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Call to Oder

The Chairman call ed the open session to order at 9:02 a.m
and had the nenbers introduce thenselves. Dr. Bailey
reviewed the remai ning tentative Panel neeting dates for
2006. He read the conflict of interest statenent into the
record. No CO waivers have been issued for this neeting.
Menbers were asked to recuse thenselves if an issue arises
in which they have a financial interest.

| nt roduct ory Remar ks

Colin Pollard, Chief of the Cbstetrics and Gynecol ogy

Devi ces Branch, started by announcing the FDA's Centenni al
year. There have been significant devel opnents lately in
condom | abel i ng, the STAN fetal heart nonitor, the OxiFirst
fetal pul se oxineter, and the LUVA cervical inmaging system
Last year, the Center issued a Notice of Proposed Rul enmaking
asking for nore specific informati on on condom | abel i ng about
protection from STDs, highlighting that they work better
against STDs like H'V/AIDS than those |ike herbes or HPV.
The 90-day comment period ended | ast nonth.

In June, the Panel recommended approval of the STAN
fetal heart nonitor, and the PVMA was approved in Novenber
It is approved as an adjunct to conventional nonitoring to
determ ne whether intervention is warranted when there is
increased risk of developing netabolic acidosis. It is
intended to