk?

DR. SHI RK: The only other question | would ask
Deb is obviously, you didn't talk anythi ng about conparison
with the animal tissue studies, which are the only live
tissue studies that we really have as far as depth of
penetration, and stuff like that, in conparison to what
t hese--over tine-what these devices are capable of doing in
a live situation

Certainly, it is difficult to figure out tissue
damage, like in the pre-hysterectony patients, obviously,
the tissue damage that is there is not always reflected in
t he hi stopathol ogy that you see, and how wi |l you address
basically the conparison of animal studies especially
48- hour tissue studies versus, you know, the
pre- hysterectony studies.

DR SMTH. Well, | think that again sone of these
things are spoken to briefly in the current docunent. This
is where we would certainly be | ooking for further
di scussion and i nput fromthe panel or recommendations to
seek input from other sources.

| think that | would like to see that question

answered in ternms of not just the issue of the correlation
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with some kind of in-vivo data albeit animal to human, but
whet her or not there are sone issues that arise out of
differing energy nodalities nore specifically, that would
conpel us to be seeking or would, if not conpel us, would
certainly give us the inclination to want to see nore of
that animal data and to try to make sone interpretations of
t hat ani mal dat a.

| don't know whet her other panel nenbers would
want to comment on that.

Again, that particular point that you are raising,
| think speaks to the | ast or perhaps the second of the two
guestions that is enbedded in the first area, about data
requirenents, if there should be data requirenents that are
tailored for particular systens.

| amnot sure that we can--1 nean the gl oba
debate of the type of studies that you are tal king about and
their application to humans is one issue, but then beyond
t hat, whether or not we have any issues that are specific to
specific treatnent, tied to particular systens or energy
nmodalities, | think would be the way that I would want to
| ook at that subset of safety studies or any ot her set of
st udi es.

That is what we are really confront with now, I

think, in ternms of a refornulation of the gui dance docunent,
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is how gl obal we are or where we need to devel op nore
specificity that arises out of the different design
configurations and the different energy nodalities.

DR. LEVY: Maybe to sinplify and to put sone caps
around these things, | guess, as a panel nenber, | would
want to see sone long-termanimal data of sone kind prior to
| ooking at extirpated uteri information and pre-hysterectony
i nformation.

| amnot an expert in the energy systens, but |
can certainly see that different types of energy will |ead
to short-termversus long-termtissue damage. For exanpl e,
the presentation we had showi ng us that the death of the ice
ball isn't necessarily the death of |long-termtissue
destruction, and when you are | ooking at very short term
you do the hysterectony and you | ook at it under the
m croscope, we are not really going to know |l ong-termtissue
destruction in that information, so | guess we ought to | ook
at a tiered approach that says we do want sone ani mal data
fromlive animals who are followed for X period of tine,
what ever period of tine we think that is appropriate, 48
hours or two hours, or whatever we think is correct, and
then | ook at that histopathol ogy foll owed by extirpated
uteri studies and pre-hysterectony studies.

DR. SHI RK: The other thing I would add is that
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all these studies should have sone kind of a statistical
nodel built into them A lot of the studies that we review
don't have nunbers that are |arge enough to be statistically
significant or even evaluated on a small group basis, on a
statistical analysis, and so essentially, | don't know how
you feel about it, but other than just giving you a ball park
figure, it really doesn't give you a real answer as to what
your tissue studies are really saying.

| think that developing a statistical nodel that
t hese studies have to be done in would be inportant, too.

DR. DIAMOND: | guess in sone ways, | would
di sagree--well, while | agree that to take a probe that you
are intending for human use for any of the different types
of ablation, to apply that to a uterus of an animal, which
unl ess you go to nonkeys, you are tal king about uterine
horns as opposed to uteri, you are probably going to have to
go to a different size, a different configuration, and then
the applicability of the data fromone to the other, | am
not sure about.

Ef fects on endonetrium | think m ght be very
appropriate, but to |ook at--for exanple, we showed before
an ice ball around a uterine horn, where it is very thin,
there is no conparison, | don't think, to a uterus, which is

going to be great depth to it.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

So, | think it is nice to say that would be a good
thing to have, with regard to endonetriumit m ght be
appropriate, but | think it is going to have to be
devi ce-specific as to whether you are going to be able to
use that in a snmall animal, unless we want to require that
you use primates, and even for primates, you start talking
about nost forns of nonkeys, unless you go up to apes, you
are probably still going to have very different uterine
sizes and very difficult junps fromthe device having to be
used in animals to the applicability of humans.

Wth regard to the histopathol ogy, often
hi st opat hol ogi cal conservation, | think you can see what you
want to see. How do you grade the anount of fibrosis or the
anount of regeneration is going to be in sone ways an
arbitrary process.

For that sort of delineation, again, it can junp
out at you, you can do statistical analysis, | would be al
for it, but I think that that is a big burden to say that we
need nore than the sort of nunbers that you have indicated
here for the extirpated uteri and for the initial safety
trials.

DR. NEUMANN: | think another issue on the
statistical analysis is that in terns of safety, we are
really looking for the outliers, and | think if we just
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determ ne an analysis to get an appropriate confidence
interval, that perhaps we wll mss sone inportant
i nformation.

DR. SMTH. Dr. Dianond, just for clarification,
when you nmaki ng your point about the histopathol ogy, were
you speaking to the extirpated uteri studies or back on the
i ssue of the animl studies?

DR DDAMOND: | was referring to the extirpated
uteri, as well as the second stage, if you will, of clinical
trials, of the safety conponent where people are going to
have hysterectom es shortly afterwards. | guess you could
apply it to the animals al so, but that wasn't the intent
that I had in mnd at that point.

DR SMTH. Well, certainly what different sense
of | see and the mcroscope nay be different things, and we
are aware of that, but nore specifically, as | said, one of
certainly ny concerns in the review would be that whatever
is your definition, for exanple, of fibrosis, or your
definition of sonething else, that we would have an
identification of the protocol and criteria at the onset of
t hat aspect of the study as opposed to once the specinens
cone.

DR. NEUMANN:. | think related to that, too, just
for clarification of this question, in those studies where
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tenperature mapping i s done, that the people submtting the
studi es should validate their techni ques, because there are
ways that one can do tenperature nmapping studies that

disturb the system hence, the result is not characteristic.

DR. SMTH. Again, are you naking reference to
both the extirpated uteri and pre-hysterectony studies or to
per-hysterectony studies in particular?

DR. NEUMANN: | think all three. | would include
the animals in there, too.

DR. EGLINTON: Any other coment on this first
gquestion?

Ckay. Dr. Shirk.

[Slide.]

DR SHIRK: | amgoing to discuss the next three
guestions. The first of these questions is how shoul d new
i nclusion/exclusion criteria be handled, and this represents
t he present subm ssion gui dance docunents, inclusion
criteria and exclusion criteria.

Qobviously, the inclusion criteria includes that
the procedure be done for benign reasons, that the patient
has previously failed nedical therapy, that the uterine size
be below 12 cm of depth. Those are the major criteria.

The exclusion criteria obviously include any ot her
significant intrauterine pathology that we could think up.
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[Slide.]

This is the only present study that is of public
record that we have. It is the Gynecare study, and these
were the inclusion/exclusion criteria included in that
study. As you can see, these followed the
i nclusion/exclusion criteria very exactly and, in fact,
sonetinmes were nore strict than they inclusion/exclusion
criteria that the panel itself had set up. So, this was
obviously a study that was well defined and inside of the
subm ssi on gui dance docunent.

[Slide.]

I f you |l ook at the exclusion criteria, however,
there are two or three areas in the exclusion criteria
during which these procedures are being done on a
hyst eroscopi ¢ basis, and the question is basically how or
shoul d these be included in future studies, either as
separate units or as far as inclusion criteria in studies
t hat are ongoi ng.

The first of these is should post-nenopausal wonen
who have bl eedi ng probl ens on HRT be considered for
treatnent. Right nowthis is certainly one of the major
i ndi cations, they are probably one of the nore conmmon
i ndi cations for hysteroscopic endonetrial ablation.

There are a | arge popul ation of patients out there
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who have significant problenms with bleeding on HRT or who do
not tolerate the conbination therapy and do not wi sh to go
on a cyclic therapy, but wish to maintain their HRT and who
do not want to bl eed.

Some of these issues need to be | ooked at as far
as the use of HRT. Certainly, one of the nost inportant
i ssues would be the issue of efficacy. Here at the endpoint
of total anenorrhea is what the patient is |ooking for.
Qoviously, this has not been the endpoint that we were
| ooking for in the pre-nenopausal patient, so that the
criteria certainly would have to be nore exacting as far as
the efficacy is concerned and what percentage of these
patients would really achieve a goal for this.

The ot her issue obviously woul d be careful
preoperative patient evaluation. Certainly, these patients
woul d need to have their uterine cavities eval uated much
nore critically than the patient in the pre-nenopausal state
basi cal |y because of the risk of pre-malignant or nalignant
di sease process going on and al so because these patients
again are |looking for total efficacy of 100 percent
anmenorrhea in this situation

The next question is what are the technical risks
i n post-nmenopausal patients. These patients certainly have
much hi gher incidences of cervical stenosis and a much
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hi gher incidence of a very snmall uteri, so that the thernmal
effect may be nore risky in a small uteri, so the issue of
basically stenosis and small uteri, again are risk that I
have alluded to already, the risk of endonetrial carcinona.
This certainly in this population is nmuch higher than in the
menstruating popul ation, and this would be a risk, not only
at the time of the procedure, but in the followup tine of
the long-termfollowup tine of the procedure as to what
ri sks these patients do have of devel opi ng endonetri al
carci noma over tine.

| think the main thing is to look at this thing in
a total risk-benefit ratio. Basically, a lot of these
patients are patients that are having bl eeding probl ens that
woul d cease and desist if you sinply cease and desist their
hor none t herapy, which obviously has essentially only the
risk of the aging process that woul d occur and does occur in
75 percent of the wonen in this country who don't take
hor mone repl acenent therapy, is the risk of the procedure
itself, the risk of anesthetic, the risk of the procedure
out wei gh, do the benefits and the returned repl acenent
t herapy essentially outweigh the risk of sinply term nating
the estrogen, so that this obviously would be a very
conplicated risk-benefit ratio to | ook at and nakes this
issue fairly significant as far as how we want to | ook at
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t hi s popul ati on.

But certainly |I think it is a population that we
have to address or will need to be addressed, and wl|
ultimately be addressed because of two reasons; because it
obviously is a large group of patients that the conpanies
t hemsel ves would want to | ook at and al so, whether we |ike
it or not, those people doing the procedure are going to use
it inthis fashion, whether it is indicated or
contraindi cated, unfortunately, | think that we have to be
realistic.

The other significant exclusion criteria that we
should ook at is basically should it be done wth patients
with uterine fibroids. Again, the issues are efficacy, and
we are really dealing with two issues here.

Basically, the issue of whether this is done on a
patient that just has fibroids and what is the outcone, or
is it being done on a patient who is having a concom tant
myonectony. Certainly, there are a | ot resectoscopic
myonmect om es being done at this tine, and I would guess that
in a significant nunber of those patients who have finished
their child-bearing, that a concomtant endonetrial ablation
is al so being done on these patients sinply because nost of
these patients are just tired of bleeding. They want it

stopped, they want a sinple procedure to stop it, and so
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that both the resectoscopi c myonectony is being done
followed by a rollerball or conbination resection,
roll erball endonetrial ablation

Certainly, this is two different popul ati ons where
you are saying the patient just has a large uterus with
fibroids, and you are not doing any of the fibroids and/or
you are trying to resect it, resect the subnucosal fibroid,
and do a concom tant myonectony, but certainly, these are
two different patient popul ations that need to be | ooked at
and the data eval uated over tine.

Certainly, with the latter procedure, the question
of whether to--where you are using one technique to get rid
of a fibroid, and then switching to another technique,
doesn't nmake any sense at all.

| guess | will open it up to discussion for the
panel .

DR. EGLINTON: Dr. Chatnman.

DR. CHATMAN. W th respect to the post-nenopausal
woman that you were tal king about, as you know, one of the
maj or reasons for discontinuation of HRT is abnormal vagi nal
bl eeding. Cbviously, you would |ike those patients, if you
are a proponent of HRT, on the nedication. There is
supposed to be sone very, very inportant health benefits

fromthat.
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| would think that this would be a separate group
of people who could be evaluated. Qbviously, you need a
different probe size probably, as Dr. D anond has al ready
al luded to, you need to be nore aware of the fact that the
endonetriumis thinner, that the myonetriumis thinner, but
| think that popul ation needs to be studied very, very
carefully for this purpose, for endonetrial ablation.

Whet her you like it or not or whether | like it or
not, people are going to do this for patients. Patients
want this. They don't want to bleed while they are taking
hormone repl acenent therapy. So, | think it is an inportant
group to study. It may not be possible to integrate them
into the general group of pre-nenopausal patients, and it
may not be reasonable to do that, because they are a
different population, but | think it is something that needs
to be done. | think that the population is going to becone
| arger, they are already demanding, so they will becone even
nore demanding, and | think, again, if you are a proponent
of hornone repl acenent therapy, then, you want to keep the
patients on the nedication, and | think this is certainly
one of the main reasons | see in ny office why people stop
hor mone repl acenent therapy is abnornmal vagi nal bl eeding.
think it is worth working up a corollary protocol to

i nvestigate these patients because they do present slightly
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different problens fromthe pre-nenopausal patient who has
anenorrhagi a for other reasons.

Wth respect to the patients with uterine
fibroids, my own opinion is that you probably shouldn't be
doi ng an endonetrial ablation for patients with uterine
fibroids. |If a patient has fibroids that is causing themto
have bl eedi ng, then, you resect the fibroids, and the
patient should stop bleeding. |If she has another problem
then, you treat the other problem This, as you alluded to,
you treat the other problem separately.

So, we don't need to be--1 don't think we need to
| ook at that group of people, but we do, | think, need to
| ook at the post-nmenopausal woman bl eedi ng on hor none
repl acenent therapy.

DR, LEVY: | think it is nmy suggestion that we
deal wi th post-nenopausal wonen as either an addendumto the
gui dance docunent or a separate gui dance docunent for
several reasons. Nunmber one, as you nicely pointed out, the
safety issues are different. W are not dealing with people
who are anem c, who have a significant nedical problemthat
requires attention in sone fashion.

We are dealing with people who are unconfortable
with a synptomthat is not nedically harnful to them So,

the definition of safety for post-nenopausal wonen needs to
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be different.

Simlarly, as you pointed out, the definition of
effectiveness is going to be different for post-nenopausal
wonen, and for that reason | think we really need to address
post - menopausal wonen as a totally separate popul ati on that
we deal with either as an addendumto this gui dance docunent
or as a separate guidance docunent, because all of our
definitions are going to be different, and just including
post - renopausal wonen as a different armof the sane study,
| don't think will work because our definitions need to
change.

M5. YOUNG | think also | agree with Barbara
about that, that they should be treated differently. |
think that also the definition of what a bl eedi ng probl em
is, is adfferent--that requires a different type of
definition.

One has to be very clear the extent to which we
are tal king about, the extent of the bl eeding, and what
constitutes a bleeding problemin HRT wonen, if that is the
sane as what the definition of bleeding problens are for
pr e- menopausal wonen.

DR SH RK: | think the answer to that is yes and
no. GCkay? It doesn't make any sense, but basically, there
are obviously a group of wonmen who are on post-nenopausal
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t herapy that have breakt hrough bl eeding probl ens, and that
is caused by the hornone itself. Ckay? They just do not
tolerate the progestins.

There are obviously anot her group of wonmen who
have devel oped intrauterine pathol ogy or who had previous
intrauterine pathology that was present prior to them going
i nto nmenopause, that is being obviously aggravated by the
hor none repl acenent therapy.

That group is fairly significant if you work these
patients up. | nean you look at the studies. | did a study
| presented at the NAG neeting a couple of years ago that
basically we | ooked at 650 endonetrial biopsies versus 200
hyst eroscopi es, and the anount of pathol ogy found in the
bi opsi es versus the amount of pathology found if you really
| ooked for pathology with hysteroscopy, and certainly Dr.

G npel son has had simlar results or anybody who has done
it, that looks at it, and certainly, there are new studies
wi th saline infusion sonography.

There is a significant nunber of these patients
t hat have pol yps, who have subnucosal fibroids, that fal
into this group, so again, the question, you know, is that
you have got two groups here.

So, one group you treat appropriately. You

di agnose the intrauterine pathology and treat it, and that
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group obviously doesn't need an endonetrial ablation. They
just need the pathology treated. But the group of wonen who
i s having breakthrough bl eeding or intolerance to progestins
on hornone repl acenent therapy certainly, you know, present
a mgj or problem

Again, with new designer hornones, the question is
where do we stand with this thing where you have got one new
hornone that is on the market right now that basically
causes no endonetrial stinulation, so that obviously doesn't
cover your secondary synptons either, but how inportant are
t hey.

DR. LEVY: | think, too, Jerry, we need to
di stingui sh between intolerance to progestins with respect
to bl eeding and intolerance to progestins wth respect to
all the other side effects of progestins, because | don't
t hi nk anyone here is going to say that it is going to be
safe to do an endonetrial ablation procedure and then not
use progestins in wonen.

So, | think we need to be very clear when we talk
about intolerance to progestins, it is only with respect to
bl eedi ng.

DR. DIAMOND: Three separate comments. First of
all, on first blush, I also think that I would prefer to see
post - mrenopausal wonen, nunber one, included, and, nunber
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two, probably put it as a separate group as conpared to the
pr e- mnenopausal wonen, although | amnot sure that with
appropriate considerations and perhaps slightly different
entry criteria, you could not nold theminto one protocol.

The second point is there may be a little bit of
i nguistics here. The second line of the question is for
abnormal wuterine bleeding, and in the post-nenopausal wonman,
there are two different ways | could cone up--and | wll
give you a third--and that is regular wthdrawal bl eeding
for wonen who are cyclical hornone repl acenent therapy.

| think that group, who is not having breakthrough
bl eedi ng, that is not having bl eeding because of pathol ogy,
is a group that is at lower risk for problens of endonetrial
hyper pl asi a, endonetrial cancer, but |I think it is going to
be very inportant to distinguish between which of those
three situations the bl eeding occurs in.

The last comment is that if you are going to
i nclude a protocol wth post-nmenopausal wonen, for the
reasons that have been el aborated upon by many people, |
think it would be very reasonable to include into the
prot ocol considerations of other means of nonitoring after
the endonetrial ablation process, and that m ght be, nunber
one, repeat endonetrial biopsy at tinmes, although that m ght
meet sone patient resistance.
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Anot her alternative which m ght be nore acceptable
woul d be thickness assessnment by transvagi nal ultrasound to
get an idea of thickness, but to incorporate sonething like
that into the protocol, particularly in the begi nning when
we don't know exactly what is going to be the outcone in
this group of wonen.

DR. G MPELSON: | want to address three issues.
One, one of the exclusion criteria which | think for nost of
the ball oon type devices is probably valid, but | think for
ot her devices that we see on the horizon, excluding the
septate uterus, in the those devices that are really not
anatom cally dependent, | think it probably not a valid
exclusion criteria, and | think that has to be | ooked at in
sone of the devices that are not anatom cally dependent.

| think as far as the fibroids in the commentary,
we know t hat about 25 percent of wonen who have surgery for
fibroids wll wind up with a second operation. Nonetheless,
often wonen will have one large fibroid that is easily
renmoved hysteroscopically, |aparoscopically, whatever, and
then have multiple snall fibroids which may well respond to
an abl ation type procedure before they have the chance to
grow to a | arger si ze.

So, | think the fibroid issue is probably an issue
that is valid, that has to be | ooked at.
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The third area, the post-nenopausal, | amgoing to
take a little different stand and that ny feeling is that
probably very few of the wonen that we do endonetri al
ablation on are really at nedical risk of loss of life or
linmb, and can easily be treated with an alternative
procedure, hysterectony, although choose to have endonetri al
abl ation, which is essentially safer and easier on them as
opposed to the post-nenopausal woman on hornonal therapy, if
there is a reason she stops her hornonal therapy, she does
now becone at risk of possibly loss of life or linb, and
therefore, the indication for the endonetrial ablation to
all ow that woman to continue on nedication that is valid to
her life and the bl eeding she is experiencing is obviously
as quality of life intruding as the bleeding that the 29- or
30-year-old woman i s having, who is maybe soaki ng her
cl ot hi ng.

So, | think the post-nenopausal wonman definitely
shoul d be included in these criteria, and | think, as M ke
said, the cyclical bleeder is probably at very |ow ri sk,
shoul d probably I think be right in with the criteria we
have now, and | think we may have to | ook at the others with
non-cyclical or with pathol ogy, but | think those
post - mrenopausal wonen should definitely be included in these

types because they will truly benefit from ablation nore
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than the wonen who aren't at nenopause.

DR. LEVY: | agree and disagree. | agree they
shoul d have an opportunity to be studied. On the other
hand, to put themin the sanme group neans that | nean for
quality of life index for those people, conplete anenorrhea
is the only acceptable outconme for them | nmean these are
wonen who say flat-out I will not bleed, I do not want to
bl eed, and so | think for us to design studies that include
themright in with prenenopausal wonen is a can of worns,
because our outconmes are going to be different for these
gr oups.

DR. G MPELSON: So, nost will probably achieve
amenor r hea.

DR. SHI RK: W don't know that.

DR. EGLI NTON: D ony.

M5. YOUNG Yes. | would Iike sone clarification.
Under the exclusion criteria for ItemNo. J, | can't recal
in the Gynecare study whether, in fact, wonen who had had
previ ous surgery, such as cesarean section, were included or
excluded, | can't renenber that, and | just want to ask
about this question of previous uterine surgeries, because
it seens to have been sone difficulties in nmaking up one's
mnd as to whether that will be an inclusion or an excl usion
criterion, and I would like clarification of the statenent,
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"unl ess these patients have previously been included in the

safety study." Wat exactly does that nean?
DR LEVY: | guess | can clarify that fromthe
previ ous docunent. |If the sponsor had considered including

wonmen with previous uterine surgery and studied the effects
of the ablation device, whatever it is, on those wonen, and
denonstrated safety, then, they were included in the study.
| f those uteri that had had surgery were not tested in the
safety phase, then, they were excluded fromthe efficacy
phase.

So, it was the decision at the beginning of the
study to include or exclude those wonen. |f they were
i ncluded, then, they had to be included in the safety phase
to docunent that the scar could tolerate the device,
whatever it is, wthout danage to the patient.

DR SMTH. | think in the previous discussion, in
my points, we were calling for confirmation in a sense, or
any new feedback on the issue of the previously scarred
uterus when those safety studies were being done.

We have been approaching it that way and are
seeking clarification and confirmation particularly in the
face of what would be anticipation of additional energy
nodalities and different design configurations, that that is

the way that we would still approach that.
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MR, POLLARD: | would just add in response to your
guestion that was an exclusion criteria for the Gynecare
study, and if you recall fromCctober, we did talk a little
about this with respect to the labeling. 1 don't knowif we
made it a contraindication or a precaution, but at any rate,
there is sonething in the | abeling addressing that aspect,
as well.

DR. LEVY: | have another comrent with respect to
the fibroid issue. Sone of these technol ogi es com ng down
the road may very well nanage subrucosal or intramura
myomas W t hout resection, and | think the panel needs to
di scuss the issue of not having any pathol ogy.

| know all of us who have done hysteroscopic
myomect om es have at | east seen reports of | eionyosarconas
t hat have been identified at the tine of hysteroscopic
resection, and | just bring that up as an issue, that these
gl obal devices, if they are being used in wonen with
subnucosal or intramural fibroids will not be getting any
pat hol ogy.

DR. SHIRK: | think again that depends on what
group you are talking about. |If you are just ablating
sonebody with fibroids w thout resection, obviously, you are
not going to have any pathology. OCbviously, if you resect a
fibroid, then, obviously, you have got your pathol ogy or
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hopefully the whole fibroid renoved, | guess there would be
two things that | would also add with the resection process,
obviously, there are certain tinmes when you resect fibroids
where you are not capable of resecting the entire fibroid or
you | eave a fragnent of part of the fibroid there.

The question is, is the ablation, balloon
abl ation, going to help with the increased kill in these
areas. The other question would be how many patients with
fibroids al so have concomtant adenonyosis. | nean if |
| ook at nost of ny path reports fromhysterectomes from
fibroids, a lot of these patients al so have adenonyosi s and
probably nost of the patients we are treating with
endonetrial ablation are patients at |east with superficial
adenonyosi s.

M ke.

DR. DIAMOND: Wth the commobnness of uterine
pat hol ogy, particularly fibroids, I would like if, in the
long run, there could be a way that these devices could be
applied to that group of patients. The question is com ng
up with appropriate study protocols and staying within sone
safety boundaries to do that.

For exanple, if there was a protocol where a
patient cane into nmy office today and tonorrow | did an
ablation on them | amnot going to know very nuch about
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that patient. |[If, on the other hand, | have been trying
medi cal therapy with this patient, | have been trying other
conservative nethods with the patient, and so | have been
follow ng the patient for a period of tinme, | may know nore
about them

For exanple, with regard to |ei omyosarcomas, we
did a study, 95 percent of the tinme soneone with a fibroid
uterus, |eiomyosarcoma is going to be the largest fibroid
that is present. Simlarly, over tinme, |eionyosarconas
usually have a very fast rate of growth, so if you are
foll ow ng soneone for a period of time, if that is part of
the protocol, if that is part of clinical practice, | think
you can greatly mnimze that risk, although obviously, you
are not going to be able to totally elimnate it.

DR. SHIRK: You are going to be able to see a
| ei omyosarcoma on col or flow doppler ultrasonography. It
will light up like a Iight bulb.

DR. LEVY: So do bizarre |eiomyomas, though

DR, SH RK: But at l|least you still have a
suspicion. | nean the answer is you would be able to find
t hose patients that have high suspicion rates for
| ei onyosar cona.

DR. DIAMOND: |If you have those suspicions, that
is not the person for ablation no matter how you are going
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to do it.

DR SHRK O course. So, it is going to be an
exclusion in that subgroup.

DR DDAMOND: But | would Iike to see if, in the
long run, we could nmake fibroids either a relative
contrai ndi cati on as opposed to an absol ute contraindication
even find protocols where they could be included.

DR. SHIRK: M feelings about this |ast question
are two. Basically, the safety issue, if you resect a
fibroid, how much nmyonetriumdo you still have left, is
t here enough safety margin there to carry you through the
procedure with causing, you know, serosal damage, and the
ot her question would be basically changing horses in the
m ddl e of the stream

You can argue whether you should or shouldn't do
an abl ation on these patients, but basically going from
hyst eroscopi ¢ procedure where you can continue with an
ablation and do it in probably as rapid a tine as you could
do it in changing horses to a nore expensive way of going
with an abl ative system does it really make sense.

DR LEVY: | guess | understood the question
differently, which was to say in wonen with fibroids, would
we be using these global ablation devices w thout resection

of the fibroids. That was ny understandi ng of the question.
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Colin, did | msunderstand it?

MR, POLLARD: No. | would say that we were just
really looking at that in terns of a very general question.
| would actually |like to hear the discussion on both angles
just in terns of trying to give guidance--this is
essentially trying to give guidance to sponsors who are
preparing protocols for us to |l ook at and whatever--1 nean
there could a nunber of answers on this question, it seens
like.

DR. EGLI NTON:  Any ot her discussion on that
gquestion?

DR LEVY: | guess | have one nore comment on
Question 2, as you have divided it here, but just nore
issue, and that is wwth regard to the age of the patients.
As we have been | ooking at the data, there clearly seens to
be sone division in success rates and efficacy rates in
wonen who are under 40 years old versus wonen who are over
40 years old, and we probably should talk a bit about
whet her we want to stratify data that way, so that it can
hel p sponsors in the future and help clinicians decide when
t hese procedures are appropriate or not appropriate.

DR. SHIRK: That is certainly a question.
Qoviously, it depends on the patient's estrogen supply.

There is a commbn denom nator in that. Again, it brings up
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the question with the post-nmenopausal patients, can they be
included in the--if you stratified patients--could they be
included into a standard protocol, and you are obviously

| ooki ng at those patients bel ow 40, those patients from 40
to 50, and those patients then from nmenopause on. | nean
there is three different patient groups, and being able to
stratify themout, so that you could | ook at the data from
all three groups.

DR. CHATMAN: That doesn't make for a |ot of work.
| mean if you want to do it the way Barbara was suggesti ng,
| mean it doesn't make for a ot of work at all for anybody
who is doing research in this area. It naturally falls out
of the data that you gathered to begin with. You are not
operating on anybody whose age you don't know.

DR. DIAMOND: But it nmakes a big difference in how
you are going to power the study, whether you are going to
try to have sufficient power to identify differences in each
of those three cohorts or whether you are going to | ook at
the entire group as a whole, so it makes a big difference.

DR. SH RK: Certainly, |I nmean if you were doing a
study, a pre-nenopausal patient group, and nost of your
patients fell between 45 and 50 years of age range, your
efficacy is going to look a |ot better than if you have got
a lot of patients below the 40-year age range, sinply
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because a significant amount of those |adies are going to
go, have anenorrhea just because nature deened it so, and
certainly their estrogen load is falling off significantly,
so, yes, | think it is inportant to | ook at the different
stratification in these patients.

The question would be basically whether you coul d
i nclude this post-nenopausal group into a standard study if
you did stratification or not.

DR. CHATMAN. |If a conpany cane in here, let's
say, with an ablative device, and all the patients are
bet ween 45 and 50, and they clainmed X results, X kind of
efficacy, | think they would get quickly discredited, | wll
put it that way.

DR SH RK: | agree.

DR. CHATMAN. This is kind of a natural result. |
t hink that Barbara suggested is kind of a natural result of
any research project, and maybe what M ke says is true. You
have to have enough nunbers of patients below 40 in order to
make a statenent about it as conpared with those above 40.
It in the data.

DR. SH RK: Well, certainly, the Gynecare study
was stratified.

DR. DI AMOND: But the Gynecare study actually for

the control group, which is the endonetrial ablation
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actually was the inverse. They had greater success rate in
t he under-40 wonen as opposed to the over-40 wonen.

So, | amnot sure we can really sit here today and
say with a lot of certainty that we really know that 40 is a
good cutoff and that we have enough scientific foundation to
suggest that conpani es ought to be required to do two
separate cohorts, have power to each of those cohorts to be
able to nmake a distinction, because we just don't have the
data, | don't think, just to say that that is truly a
cut of f.

DR SMTH. Dr. Chatman, to avoid the scenario
t hat you have descri bed, we have, in fact, been
recommendi ng, notw thstanding, as Dr. Di anond says, the fact
that we don't have as confirmatory information as we m ght
all collectively like to have, we have, in fact, been
recommendi ng that sponsors | ook at designing their studies
to use 40 as a denarcation plane and to have sufficient
nunbers of wonmen in the 40 to 50 age group, and then under
40, so that we can look at this efficacy issue a little bit
further.

DR. EGLI NTON: Col i n.

MR. POLLARD: Yes. | just want to add in that
context of the recommendati on we nmake, we haven't required

that those studies be sufficiently powered to show a
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statistically significant difference or the ability to
reject a null hypothesis.

| f you recall from our October discussion, when we
were | ooking at that very finding you just nmentioned, one of
the aspects of that study was in the stratification cells,
you didn't have--well, | think the power was sonmewhere in
t he bal |l park of around 60 percent or sonething |ike that.

DR. DIAMOND: Sixty to 65.

MR. POLLARD: Right. So, it is not |like we
requi re sponsors to do larger studies, it is sinply in the
context of the nunber that they do enroll to stratify based
on 40 years of age. That was the nunber that was chosen
just based on trying to get a decent fit, but if the panel
wanted to recommend a different cutoff point, that is
certainly sonething that would be worth considering.

DR SMTH. | think the other part of it is that
at the same tine, we have been discussing wth sponsors what
their hypothesis is wth respect to what they believe the
efficacy of their device is going to be, either wth respect
to produci ng anenorrhea or sone change in nenstrual bl eeding
status. |If one does that, if one undertakes that exercise,
it then clearly feeds into other aspects of study design and
factoring in that issue of age, and then yields, hopefully,

a sanple size and sub-sanple sizes that will be appropriate
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to the hypot hesi s.

DR. EGLINTON: Rich.

DR. 3 MPELSON: Besides your sanple size, you
could divide themevery single year if you wanted to, but |
amnot sure if you have the post-marketing tinme period or
even pre-marketing tinme period constraints that you would
want to put. These studies may take 10 or 15 years to see
if there is really an difference in the 21-year-old having
this procedure versus even a 40-year-old having the
procedure. It may require a 10-year foll ow up before you
coul d even draw any kind of valid conclusion besides the
| ar ge sanpl e size.

Not being a statistician nyself, | don't know, but
| just know you would need a long followup, nore than the
three years required now to draw concl usions on which age is
better.

DR. EGLI NTON:  Any ot her discussion on this?

kay. We will nove on to 3, please.

[Slide.]

DR. SHI RK: The next question was should
alternative primary study endpoints be allowed, and by the
criteria, basically, our endpoint is basically, at this
poi nt, determ ned by the study sponsor thensel ves. The ACOG

gui del i nes are obviously recommended. The Hi gham s scoring
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system obviously is one of the nbst accurate that we have.
The studi es proposed needed to be within 10 percent of the
standard hysteroscopi c endonetrial ablation resection

pr ocedur es.

In general, nost of the studies have been using
the rollerball ablative procedure. Basically, it is
technically easy to do, and | amnot sure that it is not the
| east efficacious of all of the procedures, but certainly it
has becone the standard.

The question is basically what other kind of
procedures or procedural endpoints could we use as far as
figuring out where the studies should be marked agai nst
rather than just basically efficacy in conparison to a
normal endonetrial ablation procedure.

Basically, we | ooked at certainly anmenorrhea as an
endpoint. Certainly, this was the gold standard on our
initial ablation studies. |If the procedure is to be an
el ective alternative to hysterectony, then, the endpoint
shoul d be anmenorrhea woul d be the argunent there.

Certainly, in the post-nmenopausal group, as we
have tal ked about, this certainly would be the endpoint that
we woul d be | ooking for and how cl ose are we comng to that.
Qovi ously, fromour experience with hysteroscopic
endonetrial ablation, and the different nunbers of
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procedures that have been available to us, | think it is
pretty obvious that getting 100 percent anmenorrhea as a goal
is not a possible goal.

There is certainly a nunber of manuscripts,

t hough, for review ng, using anenorrhea as an i deal
endpoint. Again, like I said, this is an inpossible
endpoint to achieve, but certainly could be used as one
endpoint, so this is obviously an arbitrary endpoint.

At the other end of the spectrumas to anmenorrhea
as a strict endpoint, just |ooking at surgical satisfaction
or the patient's satisfaction score as an endpoint, and
again this is probably the nost subjective endpoint you can
get to, because sone patients, if we | ook at sone of the
data presented basically in the literature and also in the
Gynecare study on individual patients, show that sone
patients who had poor outcones still had significant patient
satisfaction, so that | amnot sure that this data is going
to show you.

It is obviously dependent on the patient
t hensel ves, and there is really no close relationship
bet ween efficacy of these patients and the way the patients
| ooked at it. There is certainly several studies in the
literature that are available, that |ook at patient
satisfaction and could be used to hel p construct an endpoi nt
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that could this as a specific endpoint, but again an
extrenely subjective situation, and | am not sure how
appropriate it is in an objective situation.

Anot her one woul d be hematocrit, although
obvi ously seens to be a very objective endpoint, it nay not
represent the magnitude of failure or success in this
patient at all.

As we all realize, we all have a lot of patients
who are having extrenely heavy periods that are socially
i ncapacitating fromdifferent pathol ogies that basically
have normal hematocrits, and other patients who have what
you woul d call normal periods, who have very | ow
hemat ocrits, not based essentially on the anmount of bl eeding
they are doing, but basically on the nutritional status, so
t hat again you would have to reflect the patient's tota
iron stores at the tinme of the procedure, which may be
fairly difficult to ascertain, |look at the patient's oral
i ntake and al so iron absorption abilities, and obviously, in
this endpoint, there is no nmeasurenent of physical
disability to the patient as far as the anount of bl eeding
that she is still having and how well she survived the
problem so certainly hematocrit, even though it would be a
rat her objective endpoint, seens to nme an extrenely

subj ective kind of endpoint for this type of study.
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Anot her endpoint that we could use would be the
| ong-term hysterectony rate, how many of these patients that
have the abl ative procedure for abnormal bleeding ultimtely
end up com ng back for hysterectony between the two groups.

The biggest problemw th this endpoint, nunber
one, it would require far too long a foll owup period. |
mean you are tal king years and years.

It also would require a series of those patients
treated for failure of the procedure versus those patients
treated for other pelvic pathology, such as ovarian nasses
and ot her pathol ogi es, and cancers |like a cervical cancer or
sonething |ike that, that canme up, that was totally
unrel ated to the procedure.

Al so, the statistical significance could be biased
by the consuner thenselves and this no hysterectony attitude
that sonme of the patient popul ation has, and certainly those
patients seeking endonetrial ablation have a significant
attitude towards no hysterectony, so | think that again this
woul d be a very difficult endpoint to reach.

Qoviously, there is articles in the literature
that conpare endonetrial ablation to hysterectony as two
different endpoints, so that again you could cone up with a
design for the use of hysterectony rate, but | think it

woul d be long termand difficult to do and inpossible.
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[Slide.]

Anot her endpoi nt woul d be costs. Obviously, the
cost analysis of the procedures over tine, hysteroscopic
procedures versus hysterectony are a common variable in the
[iterature. One could |look at the cost data in these
patients and | ook at not only the acute cost data, but the
cost data over tine as to what other treatnment nodalities
woul d be necessary to treat patients that had | ess than
adequat e outcones fromthe procedures, but again, | think
this would be very tinme-consumng and far nore conpl ex than
anybody woul d want to get involved in, and it obviously
involves a lot of different social issues, so that | don't
see cost as a nmjor issue.

In exploring at |east fromny standpoi nt ot her
endpoints as far as the one that we have | ooked at as just
sinply efficacy, all of them have several downfalls that
obvi ously preclude using them as endpoints.

Any comments that the rest of the panel has or any
ot her ideas that soneone el se has as an endpoi nt?

You probably knew that | would have a go at the
surgical satisfaction item patient satisfaction. It is
notoriously difficult to neasure, but by the sane token,
that doesn't nean that it shouldn't be neasured, and the |
think the fact that it is a subjective endpoint isn't, in
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and of itself, a good reason for elimnating it as an
endpoint to be considered in conjunction with perhaps the
first endpoint.

The Gynecare study showed that the use of patient
diaries was very useful in terns of determning quality of
life issues, and | would like to speak very nmuch in favor of
usi ng sone sort of neasurenent for patient satisfaction for
devi ces, such as this.

MR. POLLARD: | don't think Dr. Shirk was sayi ng
this either, that there would not be a quality of life
questionnaire. Wen the panel net in Cctober of '95, when
we originally devel oped the guidance docunent and
recommended having a quality of life questionnaire, there
was a very strong read fromthe panel that, in fact, a
quality questionnaire be a critical conponent of the study
pr ot ocol .

What our question really is targeted at is the
primary study endpoint that, in fact, defines what the study
hypot hesis is, you know, how you power it, what your sanples
size is, so we are not backing off of that aspect anyway.

DR LEVY: | think we need to stick with what we
determ ned in 1995, and not make a change.

M5. DOMECUS: | had a conment which partly goes to

Question No. 4, but you raised in your |ooking at amenorrhea
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as an endpoint and you said that if the procedure is to be
an elective alternative to hysterectony, then the endpoint
shoul d be anenorrhea, and | guess | don't agree with that.

| think that hysterectony should be considered as
an option for the control group, but if it is, I don't think
t he success has to be defined as anenorrhea. | think that
the thernmal endonetrial ablation procedure can have a
reduced effectiveness as conpared to hysterectony if there
Is a conpensating reduction in risk.

So, | think that hysterectony can be in the
control group, and the anmenorrhea doesn't have to the
definition of success if that is the case.

DR. SH RK: The only thing about hysterectony as
an endpoint is you are using 100 percent. | nean basically,
just say it is 100 percent, there is no control group, you
just say you have to shoot at 100 percent and how cl ose can
you get to 100 percent, and | think that it is a way of
doing it, and I amnot sure that it is a realistic way of
| ooki ng at the data.

M5. DOVECUS: | amnot saying it should be
i nposed, but | think that if sponsors want to pursue as an
option, they can certainly |look at the surgical risks that
may be reduced by not having a hysterectony.

DR. SH RK: Anybody el se have any ideas as to

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

ot her endpoints that we m ght cone up with?

MR. POLLARD: Could I just ask the panel to follow
up on that? |If, in fact, a sponsor was going to pursue
conparing the anenorrhea rate of their new device to
hysterectony, then, how woul d that--nmybe we are getting
ahead of ourselves to one of the questions down the
road--first of all, how close would it need to cone and
t hen, secondly, how | ong would you have to foll ow that
patient.

DR. LEVY: | guess that data would be so confusing
to me that | would have a hard tine |ooking at it, because |
woul d want to see the quality of life indexes, and | would
want to see when there wasn't conpl ete anenorrhea, what kind
of reduction, so | would see nyself requiring the sane sorts
of diaries that we were requiring anyway in our outcones.

| nmean it is not only amenorrhea or not
amenorrhea, but it is reduction in bleeding since bl eeding
is the real issue that we are trying to treat. So, that is
why | suggested that we just continue with the sanme criteria
we have got since they seemto be working pretty well.

DR. CHATMAN. It is |like conparing apples and
or anges.

DR. DIAMOND: Practically, I would agree. | think
it is going to be very difficult to conpare them but if
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soneone had a device or a nethod of creating anenorrhea,
don't think I would have a problemw th conparing that with
hysterectony, but | think anmenorrhea would have to be the
endpoi nt you are conparing to, not other grades of bl eeding,
and woul d those ot her grades of bleeding then be a failure.

MR. POLLARD: Just to follow that up, so then how
woul d you do that?

DR. DI AMOND: The answer that we canme up with a
coupl e years ago was 20 percent, that since these newer
forms of ablation were | ess invasive than roll erbal
abl ation that we woul d accept not quite as successful, so we
said within 20 percent, so | would probably throw out that
sanme figure.

You m ght be able to make an argunent, maybe you
can say 25 or 30 percent because now you are conparing a
maj or surgical procedure with all its inherent risks to a
device that m ght be able to be done in the office or maybe
you coul d even accept a greater nunber of failures, maybe up
to 25 or 30 percent.

DR. LEVY: VWhat | am saying there, though, M ke,
isthat if it is failure, and it is in that 20 to 30 percent
range, | not only want to know failure, but I want to know
how much of a failure. |In other words, it still is going to

require diaries and quantification in sone fashion, so that
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we can determ ne- -

DR. DIAMOND: Well, yes and no. | nean if a
devi ce existed where you could have only a 20 percent
failure rate, only 20 percent of people have any bl eeding
what soever with this new form of endonetrial ablation, I
would be willing to accept that as conpared to a
hysterectony where there is no bl eedi ng what soever.

Ei ghty percent of people are going to have success
with this new device, and I would assune, therefore, that
the 20 percent that are not successful, but they have sone
anmount of bleeding, that many of themw || have a great deal

| ess bl eeding than they had originally, if they are |ess

successful than the other 80 percent. | would be willing to
| ook at that.
DR SHIRK: | think coming up wwth a device |ike

that would be very difficult.

DR. DI AMOND: Exactly.

DR. SH RK: Even with our ablation techniques,
don't think you are going to see nmuch nore than--1 nmean the
best you are seeing 60 percent anmenorrhea rates, | nean you
are not even getting close to your 30 percent.

DR. DIAMOND: | agree with you. | think
practically, at this point, | don't think that exists, but
if it did.
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The one other point | was going to make--and |
don't have the paper with nme, so it's hard to specifically
recall the point--but originally, we had said we wanted to
see the bl eeding scores, the H ghanmis scores, if you wll,
go down from 150 to 75, and that sounds like it is going
half to what it was originally, but if you actually go back
to that original paper and look at it, it is really not
hal f, it's about a third, and | don't renenber exactly how
that comes out, but there is not that much difference there,
and | woul d wonder whet her those extrenes ought to be
expanded a little bit, either pushing 150 up to 200 or the
75 down a little bit, because it is not half of the original
bl eedi ng as you woul d assune fromthose two scores, 150 to
75.

DR. SHIRK: Again, | think the presents studies
basically are doubl e-arm studies, so that comes within the
double armrather than setting the limts on the scores
thenselves, so | nean | don't think the H gham's scores have
anything to do with, you know, with essentially the--1 nean
the outconme is basically outconme based on roll erbal
abl ation or hysteroscopic resection/abl ations versus the
device itself, so that is just a nmeans of basically
guantifying both of them

DR DDAMOND: | don't think you are right fromthe
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poi nt of view that you treat both arns equally, so fromthat
poi nt of view you are not biasing one way or the other, but
if we are saying that for these new abl ati on devices we are
willing to accept 20 percent |ess, which is what the
ori gi nal gui dance docunent said, then, you begin to perhaps
get into sone gray area.

ldeally, | would Iike to have seen greater
separati on

DR. SHI RK: So, you are saying it shouldn't be
equal ity?

DR. DIAMOND: No, just greater gradations in the
scores, greater increnent.

DR. SHI RK: For both procedures?

DR. DI AMOND: For both arns.

M5. DOMECUS: There is sonmewhat of an issue with
that in that we are raising the bar for every conpany that
cane after the first one.

DR. DIAMOND: If you alter that, you probably
woul d be.

DR. EGLINTON: Are we finished that question?
Ckay. Jerry, | think you have one nore.

[Slide.]

DR SHIRK: This is certainly a critical issue

especially to the conpanies, and that is what alternative
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controls could be used to shorten the review process.

The standard control for the PVMA studies, for the
studi es that we have set up so far, have been doubl e-bli nded
studies or at |east random zed studies with the use of
hyst eroscopi ¢ resection/ablation as the control procedure.
The two groups required equival ence and needed to be | arge
enough for statistical analysis.

This review process certainly extended the process
as far as the fact that it becanme a nunbers gane, how | ong
does it take us to get the nunbers to get two groups |arge
enough for this process to happen.

It al so has the process of denying the patient
procedural choice, so that these patients, a |lot of themare
comng to these physicians because they have got this new
procedure in, and then they are denied the choice of this
procedure because they are suddenly in a random zed st udy,
so what are sone of the alternatives both for the
manuf acturers thensel ves and for the patients.

Qobviously, the first part of that would be no
active control group, and the question is how woul d you set
that up. Obviously, there has got to be sone standard that
you are shooting at, and what standards could we use.

Certainly a standard could be constructed in

several ways. You could construct it fromthe data
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avail able fromthe body of literature, so froma
retrospective study, certainly the body is | arge enough, and
this takes out sone of the operator bias out of the thing
that, you know, people do different things different ways,
and that if you use a | arge enough, broad enough study, that
you could get an overall idea of what you could with
hyst eroscopic ablation frommnultiple techniques, so it would
maybe give a nore accurate idea of where these devices
really should have to shoot at.

Anot her way woul d be basically to go to sone of
the larger foreign data banks, Geat Britain, Sweden
Finl and, sonme of the countries that have socialized systens
with | arge data banks where everybody that has a procedure
i s banked and they are long-termfoll ow up eval uated, and
certainly you could create a | arge enough group out of this
to create a conparison group

The ot her way would be to set up our own contro
fromthe existing studies that we have and use out control
standards as a therapy target. Basically, the problemwth
standard control is that it doesn't allow for a bias patient
situation, so that one of the problens wth the standards is
basically that the conpany can get a biased situation

Anot her way to look at this is basically to say,
well, let's have a down-sized control group. This

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

alternative provides the assurance that there is no
selection bias in the study by the fact that you do have a
control group that is |arge enough to pick up any control
bias, so it is random zed.

It limts the nunber of patients who are denied
the investigational procedure that they may desire, so it
nmeets the patient's situation, so that we could | ook at
this, so it neets both the conpany's desire to limt the
nunber of patients they have to recruit and al so gives us
sone idea as to--or keeping any kind of bias out of the
gane.

The probl em woul d be, obviously, if the control
groups are too small, they would probably have to be
referenced to sone standard that we set, so that you would
still have to set a standard target for these patients as to
where they wanted to get to, so they would have to be
referenced to a standard.

[Slide.]

The other alternative would be to set up sone kind
of an alternative control group, and again, we woul d,

i nstead of using hysteroscopic resection/abl ation procedure
that was set up as our previous guidelines, the question
woul d be could we use other procedures and the endpoints for

ot her procedures as an endpoint, as a reference point for
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t he devi ce procedures.

One of those certainly would be D&. MW answer to
that is obviously, there is a question as to whether it even
can ever be considered a therapeutic procedure, probably
not. It is even a poor diagnostic procedure, is rapidly
bei ng replaced by both transvagi nal ultrasound with saline
i nfusi on and endonetrial biopsy or diagnostic hysteroscopy
and endonetrial biopsy, so that, you know, D&C probably
doesn't represent a very good procedure in that it is pretty
much a dead procedure as far as nost of us are concerned
anyhow.

Hysterectonmy. Certainly, the definitive long term
t herapy for abnormal uterine bleeding is hysterectony. The
obj ective endpoint is anenorrhea, but other conparisons
coul d be used rather than the amenorrhea associated with
hyst erectony, such as disability tinme, sexual dysfunction,
psychol ogi cal perception, and safety, so that one could
theori ze using different things about hysterectony, but
again we tal ked about that when we tal ked about anenorrhea
and that hysterectony obviously may not be a very rational
endpoi nt or control point in these studies.

[Slide.]

What about nedical therapies? Certainly, there

woul d be no short-term nedi cal therapy that would provide a
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treatnent, and if there was a short-term nedi cal therapy
that could provide the patient wwth treatnent for problens,
it should be used rather than she is no | onger a candi date
for endonetrial ablation, so certainly nedical therapy has
to be | ooked at a long-term situation.

Qobvi ously, probably the gold standard for nedical
therapy is high-dose progesterone therapy. These certainly
are the mainstay. The idea is obviously to create somewhat
of a pseudo-pregnancy state, but the big problemis
basically the significant side effects that nost of these
patients have and don't want to tolerate, things |like
depr essi on, breakthrough bl eeding, and nultiple other things
that | adies get on |ong-term progestin therapy, weight gain.

But you certainly can use birth control pills as a
| ong-term nedi cal therapy, and you can use themeither on a
cyclic basis, like they are designed, or you can use them on
a continuous basis, so that the patient takes them
conti nuously and never bl eeds, would be pretty much the sane
as usi ng nedroxyprogesterone, which is on a continuous
basi s, and you again can use it oral or if you are going to
use it on a long-termbasis, nore appropriately probably use
the depo fornms, so that the patient doesn't have to take
pills every day and cone in for her shot fix every two to

three nonths as one does for |ong-term contraception.
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O her progestins are obviously synthetic or
naturals that are available, so there is a |lot of different
progestins on the market that we can use for long-term
progestin therapy, but again, the down side is just
basically the fact that a lot of patients do not accept the
significant subjective side effects that they get, and
obvi ously, sone patients get a significant anmount of
br eakt hr ough bl eeding, so that the treatnent is as bad as
the problemthey began with, so you never know whet her they
are bl eedi ng because of their initial problemor bleeding
because of what you have given them

Anot her drug that could be used is danazol. This
obvi ously can be used on the short term It is an
androgeni c type of drug that has both an androgenic i npact
on the endonetrium and al so an inpact on the anterior
pituitary. The big problemthere is there is significant
met abol i ¢ probl ens.

It has sonme significant hazards both in creating
liver and renal damage, and so that these patients have to
be nonitored carefully on a two- to three-nonth basis with
chem panel s, and al so there are significant habitus changes,
body habitus changes that occur in these patients.

When | was tal ki ng about resection of

endonetriosis | aparoscopically, | used to talk about
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Danocrine as a therapy, but said that after a year of
Danocri ne therapy, you get a patient who is fat, hairy, and
essentially poor because she has broken the bank paying for
the nedication, and so it really does have a significant
cost effect to it also, so you have got alimted tine frane
that you can use it, and it has got a fairly significant
anount of cost.

[Slide.]

The last of the nedical therapies that woul d be
avai | abl e woul d be the new GhRh anal ogs. This a group of
genetically devel oped hornones that are simlar to the GiRh
rel easing factors, and they work sinply by bl ocking the
anterior pituitary fromreleasing follicle-stinulating
hor none.

The result is hypothal am c-hypopituitismto the
endocrinol ogi st or basically sinply conplete ovarian
suppressi on and shutdown, so there are no estrogen or
progestin produced by the ovaries.

Right now it has two problens. Basically, it has
alimt of six nonths before you start getting irreversible
bone | oss and other problens related to the severe
menopausal changes that these patients have, so that there
are sone long-termhealth issues there.

Al so, the cost of the therapy is extrenely high.
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You could theoretically use this wth add back estrogen

t herapy, however, this nmay al so defeat your answer, so that
it my be an option for a long-termtherapy, but at this
point, not a very good option.

Certainly, any other options that mght result in
nmenopause from a nedically-i nduced standpoint are
unaccept abl e, and that woul d be basically chenotherapeutic
agents or radiation, and those obviously are totally out.

So, again, | don't see any nedical therapy that
basically has a practical application as far as an armto a
control study.

So, any ideas about other things that we coul d
| ook at or comments on what | have said about the control
arns?

DR. CHATMAN. | would like to ask a question about
the premse, that is, that we need to decrease or shorten
the PDP process. Since we don't have any experience with
it, we don't really know how long it is going to be, to
begin with, but I nmean certainly, as you have pointed out,
none of the alternative control groups really are useful.
mean a group of patients who had D&C is certainly not
conparable to the abl ation group, and a hysterectony is a
different operation altogether. The nedical therapies that

you tal ked about are all awful except for certain
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si tuations.

Now, if you need a control group, in order to
shorten the PDP process, an alternative control group to
shorten the PDP process--

DR. HARVEY: | amsorry. | guess | ama little
confused. W are not really discussing the PDP process per
se right here. W are just tal king about alternative
control things right now

DR. CHATMAN. Did | m sunderstand here?

Al ternative control could be used to shorten the PDP
process, isn't that what it says here?

DR. DIAMOND: That is what your question wote.

DR. HARVEY: That would apply also to the PVA
process.

DR. SHIRK: The initial question | had on here,
but it involves the whole review process, but | guess, you
know, one of ny questions would be what about using the
l[imted size control groups rather than using the ful
doubl e-arm system | nean that obviously reduces your
situation. Cbviously, any of the other types of things, you
know, if you try to go to a double-armsystem and you use
anot her control group, there is not a very good control.

The ot her only other control you m ght use would

be go back to ThermaChoice and use it now as your contro
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group, and mark all of the other ablative devices off of the
Ther maChoi ce, you know, would that be a fairer conparison?

| don't know. Then, you could nmake two equal arnms, but
there is two questions here.

Basically, are there any other things that we
coul d use as controls other than hysteroscopic
resection/ablative techniques as far as a control, and the
second i s how should that doubl e-arm system be set up,
shoul d we basically have a conpl ete doubl e-arm system
should we have no arm just a single-armsystem or should
we have a conprom se where basically, the control armis a
much smal |l er than the research arm

DR. EGLI NTON: Tom Downs m ght be able to comment
on double or triple random zation 2 to 1, 3 to 1, sonething
i ke that?

DR. DOMNS: Yes. For a given total nunber of
wonen in the study, you get the best power when the arns are
of equal size, so if you have unequal arns, then, you don't
have as good a chance of detecting an inferior device or a
superior one, for that matter, to the control

So, | would think that equal arns woul d be best.

DR, SHI RK: What about using it in different way,
using it with a situation where we set up the standards,
like you would in a single-armsituation, where you don't
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have another arm but the idea is using the smaller arm as
basically just to keep the conpany fromputting in a bias.

| nmean is a double-armthere basically--ny
question would be is a double-armthere to create the data,
so that you have got a doubl e-arm study, so you have got two
things in conpare to? W have certainly got enough data
about hysteroscopic ablation that we could create a nunber,
a standard nunber that everybody has got to shoot at.

That m ght be fairer than in reinventing the wheel
every time wth another control arm but the question there
is basically, then, if you have no second control arm then,
you obviously can introduce as nmuch bias, so that one--one
function of the control armwould al so be obviously to get
rid of the bias in the study, and couldn't you do that with
a smaller arm

| guess the question is what are we trying to
create, what are we trying to acconplish with a doubl e-arm
system are you trying to avoid bias or are you really
trying to create a standard to shoot at, and is that really
realistic to every study, to create a new standard to shoot
at .

DR. EGLINTON: In the sense that the patient
popul ati on may vary from one study to another, the
random zed control trial is the only way to guarantee the
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absence of bi as.

DR. DOMNS: That is right. There could be age
di fferences, any nunber of things that could chance it.

DR. EGLI NTON: Rich.

DR. G MPELSON: This covers a little of ny
presentation, too, so | amkind of glad it is all being
di scussed now.

| ama little puzzled on at this point, even the
need--1 understand the statistical inportance in studies,
but the need for a control arm even now, because it seens
i ke the choice obviously would be for a conpany to choose a
control, do they wind up choosing the sane control with
Ther maChoi ce and have roller, or does a conpany say, well, |
am going to take ThermaChoi ce because that is nore of a work
conparing two, and | won't have to have as nuch amenorrhea
or sone of the other factors, or look for the product that
is out there and say, well, this fits in, there still can be
a bias even in choosing the control that fits their product
when it seens |ike the ThernmaChoice study |aid sonme nice
groundwork down as far as what constitutes success.

| think efficacy is probably easier to | ook at
than safety. | think efficacy nunbers and quality of life
can be interpreted reasonably well. | guess is a control

arm needed just for safety to see that indeed--because it is
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hard to say, well, we have three perforations in this, is
this really as safe when they only had two in the other
wi t hout a conparable arm but you al so have a different
t echni que.
DR DOMNS: | think the control armis needed for

the validity of the safety and the efficacy decisions that

we nmake.

DR. SH RK: But, Tom what are we really trying to
do? | nean basically, when you are giving thema 20 percent
| eeway, that is a big leeway in this gane. | nean you are

really only shooting at a certain target, and if you
random ze to a smaller control group--1 understand what you
are saying--couldn't you get away fromthe two--the two
basic i ssues are basically the nunbers gane, trying to
reduce the nunbers nanme to speed this process up and al so
provide the--I nmean we are not |ooking at the patient's
choi ce.

| mean like | said, the patients in sone of these
studi es are com ng because they want this "new' procedure,
and then you turning it around and saying basically, now you
have got to be random zed.

DR. DOMNS: You can use the Gynecare for a contro
group, | don't really care, but | think you do need a
control group to maintain the validity of the safety and the
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efficacy.

DR. LEVY: Tom can we use historical controls?
mean | think that is the real question we are getting at.

DR. DOMS: |If we knew all the inportant vari ables
that determ ne the outcone, then, we could adjust the
hi storical controls to account for that, but | don't think
we do. Sone people say, well, like in the Gynecare study,
the ol der age group did better, but people say that they
shouldn't. | guess | have that turned around. The ol der
age group i s not necessary, and yet the ol der age group
didn't do so well.

DR LEVY: | think that was ny point. Wen we
originally designed it, we really agitated over this a | ong
time the last time we went through all this, the two-arm
versus the one-arm study, was that this group of patients is
so diverse, that to get a clean study, it really required a
two-arm random zed study to give us clean enough data that
we could analyze it, and the statisticians are telling us
that the kinds of data that we have even fromthe ol der
studi es that have come through don't have enough historical
data in themfor us to be able to use them adequately to
assure that there isn't bias in the patient selection.

It is just that is just a huge popul ation and too
difficult to do.
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DR. EGLINTON: To use historical controls, it is
necessary to have a very precisely characterized popul ati on,
so that the statisticians can then nmake adjustnents for
variations in the study in the control popul ation, and those
adj ustnments are what we al ways argue about | ater.

The only way around that is upfront don't do it,
just do a random zed control trial and ensure that random
allocation results, and then you will be clean.

DR DOMNS: | think that we are opening the door
to alot of problens if we drop control groups.

DR LEVY: The second part of that question is
could the control group now be altered to say standard
hyst eroscopi ¢ abl ati on techni ques or approved bal |l oon
devices. Now that we have one that is approved, | don't
think there is a problemw th expanding our control armto
be a control armthat includes the Gynecare device since it
is the one that is approved, and allow that to be the
control arm

MR. POLLARD: | would just say, getting back to a
comment Dr. Shirk was making a nonent ago about the 20
percent, | think part of the clinical decision that went
into accepting the 20 percent was essentially a clinical
acceptance of a | ower performance on the part of the new

devi ces because you are conparing themto a hysteroscopic
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met hod t hat had sonme known risk factors, that people |ooked
at the two technol ogies and said, well, naybe I can |ive
with a |ower effectiveness because I known | have done away
with that issue of fluid intravasation and what happens with
t hat .

The study hypot hesi s--and maybe | would like a
l[ittl e panel discussion--of if one were to choose the
Ther maChoi ce device as the control, what the panel thinks
about that with respect to how good the new device has to
be.

DR LEVY: MW own personal viewpoint, those would
have to be equivalent. | nmean the null hypothesis would
have to be that there was statistically significant
di fference between those two devices, so to ne that woul d be
very different than using hysteroscopic ablation resection
as the control arm

DR. DIAMOND: | would agree with that.

DR. EGLINTON: Is that satisfactory, Colin? Any
ot her discussion on this point? Rich.

DR. G MPELSON: If you are conparing it with the
Ther maChoi ce, al so renenber there may be an el enent--we
still have criteria for what is success and what is not
success, and there could be a difference in the results of
| evel s, yet, sonething could be extrenely cheaper and
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easier, and I amnot sure why that would be--if it stil
falls under the criteria of what FDA considers a success.

DR LEVY: FDA can't consider cost.

DR. G MPELSON: No, | amnot saying the FDA needs
to consider cost, | just saying you are saying these two
have to be equivalent, but if they fall into the criteria of
what was initially set up, they may be different, yet, stil
satisfactory irregardl ess of cost. There should still be
al l omance for variance.

DR. DIAMOND: There would still be all owance for
vari ance.

DR. G MPELSON: O safer, there would probably be
a safer nethod.

DR. DIAMOND: Not significantly different as
opposed to within 20 percent. Those are two different
things. Basically, what would you be looking for? | think
if you use the Gynecare project as the control group, a test
of equival ence as opposed to is there a difference between
t hem

DR. EGLINTON:  Any ot her comrent on this question?
How about a 15-m nute break from now.

[ Recess. |

DR. EGLINTON: Let's get started again.

W will have Rich go ahead and assune the podi um
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here and nove on with Questions 5, 6, and 7, and try to
summari ze as we get to the end.

DR. G MPELSON: | want to thank the panel for
inviting me and giving nme an opportunity to speak here.
Hopefully, it will be enlightening. Following Dr. Smth and
Dr. Shirk, though, I kind of feel like |I amfollow ng Noah
and | amgoing to give a talk on floods, but I will try to
enlighten you as best | can and give you ny opinion.

Fortunately, like |I said, Dr. Shirk has really
covered nost of this No. 5. Do you want ne to read this
whol e questi on?

Definition of Success and Justification of Sanple
Size. Related to both Questions 3 and 4 is the issue of
study hypothesis and justification of sanple size. The
study hypot hesis enployed for the only approved devi ce was
that the treatnent success rate with the new device was
equi val ent to the success rate of the control, within a 20
percent margi n (because of the expected relative inproved
safety profile of the new device). Limtations in sanple
si ze neant that the observed clinical success rate actually
was required to be within 12 percent of the control. G ven
the study options discussed above, does the panel have any
further recommendati ons regard FDA review of these
pr oposal s?
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As | mentioned earlier, we are |ooking at devices
and we are |ooking at, first, just success, you know, what
does success nean. W have tal ked of anenorr hea,
hyponenorrhea, which is left open to interpretation, could
be staining, light flow, normal flow A patient has clots,
now doesn't have clots. There is a significant, | think,
quality of life factor with this procedure and what it does
for patients, and as | had nentioned earlier, that we have a
pati ent who says she soaks her clothing and bedding with
bl ood. Cbviously, success of the procedure may be quite a
bit different for her than soneone who is right on the
bor der.

| think sonme of the success as far as patients are
concerned is also open to interpretation because we all
know, those of us who have done the procedure, that you can
tell there are sone patients where anenorrhea is really the
only success they want.

So, you may have a procedure that is successful
statistically and mathematically, but yet to that individual
patient, it is a failure, and we have to deal with that as
far as the patient goes. | think as far as the FDA panel, |
think that is something to think about, but | think that is
just sonething we have to live wth.

The diaries, | would have to say even though there
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is a mrgin for patient interpretation subjectivity in the
diaries, the Janssen score, | think probably is an excellent
idea as far as being able to quantify whether the procedure
was successful or not, and | think with the criteria that
were established for the ThermaChoice with over 150 to get
into the study, and under 75--and the results are actually
quite a bit under 75 in nost of the patients--but under 75

i s success even taking into account what Dr. Di anond brought
up earlier, but I think this is a criteria that has been set
and is probably a reasonable criteria to follow, and in
reality, probably nost patients will be well above 150
comng in and probably well bel ow 150 going out if the
procedure is successful and used on the right patients.

| think the quality of life issues are inportant.
| think this has to be taken into account, and | think the
patients have to be--you know, we could have great nunbers
and if all the patients are not satisfied, then, obviously,
the procedure is probably not a successful procedure.

So, | think we have to | ook at the patient's
satisfaction, dysnmenorrhea their ability to go to work, and
the other questions that may conme up in quality of life. |
think as a clinician, that is probably nore inportant to nme
than the nunbers. The nunbers, | think are easier to | ook

at and easier to conpare, but | think how the patient feels
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after the procedure, | think is probably nore inportant.

So, as far as success, | think probably the score,
this nunmerical score, and the patient quality of life are
probably the two nost inportant factors that the panel
shoul d be | ooking at.

Sanple size is a tough one for ne. As | said
earlier, | amnot a statistician. | am accepting the
nunbers that the FDA has cone up with already. Oher than
my own bias, as you heard earlier, that | would al nost |ike
to see the study with a nmuch | arger sanple size and even
smal l er or no control because the efficacy is fairly easy to
see, but the larger--at |least ny patients having the
procedure--the nore likely I amgoing to see if there are
conplications that may cone out that need to be known about.

The only problemis if you don't have a control,
you have no way to know what is the chance of this
conplication comng out in the other arm however, if there
is uni que conplications that occur, probably the |arger your
sanple size, the nore likely those unique conplications can
come up and sone of those could be devastating to the point
that it mght warrant either re-evaluating a nethod.

So, | don't feel confortable necessarily
recommendi ng that the FDA panel change their sanple size,
nor do | feel they should raise the total sanple to 300 in
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each armor whatever. | think that m ght be unfair to the
new conpani es who are conm ng down the pike.

But | think | would go towards nore of a | arger
sanple--like Dr. Shirk--a larger sanple armand a smaller
control since |I think nost of the conplications |I think are
out there now and we could conpare. So, | think a
hi storical conparison, as far as | amconcerned, is
confortable to nme. | can live with that in the treatnent of
nmy patients. That is it | think on Question 5.

DR. EGLINTON: M chael

DR. DI AMOND: One comment and then one question
for the FDA. | think to maintain a control group, a
concurrent control group is essential.

| don't understand the question, though. | don't
understand the sentence about three-quarters of the way
through, "Limtations in sanple size neant that the observed
clinical success rate actually was required to be within 12
percent of the control."” Can sonebody explain that?

MR. POLLARD: As a non-statistician--and | may
have to get a little buttressing of ny explanation here from
one of our biostatisticians--the 20 percent margin is the
actual hypothesis. | have been yanked.

DR. VI SHNUVAJJALE: Lakshm Vishnuvajjale. | ama

statistician with the FDA

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



aj h

The 20 percent difference you are | ooking for is
the true difference in the whole population in the whole
uni verse, and what you need to get in the sanple proportions
to be reasonably sure, which we usually interpret as being
95 percent confident that you will not be better than 20
percent for the true rate is you can only be 12 percent
different in the sanple proportions because it is a smal
sanpl e size, how good you have to be. The sanple difference
only estimates the population difference, and if you have a
very large sanple size, you are going to have a smaller
margin of error. |If you look at it |like a confidence
interval, you are going to have tighter bounds, and if you
have a smal | sanple size, your bounds are going to be very
w de.

The sanple size that you have there requires that
you cannot be nore than 12 percent in the sanple in order to
be 95 percent sure that you won't be nore than 20 percent in
the true rate. | don't knowif it hel ps or confuses nore.

DR DDAMOND: | think it is probably different
than what we originally intended when we nade that
recommendation to the FDA. There aren't that many of us
that were actually there at that tinme, as well, but if we
are thinking that the endonetrial ablation the conventi onal

way was going to give you a 90 percent success rate, however
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success i s defined, and we were saying we would allow a 20
percent variance, at least what | had in ny mnd when | said
yes, | would vote for that, would be that 20 percent of 90
is 18, and so anyplace from 72 percent up to 90 percent
success | woul d have found acceptabl e.

What | hear you say is really you had to have 78
to 90 percent success.

DR. VI SHNUVAJJALE: The given sanple size, yes.
You cannot go with the sanple proportion w thout taking into
consideration the size of the sanple.

DR. DIAMOND: That is nore constraining than
realized it would be when we were giving gui dance as to what
we t hought was reasonabl e.

MR, POLLARD: | would just add--1 nmean sone of
that was a function of the sponsor's proposal to use. The
sponsor could have chosen to do a study with a | arger sanple
si ze that woul d enconpass that entire 20 percent.

DR. DIAMOND: | guess ny point, Colin, is--your
point is a very good one--but ny point was that if we are
tal ki ng about the future and what our original guidelines
were, | think our original guidelines were broader. At
| east that was ny intent. Barbara | know was here, | don't
know i f M chael was part of that panel or not.

DR EGLI NTON: What you woul d be | ooking at,
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t hough, would be if you had a sanple size of five patients,
and you had a 20 percent |ower efficacy, the confidence
interval around that includes zero, so your estimate, the
point estimate is 20 percent |ess effective, but the
confidence interval is zero to 100 percent. That is what
she is tal ki ng about.

| f you had 10,000 patients in the sanple, you
know, you could have a |larger decrenent, but with the nunber
of patients they had, their 95 percent confidence interval
i ncl uded 20 percent, so they really were stuck with 12
percent. It had to be that close with that small sanple
Si ze.

DR LEVY: And actually, | think to a large
extent, we are talking around an issue that is not really an
i ssue, because the nunbers cane in very good, and the
expectation probably is that with all of these devices, that
they will also be good enough that it is kind of a noot
poi nt .

DR. DI AMOND: The next device nmay not conme in as
good. It may have greater variance fromthe conventiona
endonetrial ablation, in which case that difference becones
very significant as to whether it is a failure or success.

DR VI SHNUWVAJJALE: [|f you have greater variance,

you need | arger sanple size.
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DR. LEVY: But then you just need a | arger sanple
for us toreally look at it, Mke, and say whether it is or
isn't.

DR. DI AMOND: Sure, that would get you there, but
this was a different interpretation than | had appreci at ed.

DR. EGLINTON: The problemis that a | arger
vari ance neans that your point estimate is | ess secure, so
you really should do nore studies, nore patients to see if
you can tighten that variance.

DR. DIAMOND: The question is how far off fromthe
gold standard were we as a panel recommending it be is the
guestion | am posing.

DR. EGLINTON: If you ignore the confidence
interval, then, you have to be willing to accept 60 percent.

DR. DIAMOND: That's right.

DR. EGLINTON. O with a sanple size of five
patients, you have to be willing to accept zero percent.

DR. DIAMOND: Five patients, we weren't thinking
about basically. Wth 100 or 200, | don't know.

DR. EGLINTON: The variance i s what handl es that
probl em for you.

DR. VI SHNUVAJJALE: The nore variable your
popul ation is, the |arger nunber of patients you need to

make the confidence interval tighter, as tight as you want.
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DR. DIAMOND: The question is whether 20 percent
is the endpoint of that interval or whether it is the
m dpoi nt .

DR. VI SHNUWWAJJALE: The 20 percent for the true
val ue would be the upper limt. You can't be any nore than
20 percent. In order to do that with that sanple type, you
couldn't be any nore than 12 percent.

DR. DIAMOND: And that is why | guess | am saying
at least in ny mnd was different. | thought the 20 percent
was the m dpoint as opposed to the upper limt.

DR. VI SHNUWVAJJALE: If you say the mdpoint, you
are not even specifying how wi de the confidence interval
could be, and the guide said it could be 60 points wide, in
whi ch case you hope it will be the mddle, but you don't
know for sure that it wll be.

DR. G MPELSON: It woul d depend on how nany sanpl e
and how many control --

DR. VI SHNUVAJJALE: Yes, it depends on the sanple
size and if you have nore patients, nore subjects, you don't
have to be within 12. You can be 19, 19.5, but | think
t hese manufacturers usually find the m ddle ground where it
is not worth it to get that many patients, but they can live
withit. Inthis case, maybe it is even nore, if you are
going to be as good or better. You can probably deal with
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that sanple size and still be successful in showing that it
is less than 20 percent.

DR. G MPELSON: As Dr. Levy brought up earlier, if
soneone wants to conpare it with ThernaChoi ce, then, these
nunbers are not the same nunbers.

DR. EGLI NTON: | suspect what will happen at that
time four or five years fromnow, and naybe none of us wll
be here, but, you know, just based on having been here
before, what likely will happen then is people in the panel
then will ook at the equival ence.

| mean the null hypothesis wll not be chall enged.
There will be no difference between device X and the
Ther maChoi ce, and the panel nenbers will want to know what
was your power, and if you determ ne that to be the case,
you couldn't reject the null with an 80 percent power, that
m ght be okay. There is Mchael's 80. But that is what is
going to determ ne your sanple size.

DR. G MPELSON: But with each new device that
cones out, that then conpares with roller, the next device
coul d choose to | ook at what has been approved and choose
sort of the one that they are nost likely to--

DR. EGLINTON: Right. What people tal ked about
really is if you are going to conpare it to a previous

standard, they wanted it to be 80 percent as effective, but
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if they are going to conpare it to a new device that was
generated during this regine, they are probably going to
want it to be equivalent, | am guessing, for the future.

DR. VI SHNUVAJJALE: Actually, when you said you
want themto be equal, that is what | was thinking. You
have to specify. You cannot just say equal because when you
agreed to the 20 percent, you were saying they are
equi valent for different reasons. Maybe you have better
safety. And now you say to use this as a control, you want
themto be nore equal, you still have to say within 3
percent, 5 percent. If youintend it to be zero percent,
you have to say that, too, and if you want it to be zero
percent in the sanple, they have to do better than zero in
order for the upper Ilimt to be |less than zero.

DR. YIN Could you explain to the panel also that
we don't really need a conparison if soneone cone in and
they said that we want to denonstrate ny product is good
W t hout conparison, can you explain that to them because |
t hi nk soneone in the audi ence did ask that question?

DR. VI SHNUVAJJALE: But that is not really a
statistical issue.

DR, YIN. | know That is what | wanted you to
say. That is nore |egal.

DR VI SHNUWWAJJALE: Well, if | understand the PNA
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regul ati ons, you can cone in and you don't have to conpare
to anything, and the device can stand on its own if you can
show its nerit and basically convince the panel nenbers, |
guess you will win approval. You don't have to conpare. 1In
this case, they are conparing to another device.

DR. YIN. Thank you.

DR. 3 MPELSON: So, sonebody at the FDA agrees
with nme, is that right, that you can just have a |arge
sanpl e?

DR. VI SHNUVAJJALE: | didn't say | agreed.

[ Laught er. ]

DR G MPELSON: You will allowit.

DR. VI SHNUVAJJALE: Yes, that is a possibility.

DR. LEVY: Allowng a conpany to cone to us with
such a study is one thing. Wether the panel wi Il consider
that science is a separate issue. So, what is allowed by
statute versus what the panel will |ook at as science are
two different things.

DR. VI SHNUVAJJALE: Actually, since you
interpreted that as ny agreeing with it, | should say
considering the kind of population you seemto have, | agree
with all the people who were saying that you need to have to
have a random zed st udy.

Maybe in time when you have several nore of these,
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you will be ready for a one-armtrial, but I don't think you
are now.

DR G@MPELSON: | will put ny tools away now.

DR. EGLINTON: Is there any further discussion on
this point? M chael.

DR. DIAMOND: In light of the suggestion, though,
it sounds like if we are going to say that they want to
conpare to the Gynecare product, it can be equivalent, we
need to define whether we wll make a suggestion of whether
it's 5 percent or 3 percent or 10 percent.

| guess what would help ne in making that
recommendation is to know if | said 5 percent, what are the
[imts | amapplying with the sanple size, if | said 10
percent, what are the [imts that | am applying.

DR. EGLINTON: | think--Tom correct me if | am
wrong--but | think what you are saying if you say you want
it to be equivalent, you are accepting 20 percent error in
essence if you way you want a power of 80 percent. It m ght
only be 80 percent as effective.

DR. DOMNS: Here, it is not really a question of
the absolute difference in percent success between the two.
What really counts is the power, the statistical power to
detect this. |[If you don't find any difference, but your
statistical power detecting a difference is only 5 percent,
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well, that is worthless. It just neans a small sanple size,
you have no chance of detecting a difference.

DR DDAMOND: | amsorry. | didn't catch the FDA
representative's nanme -- Lakshm . | thought you were saying
that we can't just say equival ence, we have to say within
what range we would |like the two observations to conme up to
be, and she gave the exanple of 3 percent or 5 percent.

DR. DOMS: Well, for that, | think they picked
the sanple sizes in advance and then determ ned--1 don't
know, I wasn't in on that.

DR. VI SHNUWVAJJALE: \What was the question?
didn't hear all of what you said.

DR. DOMNS: How did you determ ne the 20 percent?

DR. VI SHNUVAJJALE: Twenty percent was agreed to.
That was not determ ned by the statistician.

DR. DOMWNS: But that was given the sanple size.

DR. VI SHNUVAJJALE: No, 20 percent was agreed on
and the sanple size was cal cul ated fromthere.

DR. 3 MPELSON: Twenty percent was the panel
recommendat i on.

DR. VI SHNUVAJJALE: Twenty percent was the panel
recommendati on because it had a better safety profile.

DR. DIAMOND: Did | m sunderstand you? |f we now

want to say, if a new conpany wants to conpare this to the
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Gynecare product, can we just say that or do we need to say
wi thin what percent--

DR. VI SHNUWVAJJALE: You have to say w thin what
percent. You have to specify sonmething or the other. You
have to say have 200 patients in each arm and whatever
cones up there, we will accept, but you still have to either
say what true proportion you are willing to accept, and if
you want to go by the sanple proportion, you have to be very
specific, which is usually hard.

DR. DIAMOND: | am confused. That seens to be
different fromwhat Dr. Downs is saying.

DR. VI SHNUWVAJJALE: Well, he was talking | think
about a different issue.

DR. EGLINTON: It depends on what your nul
hypot hesi s is.

DR. VI SHNUWVAJJALE: It depends on what your nul
hypot hesis is. Also, what you are assum ng and what you
are--he was under the inpression, if | amcorrect, that you
have a certain sanple size and deci ded you can detect 20
percent, but that was not the case.

DR. EGLI NTON:  You could say you are willing to
accept a new product that is 80 percent as effective as the
[ ThermaCare] with a 90 percent confidence interval, but then

you m ght be accepting a device that is only 60 percent as
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ef fective as your previous standard.

DR. DIAMOND: My preference would be to say the
Gynecare device is going to be the control group, the new
product needs to be equally efficacious.

DR. EGLI NTON: So then you are specifying zero
percent with a confidence interval and an 80 percent power.

DR. VI SHNUWWAJJALE: There used to be a statistical
association T-shirt which said, "Being a statistician neans
never having to be certain.” You cannot say you want it to
be equal. |If you are requiring the true proportion to be
equal, then, in the sanple, you are requiring the sanple
proportion to be actually better.

Actually, | don't have it now. | have a slide for
tomorrow s presentation | can show you

DR. HARVEY: Please don't talk about that. Please
don't tal k about tonorrow.

DR. VI SHNUVAJJALE: No, | amnot going to talk
about it, I amgoing to say the two things that enter into
that, and one of themhas to do with the sanple size, and
one of themhas to do with the difference you are wlling to
accept. So, you cannot say equal. You have to cone up with
3 or 5o0r 1.5 whatever it may be, you have to cone up with
the difference.

DR. DI AMOND: Maybe | am beating a dead horse, but
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if we want to say it could be equivalent, is that good
enough or do you want nore?

DR. LEVY: | think FDA wants to say equi val ent
pl us or m nus--what confidence interval we are willing to
accept, so 95 percent confidence interval

DR. VI SHNUVAJJALE: Yes, how tight you want the 95
percent confidence interval to be, you can say that. You
want to be within 3 percent, but 95 percent confidence, but
you are never wthin zero percent with 95 percent
confidence, and you are never 100 percent confidence with
anyt hi ng.

DR. EGLINTON: At this point, we are approxi mately
80 percent certain that Monica Lew nsky did work at the
Wi t e House.

[ Laught er. ]

DR, EGLINTON: | said work.

| s that okay, Colin, are we square, are we noving
toward Rich's taxi?

Ckay. On to Question 6.

DR. G MPELSON: Length of Follow up after
Treatnment. Current FDA guidance is that study subjects in
the pivotal trial be followed for one year premarket with
the diary scoring systemand an additional two years
postmarket with followup visits and questionnaires for a
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total three-year foll owup on each patient.

Sone evidence suggests that there is little
difference in patient outcone at six nonths and one year
post -abl ation. Qher recent evidence suggests that,
dependi ng on age and other factors, failures continue to be
reported well past three year post-treatnent.

What does the panel think about a shorter
premar ket followup, for exanple, six nonths, coupled with a
| onger postmarket follow up, or exanple, five years?

| agree. In ny practice experience, | am not
seei ng much change either between six nonths and a year. |
rarely use a nedical preparation on ny patients, so nost of
nmy standard nmethod nowis a resection followed by roller, so
| don't think there is going to be nuch change, and | am not
wai ting for any hornonal therapy or hornonal levels to
return in a patient who has been suppressed.

| think the six-nmonth follow ng treatnent would be
fine, but I think you have to take into account those
patients who have been nedically suppressed and add
additional tinme in, because sone places we are still using
Depo Provera post-op and then claimng, you know,
significant |levels of anenorrhea when, in reality, they
probably didn't even need the ablation because they could
have just given the Depo Provera.
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So, | think whatever drug is--and it would vary
from whet her you are using Lupron versus Provera versus a
birth control pill versus Depo Provera. So, | think the
medi cal preparation would take into account, but | think six
months in those patients who did not receive any nedica
preparation, either a suction curettage or a resection at
the abl ation, would probably be sufficient followup as far
as the premarket, and | don't think you are going to see
much change in that first year.

| think as far as once you--1 amsorry, as far as
fromthe tine of the end of the procedure--once the
procedure is finished and you have approved it, though, I
t hi nk you probably need a m ni num of three years foll ow up
after the procedure, again taking into account nedical
preparation. Now it is kind of |like the one-year prenmarket
and then the two-year postmarket, you are really only doing
at three-year followup total

My suggestion would be probably a m ni nrum of at
| east three and a half years of followup with three of
t hose years are nore post--1 would love to see, | amsure
the conpany is behind me | amworking with--1 would | ove to
see a 10-year followup, so that we could really know what
real ly happens to these patients, and elimnate the bias of
all of us who are doing these procedures, and | think it
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behooves physicians doing it to keep their own personal
records since | don't think you are going to go to a 10-year
foll owup, but | think we have to be honest w th ourselves
for our patients.

So, | think a three-year mnimum | don't know,
the five pushes us too nuch. W do see sone patients having
problens at three years, not really failure, but just may
start spotting, nmaybe sone pain, other factors that nay be
related to the ablation technique, and with these newer
techni ques, which are slightly different and maybe affect
the uterine cavity differently, |I think this little |onger
followup is probably valid.

So, | think a shorter premarket and a | onger
post mar ket fol |l ow up

DR LEVY: | think the problemw th that is that
this is a guidance docunent and a | arge nunber of the
studi es do involve nedical therapy, nedical preparation, and
| think it was the sense of the panel when we cane up with
t hese gui delines, that was exactly the thing we were trying
to obviate was the effect of the nedicines on the nenstrual
pattern for these wonen.

As you say, dependi ng upon the nedical therapy
that is chosen by a conpany, that anount of foll owup may or

may not be enough.
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| guess | would be willing to say that we could
alter the guidance docunent a bit to say that six nonths to
a year, depending upon the protocol, m ght be reasonable, so
that it is not etched in concrete, not that a gui dance
docunent is etched in concrete anyway, but the real issue we
had was nedi cal therapy.

DR. G MPELSON: | agree because that really skews
t he success, but | think the longer followup is probably
valid with these newer procedures, too, to indeed see if
they will stand the test of tine, but I amnot sure, again,
fromtwo to three years is a magi ¢ nunber

M5. DOMECUS: | think we have to be realistic,
t hough, about a five-year postmarket followup. | just
think the patient retention rate is likely to fall off and
how valid is the data going to be if you don't have a
significant portion of your popul ation left.

| think five years is really difficult
practically.

DR. G MPELSON: That is an inportant point, yes.

DR. EGLI NTON: M chael

DR DDAMOND: | think the year followup, at |east
at this point, remains very inportant. | think we don't
have that many trials with six-nonth foll owup versus a year
to be able to nake good conpari sons between them
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Certainly, within the real mof what has cone to
this panel, it is one study, and | think it would be
premature. The other conponent of that is another device
that is being evaluated that is being eval uated may be
effective as far as our failure/success criteria, but it my
not be as effective over a longer period of tine, and we
don't have a way of assessing that, plus what we had
actually put together in the original guidance docunment was
the idea that every patient had to have six nonths
foll ow-up, and we would allow the fact that sonme patients
that could be presented to the panel at such a tinme, that
not every patient would have gotten the one-year foll ow up
in other words, taking into account that there is going to
be a variation of time over which those patients are
enrol | ed.

So, we have already, in ny mnd, already addressed
the issue saying for the last patient enrolled, all you need
is six nonths followup. By that tinme, for the first people
i nvol ved, you will have over a year nost |ikely.

DR. EGLI NTON: Jerry, do you have any ot her
t houghts on that?

DR. SH RK: No, | think that, | nmean, you know,
you could argue for the six-nonth followup, but certainly I
think trying to extend the foll owup out past a three-year
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standpoint is, you know, it is going to be hard to keep
patients in a study that long. | think it is not realistic
for us to expect the conpanies to keep people in studies

t hat | ong.

Certainly, there is some failure over tinme, but
that involves a lot of different factors unrel ated sonetines
to the therapy itself, and | think the criteria are pretty
reasonabl e right now.

DR. G MPELSON: So you would still favor just the
t wo- year post marketing?

DR. SHI RK: Yes, because anything beyond that is
cunber sone and t hen sonewhat onerous to the manufacturers
thensel ves, and | don't know that we gain that nuch
i nformation.

DR EGLINTON: Colin.

MR. POLLARD: | just want to comrent on two
things. First, your point, Dr. Shirk, just to clarify, so
everybody is aware, in the postnmarket follow up period, we
are not requiring the study subjects to naintain the
menstrual diary scoring system it is sinply a question of
guestionnaires and visits related to their bl eeding status,
need for a repeat ablation or need for a hysterectony, that
ki nd of dat a.

Then, just trying to get an understanding of Dr.
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D anmond' s poi nt about six nonths versus one year, in the
study, you were saying that it was your understandi ng
that--could you repeat that, you were tal king about six
months fromthe | ast patient treated?

DR. DIAMOND: The thermal endonetrial abl ation
device, page 13, | guess it is No. 1(d), followup. Twelve
mont hs of followup data will be required prior to PVA
approval, however, the PMA wll be submtted once six nonths
of data has been obtained for all subjects, so for the | ast
patient enrolled, all you would need was six nonths
fol | ow up.

MR. POLLARD: Right. The difference betweens
subm tting the PVMA versus approving the PMA, not whether or
not you would actually collect one year data. Ckay.

DR. EGLINTON: So, is there any feeling, is there
any strong feeling to try to change what is on page 13? It
is okay the way it is? ay. Rich, on to No. 7.

DR. G MPELSON: Endonetrial Ablation and Uterine
Cancer. Does the current clinical experience justify
concerns related to the dimnished ability to recogni ze the
synptons of endonetrial cancer post-ablation? |Is there a
role for postmarket studies to help answer these uterine
cancer-rel ated questions?

Then, another question was proposed to ne after
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this had been printed, about is there a possibility that
endonetrial ablation and the danage it causes the uterus
possi bly predi spose soneone to endonetrial cancer. | don't
have the answer, so | probably shouldn't have brought up the
guestion, but we are not seeing a |ot of cancers appearing.
You know, part of it is the screening of these patients to
begin with. Probably sonme of it is the total destruction of
the endonetriumin sone patients.

So, we are not seeing | arge nunbers of endonetri al
cancer, even small, you know, the nunbers are very small as
Il will relate when we get to it. However, the only other
qualifying factor | guess is that the first endonetri al
abl ati on was done in 1978 wth some nyomas being done in the
m d- seventies, but as far as actual total oblation of the
endonetriumwas 1978, so we are only now com ng on the 20th
anniversary of the very first patient done.

So, there nmay be an el enent of the unknown that is
going to pop up in the future, but at |east at the present
time, we are not seeing patients comng in--1 wll sanple ny
patients with abnormal bl eeding, what | consider abnorm
foll owi ng an abl ati on, and have not picked up even any
hyperplasia in any of ny patients, part, but sonme of that
can also be sone difficulty in sanpling, but just from
comuni cation with ot her physicians around the country, and
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then in the literature, there is not at this tine
endonetrial cancer appearing in |arge nunbers in our
patients, but | think this is time we still have to watch
t hese patients.

As far as just the worry of cancer in the ablation
patient, | have ny own philosophy on this, and | amvery
conservative in this area, | amguess very liberal in trying
to get the procedure out, but as far as the protection of ny
patients, | want, first and forenost, | am doing a procedure
that once | have treated this organ that | amleaving in, it
may be difficult to evaluate, and so | think it is so
inportant that this organ is properly evaluated prior to
treat nent.

| think the literature is very clear that
hyst eroscopi ¢ evaluation at the present time is probably the
single best way to eval uate abnormal bl eeding. W have
other literature tal king about saline-infusion sonograns and
bi opsi es and D& Cs and suction D&Cs, but | think we know from
our studies that all these have sone | esions m ssed that are
pi cked up on hysteroscopi c exam

| think if we are going to be treating this organ,
| really think that the uterus should be eval uated as
t horoughly as possible, which would be by hysteroscopi c exam

prior to any method of endonetrial ablation including those,
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you know, even |aser that has been out for 20 years.

| don't see any other option. | think that is the
safest way. There were six cancers that | reviewed when
did ny paper--and | think you all have a copy of that--and
these patients were all, for the nost part, probably you
could say a high risk. Mst of them were obese, they were
hypertensive. Most of them were diabetics, maybe
anovul atory, but we all have lots of patients in our series
with these sane categories.

Every one of these patients actually had
hyper pl asia prior, somewhere prior to the endonetri al
ablation. There is even a question that one of them maybe
even had--well, two of them probably had cancer. One was
docunent ed because the cancer was picked up at the tinme of
t he abl ati on, and one had netastatic cancer 15 nonths
follow ng the ablation, so there was a question whet her that
woman may have had cancer at the tine al so.

Only one of the six was actually the prior to the
ablation, and the findings in nost of themwere what is
call ed sinple hyperplasia, so the other factor that conmes in
is even if we are not going to require hysteroscopic
eval uation of our patients prior to this procedure, the fact
t hat sonmeone has "the di agnosis of sinple hyperplasia,"”

whi ch nost peopl e consi der not even precancerous, these
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patients all devel oped cancer, and there is a literature,
Ganbrell had 6 of 11 patients in his series that devel oped
endonetrial cancer, that had a diagnosis of sinple
hyper pl asi a.

So, one, not pertaining to this panel, maybe we
have to rel ook at what is the etiology of endonetrial cancer
and is sinple hyperplasia not so sinple, but | think these
patients shoul d be eval uated properly beforehand, and |
believe in the guidelines it is allowed, you know, treated
hyperpl asia, the patients with treated hyperplasia are
allowed to be ablated, but I think that may be sonething
that at | east the panel needs to rel ook at.

| amnot so sure if nmy six cases is a | arge enough
sanple to draw on, but it is biased the way | take care of
my patients, so if | have a diagnosis of sinple hyperplasia,
the first thing, we go to the pathologist to find out is
this really the diagnosis because sone | abs are nore |iberal
calling it than others.

But | think the panel has to look at this
potential risk of cancer because we are only com ng upon
that now, as | said, the 20-year anniversary on the very
first patient is just comng up, so we really don't have a
| ong-term foll owup on anybody who has had endonetri al

ablation, but I think we should at | east go into the
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procedure with a patient at as |low risk as possible.

DR. LEVY: | think there a couple of issues. In
the literature, as far as | have read it, R ch, it doesn't
|l ook like to me that there were wonen who had endonetri al
cancer subsequent to abl ation who had the cancer masked by
the ablation, and | think that is one of the things that was
really concerning to the panel.

In other words, those wonen still had synptons, as
| understand it, they bled, is that correct?

DR. G MPELSON: Well, they bled and were di agnosed
with cancer, but they maybe didn't bl eed when they had
hyperpl asia fromsone el enent followng the ablation. 1In
ot her words, they bled and the cancers were picked up, but
it is not necessarily good to pick up--you

can do an unbilical biopsy and find the netastatic
cancer on soneone who nmaybe shoul d have been treated a
different way to begin wth.

DR LEVY: | guess | want to separate out the one
patient that probably had cancer at the tine versus what our
real issue is, is wll this procedure mask a cancer that
wasn't pre-existing, sonmeone who is appropriately eval uated
and foll owed up, | nean everything has been done right, and
10 years down the road, she devel ops endonetrial cancer

As | understand the literature that | have read,
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it appears that those wonmen denonstrate the synptons of
endonetrial cancer relatively early, they bleed. [Is that
correct or not correct, or does anybody have any ot her data
to support sonething different?

DR SHIRK: | think that is correct because
basically, you know, | think the confusion conmes fromthe
initial description of the procedure itself by MIt
ol drath, and he termed it an "iatrogenic Asherman's
syndrone."” All of us obviously assune when we hear the term

"Asherman's syndrone,"” that you have got all these crazy
intrauterine synechiae in there and that you have got things
bl ocked of f here and there, and nost patients after an

abl ation do not have intrauterine synechiae. | nmean | have
been back on lots of patients that have had previous

abl ati ons, and | ooked back in, and they do not have a | ot of
intrauterine synechiae, so how do you want to define

Asher man's.

Basi cal |y, what we are doing, what you do
basically is end up with a snooth cavity inside that is
basically constricted, but also just a | ow cuboi dal
epitheliumin it, and so | don't see that that is really a
maj or problem | don't know if there is any data from any
of the new devices as to anybody goi ng back and
re- hysteroscopi ng those patients as to what the inside of
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the uterine cavity |l ooks Iike, but ny guess would be that
t hey have got a very normal --they have got an open cavity,
so that if there is any endonetriumin there, it is going to
communi cate with the outside, and that anybody who devel ops
a cancer is going to have the sane synptons as anybody el se.
| mean one woul d have to subjectively hypothesize
t hat probably an endonetrial ablation reduces the risk of
endonetrial cancer sinply because there is | ess endonetrium
there to catch cancer, but obviously, that is not sonething
t hat has ever been shown either as a popul ation, but
certainly I think that clinically, those patients who have
had endonetrial ablation are probably going to have the sane
synptons that anybody el se had.

DR. EGLI NTON: What causes you to go back in and
rescope those wonen, | nean what kind of synptons caused
themto requirenment hysteroscopy again after they had had
endonetrial abl ation?

DR. SHIRK: Cbviously, there is a failure rate on
an endonetrial ablation, so if you are doing a significant
nunber of endonetrial ablations, and you reeval uate those
patients, you are going to re-hysteroscope them

DR. EGLINTON: And when you did that, what is the
frequency with which you find any hyperplasia, or have you
found any cancer?
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DR. SH RK: | have never found any cancer or
hyper pl asia, but then I have al ways--you know, | have never
avoi ded anybody with hyperplasia, and | know that we had, at
the |l ast neeting, when we were tal king about |abeling, |
mean we got into a big-tine discussion about this issue, and
obvi ously, everybody on the panel knows where | stand with
this thing, but since then, | feel even stronger about it
because | had a patient that | saw about a year and a hal f
ago, that | did an endonetrial biopsy on, had adenomat ous
hyperplasia treated with progestins, took her off, and six
mont hs | ater she cane back--had her on progestins,
re- bi opsi ed her, she went negative, so she had a nornal
endonetrium on biopsy. Six nonths |ater she was back with
bl eeding. | biopsied her again. She has atypical
endonetrial hyperplasia. | did a vag hist on this |ady, and
she has got Stage | endonetrial carcinoma

So, | nean basically, | nmean you are playing with
fire when you are playing wth adenomat ous hyper pl asi a.
mean it a premalignant situation.

DR. EGLI NTON: Because your biopsy sanple is such
a small area, she could have had cancer fromthe very first
visit.

DR. SH RK:  Yes.

DR. EGLI NTON: Then, you had best not be resecting
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t hat .

DR. SHI RK: But again, | nmean the question of this
al so comes back to our exclusion criteria that was initially
set up, and that basically reads malignant pathol ogy as
docunent ed by endonetrial biopsy, adenomatous hyperpl asi a,
or even atypical adenomatous hyperplasia is not an exclusion
criteria of these studies.

DR. G MPELSON: So, | think there is plenty of
pati ents who woul d be candi dates for ablation even if you
exclude those with hyperplasia. In ny opinion, | think even
si npl e hyperplasia fromjust ny review, | think that should
be an exclusion criteria unless a protocol is set up to | ook
at that, you know, if there is a group of oncol ogi sts,
sonmeone who wants to follow the treatnment of endonetri al
hyperplasia with ablation, | think that is a worthwhile
protocol to pursue. Then, we could find out maybe it's a
good treatnent for it, but I think until we have that
protocol, | think those patients, even with sinple
hyperpl asia, even treated sinple hyperplasia, the tendency
of those patients is to stop their nedication when they
don't bl eed, should be excl uded.

On the other hand, do the way pre-ablation to
evaluate them which is wth a hysteroscopi c examto make
sure we are not m ssing hyperplasia in sonebody
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preoperatively, so it has got two different things, one,

just excluding those who are al ready docunented, two, how do
we really evaluate the patients comng. R ght now an
endonetrial biopsy is probably sufficient. | don't think it
is, but that is pretty nuch what is all owed.

M5. YOUNG Three of your six cases were wonmen who
wer e di abetic and obese.

DR G MPELSON: R ght.

M5. YOUNG Wien you have the conbination of those
factors, do you think--1 mean six, of course, isn't very
many- - but shoul d the conbination of those factors be
considered to be a risk factor for wonen who are going to
have abl ati on?

DR. G MPELSON: Yes, and include al so
hypertensi on, and even another patient who had pol ycystic
ovaries. So, these patients all had other risk factors, but
in nost of our experience, we have done patients who are
obese, hypertensive, diabetics. Now, we may find out that
t hat was a m st ake.

At this point, | do the sane as Jerry, | have a
very |l ow threshold. W advocate doi ng hysteroscopic surgery
very easily and very quickly, so if | have a patient who has
a change in her bleeding pattern, if she is a year

amenorrhea, and she starts bleeding, | evaluate her, or if
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she has a change in her pattern, we will evaluate her, and
we have not picked up, you know, just fromny own size, you
can guess that a lot of ny patients are probably going to be
obese, because they are confortable in ny office, and so |
have a | arge nunber of patients that big |like me, because
they know | won't talk to them about their weight.

So, I worry. | worry a little about that, too.
keep a close watch on these patients, and we may find out
that this in the future mght be an exclusion criteria.
There are sonme people who won't do the obese hypertensive
di abeti c because of the sane fact. They say, well, you are
not going to do hyperplasia, but this woman is sort of
sitting there as a hyperplasia nidus, so | think absolutely
that is a good question, and | think they are real, but we
are not seeing it. W have all done those patients, and we
are not seeing hyperplasia in the foll owup of those
patients yet or cancer.

DR LEVY: | would like to suggest that this is an
absol utely fabul ous subject for NIH fundi ng and support for
the kind of conference that we are going to discuss in
August .

MR. POLLARD: We brought this to Joanne Luoto's
attention, and, in fact, | would like to at this nonent
i ntroduce Mary Beth Jacobs. Wuld you stand up, Mary Bet h.
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Mary Beth, Dr. Jacobs is the Director of our Division of
Life Sciences wthin our Ofice of Science and Technol ogy,
and Dr. Richter, our Deputy Ofice Director asked Mary Beth
to look into this particular question.

Actually, it started out on the flip side, and |
just wanted to nmaybe followup real briefly with a remark
Dr. Shirk made about the fact that, well, because you are
abl ating so nuch of the--and this is kind of |ooking at the
ot her side of the question--that you are ablating so much of
t he endonetriumthat you coul d have hypothesize that, in
fact, you are reducing your risk of uterine cancer,
endonetrial cancer.

That was actually originally the question that was
posed to Dr. Jacobs, and | was wondering if the panel m ght
coment briefly on that aspect or even if it is just to the
effect that we don't really have any dat a.

DR SHRK: | don't think there is any data. The
answer i s everybody has been | ooking at the other
hypothesis. | mean one of the initial questions about
endonetrial ablation when we started doing it, and started
doing investigative studies on it at all was basically there
was a hue and cry fromthe ivory towers that basically, that
we were going to hide all this with our Asherman's, we were

going to have all these people down the line that we are
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going to have endonetrial cancer, and we couldn't find it.

| think time has obviously answered that that is
not true, but | don't anybody has enough data to | ook at the
reverse. | nean you would have to have huge patient
popul ations to be able to | ook, to have a significant answer
as to whether it really reduces the incidence of endonetri al
cancer.

DR. LEVY: | think fromthe standpoint of this
question, the issues really are that the panel at |east
doesn't have a current concern that the ablation itself
masks cancer, and that, secondly, | personally would like to
see a reporting requirenent, not so nuch that there would
post mar ket studi es, because that is a big burden on the
conpani es, but that we have sonme mechani smfor physicians to
know that we want to see reports of cancer devel oping after
ablation, and that is a different thing than asking the
conpani es to do postmarket studies. There is better science
there, and we will actually learn a |ot nore about the real
preval ence of this situation.

DR. G MPELSON: A national registry.

DR. LEVY: Yes. | personally would rather see it
done that way than ask the conpanies to do it.

DR. JACOBS: Let nme just briefly tell you what we
found when we | ooked into the question that Dr. Richter
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asked us to address, which was the case of uterine cancer
and what we m ght know fromthe point of view of aninal
nmodel s or human exposure or in-vitro nodels.

We spoke with scientists here who are experts in
cancer at a tox center that FDA has in Arkansas and al so
with people at NCI, and here are the things that we found.

First of all, estrogen, as you all know, is a
wel | -known risk for endonetrial cancer, and therefore, if
there is tissue remaining, this could be a concern, but was
t hought to be a I ow 1| evel concern because there is probably
[ittle tissue remaining.

In general, if there is danage to tissue, there is
a proliferative response, and that depends on the type of
the tissue, and for endonetrium one woul d expect
proliferation because it is a tissue that can proliferate.

However, studies | ooking at danage to tissues and
whether or not it is related to cancer have found that it is
chronic irritation to tissues which is associated in sone
cases with devel opnent of cancer rather than an acute
exposure. So, in this case, there was not a high |level of
cancer because people said this is an acute exposure, it is
not the kind of chronic exposure which we can in sone cases
associate with cancer.

In addition, when we spoke to the epidem ol ogi sts
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at NCl, they said let's |ook at the nost conparable
condition and that is IUDs, and |IUDs could be seen as a kind
of chronic irritation. |In fact, the studies |ooking at
cancer risk in IUD patients have found a | ower risk of
cancer, so that was an additional factor for |ooking at this
as a potentially | ower concern for cancer.

O course, we then checked on the abstract, we
found yours, as well. | think you are in the best position
to address the clinical factors which you are.

We are going to have the person who is head of
that group at NCI conme over and talk with us as we are
further along in nunbers of patients in the U S. who have
this. R ght now the prevalence is very low, so even
including this on any of their studies would not produce too
many patients, but it is possible that they have other
studi es or becones a factor that it mght be sonething for
themto study.

MR. POLLARD: The other thing I wanted to add was
that we will be getting together with Dr. Luoto as they gear
up for that conference, and one of the things that we can
tal k about is sonme kind of reporting mechanism W have
post mar ket surveillance fol ks here in our center, and we may
be able to work sone kind of arrangenent out. W wl|
definitely look into that.
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DR. EGLINTON: Back to this Question No. 7, with
maybe a slightly different twist, it sounds to nme |ike we
have heard at |least two practitioners say that they consider
hyperpl asia to be an exclusion criterion before endonetri al
abl ation, but unless | am m ssing sonething, | don't see it
listed as an exclusion criterion here in our docunent.

It sounds to ne |ike we have got a pretty strong
case for an excl usion.

DR. SHI RK: That was mny point.

DR. DI AMOND: How do you feel about it? You have
been sort of silent about hyperpl asi a.

DR. CHATMAN. | think that what has been said |
certainly agree with. | wouldn't do a patient who has
hyper pl asi a, sinple adenomat ous.

DR LEVY: | amsorry, Don. You would or would
not ?

DR. CHATMAN.  Wbul d not.

DR. EGLINTON: Dr. Janik.

DR. JANIK: | also agree it should be an excl usion
criteria and even nore so than maybe small fibroids which
may be so prevalent and are irrelevant, if that is an
exclusion criteria, that this is especially should be.

DR. EGLINTON: | had the sane thought about

fibroids. | nmean how many wonen are there in the world with
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fibroids.

DR JANIK: It may be 50 percent depending on the
popul ation, intramural, subserosal, it really shouldn't
matter.

DR. EGLINTON: At this point, it looks like in the
docunent, the only wonen with fibroids who are not excluded
are those who have peduncul ated or sessile fibroids, or
sonething |like that, but everything deeper than that is an
excl usion, and are the resectoscopic people really happy
with that as an excl usi on?

DR G MPELSON: | think Jerry's point is that if
you are going to resect the fibroid, then, you are probably
going to just use that sane nethod to do the abl ation.

DR. EGLI NTON: How about intranural fibroids that
really don't inpact the endonetrial cavity? They are
excluded on our |ist.

DR. LEVY: | think we excluded themto keep the
study as sinple and reasonable scientific study, just for
the very reason that there are so many wonen with fibroids
that it nakes for a very difficult analysis when you include
themin the initial safety and efficacy studies for a new
device, and, in fact, it would make it very difficult on the
conpani es to know, since nost of us, at least | don't

under stand the science behind how an intramural myoma causes
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bl eedi ng abnormalities, but we know that sone of them do.

So, the reason for keeping fibroids on the
exclusion criteria was to sinplify the science of the study.

Wth respect to hyperplasia, | will play the
devil's advocate for just a mnute here, because |, as well,
do not do abl ations on wonen with hyperplasia, but there is
a group of patients who have had in their past a history of
hyper pl asi a perhaps related to sonme epi sode of chronic
anovul ation for a period of tinme, which has resolved, and
t hey have been normal for a fair period of tinme, and I won't
define "fair" for the nonent.

But it was that group of patients | believe that
we did not want to see excluded from an abl ation protocol.

DR. G MPELSON: | exclude those, too, but I do
back on sonme of those patients and go over that path report
with a gynecol ogi ¢ pat hol ogi st, because soneti nmes those
aren't really hyperplasia, and then we can treat, but | want
to have the opinion of soneone who really has a | ot of
expertise | ooking at that kind of tissue.

That is ny bias and naybe | shoul dn't have | ooked
up all that literature and | probably wouldn't feel that
way, but if a patient has hyperplasia, | try to get all her
old records, in fact, I won't do it without getting her old

records, and if she has hyperpl asia anywhere along the |ine,
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then, I just tell her, you know, her option is nedication or
hysterectony, in ny hands. | just don't want to do an
abl ati on on her.

There is not that many fortunately, and | just
think those few can go without ablation at this point in
time, but I know there is others who may feel that if it is
resol ved--the problemis those are the ones al so who may not
t ake progesterone, and we don't knowif it comes back, you
know, as Jerry's, where he had the one that cane back
follow ng treatnent.

DR. JANIK:  And plus how do you know it is really
resol ved, how good of a followup, how frequent were the
bi opsi es, | ack of bl eeding, one biopsy, there is not good
criteria what woul d be considered resolved and for what tine
period, so | agree with you, |I would excl ude those.

DR G MPELSON: But | ama little nervous and |
have a few who are polycystic ovary, where we know al so
al ready have this real risk, but al so obese hypertensive
di abetics, | have done these patients, and | watch. | just
think they need to be watched cl osely, too. They may turn
out to be an exclusion one day. | think at this point they
are not because we are not seeing those patients turning up
with any nore problens than the others, not masked cancer,
nor even nmasked hyperpl asi a.
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| have not picked up a hyperplasia in any of ny
pati ents who had maybe procedure failure or even sort of
procedure reduction, you know, where we re-eval uate them
but they chose to live with the slight bleeding they are
having, and still have not picked up hyperplasia in any of
those patients. Have you, Jerry?

DR, SH RK:  No.

DR DIAMOND: | would agree that it would be
reasonable at this point in tinme to exclude patients with
hyper pl asia of any type, but the other issue is wth regard
to intranmural fibroids. | think the one other point there
is that even if the fibroids are not inpinging on the
cavity, they still may cause distortion of the cavity or

enl argenent of the uterine cavity, such that a device may

not work as well, whatever neans an endonetrial abl ation
shoul d be done, may not work as well in that group as in
others, and that would be a reason to still continue to

excl ude them at this point.

DR. JANIK: One other small comment about that.
Are you going to screen everyone with ultrasound then to
make sure they don't have intranural fibroids, or will it
only be those that are clinically apparent on exanf?

DR. DIAMOND: No question, we require the

conpanies to do ultrasonic exans, so | think by process of
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elimnation, we were saying those that were clinically
identified, and those are the ones that are going to causing
di stortions of the cavity, such that the devices may not fit
as well or be as appropriate.

DR JANIK: So then if fibroids were found on
ul trasound, but not clinically apparent, those people could
be i ncluded because it wasn't clinically determ ned. Do you
know what | am saying? |If you don't have it consistent, you
can have one group that may have these fibroids and anot her
group that won't. The 2 cm nyonmas, you won't know.

DR. EGLINTON: And that is what | obbies nost
strongly for a random zed control trial. They should show
up in both arms. | think that we have agreed that we want
any degree of hyperplasia as an exclusion criterion, and we
will leave the fibroids alone as they stand in the docunent.

Did we cone to the end of Question 7 then?

DR G MPELSON.  Yes.

DR. EGLINTON: | think we canme to the end.

DR. G MPELSON: Thank vyou.

DR. EGLINTON:  Any ot her comrents by nenbers of
t he panel or by Colin?

MR. POLLARD: W plan to use the transcript and
our notes to go back over the guidance docunent and really

study all of the comrents, and so forth, very carefully. W
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probably will enlist the help of the usual cast of
characters, but | was wondering whether you--

DR. EGLINTON:  You didn't nmean tonight.

MR. POLLARD: Not tonight.

[ Laught er. ]

MR. POLLARD: | was wondering whether you thought
any purpose would be served in just briefly going through
all seven for a quick take.

DR. EGLINTON:. That is why | was very careful to
summari ze 4 through 7 as we canme back, so that we woul dn't
have to do that.

MR, POLLARD: | think we are in pretty good shape.
We got a really good discussion of all seven of those
guestions, and like |I say, we will probably enlist the help
of a couple of the panel nenbers to help us sift through
sone of those thoughts and we will work towards getting a
new gui dance docunent out later this year.

DR. EGLINTON:. Can we invite any comment from
menbers of industry, any brief comments? Did we stir any
enbers? Yes, sir.

DR. LOFFER:  Franklin Loffer, Associate Cinical
Prof essor, University of Arizona, private practice, Phoenix,
Medi cal Advisory Commttee of Gynecare, T and E being paid
by them and an abl ationist since 1984.
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| would speak to two areas. One, Gynecare asked
that their followup be limted to six nonths. | understand
why they did, and | understand why the FDA refused that, and
| also understand that it is the nood of this commttee to
continue to require a year's followup to assess the
results.

But | think an equally inportant area are sone of
the problens that show up on later followup. Specifically,
you don't see post-tubal ligation syndrone in the first six
months. That is sonmething that shows up later, so there are
sone potential problens that m ght show up.

The second area that | would like to nake a
comment about is in patients with post-nenopausal bl eeding,
| am not sure that anmenorrhea is an appropriate endpoint.

It is really those patients staying on hornonal replacenent
t her apy.

Thank you.

DR. EGLINTON: Thank you. Any other audi ence
participation? Yes, sir.

DR. DOMNES: Good afternoon. M nane is Ellis
Downes, gynecol ogist from England. | apologize. | was |late
due to the British Airways is not as sufficient as Anerican
Airlines.

DR. EGLINTON: D d they pay for your travel and
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expenses here, sir?

DR. DOMNES: If only. If only. I ama lecturer in
gynecol ogy at Leeds University, hysteroscopist. | ama paid
advi sor to U S. Surgical.

| just canme in on the end of your discussion, and
| just wanted to nake a very interesting point about the
coments relating to the problens of obesity and
hypertension, a m xed group of patients who potentially may
be at risk of endonetrial hyperplasia, as to whether the
panel shoul d consi der whether these patients should be
excluded fromtrials by virtue of a possibly increased risk
of hyper pl asi a.

| just wonder really whether we need to take our
m nds back to where we started with office hysteroscopy for
di agnostic purposes in terns of actually being able to
reduce the anesthetic norbidity for these patients, you
dread doing. You bring themin, and you say | amdoing this
woman, she is a snoker, she is overweight, she is
hypertensive, and you want ne to give them a general
anest heti c.

| do believe it may be a goal, as we try to
devel op this technol ogy, but for sone patients who are not
medically terribly fit, they may be suitable patients to
have an office procedure to deal with their synptons than to
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resort to hysterectony, which may potentially greater
norbidity and nortality.

| would agree that these patients need to be
followed up very closely long term but | amnot sure there
is enough data in the literature to support them being an
exclusion criteria for endonetrial ablation.

Thank you.

DR. EGLI NTON: Thank you. If | can get your card,
| can give your nanme to the 430-pound diabetic | delivered
| ast night before com ng here, 430 pounds, not one pound
| ess.

Any other comments? Dr. Yin, do you need us to
stay | onger?

DR YIN No, but | do want to take this
opportunity to thank Dr. Gary Eglinton one nore tine,

t hough, that he has served FDA for eight years, and it is
not just conme in and do whatever. W asked himto do
homewor k, we asked himto conme in when he really did not
want to, and Colin sent honmework, Colin went over and haunt
hi m

DR. EGLINTON: Wrse than that, Colin knows where
| Iive. He has appeared at ny doorstep.

DR. YIN Yes, and at the ungodly hours and

regardless. | do want to take this opportunity and have al
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of you give himbig cheers.

Thank you.

recessed,

1998. ]

[ Appl ause. ]

DR. EGLI NTON: Thank you very nuch.

DR. YIN | represent the whole Center and FDA
DR. EGLINTON: Is there a notion for adjournnent?
M5. HARVEY: So noved.

DR. EGLINTON: Is there a second? Any objection?

Ve

are adj our ned.

[ Wher eupon, at 4:50 p.m, the proceedi ngs were

to

be resuned at 8:30 a. m, Wdnesday, January 28,
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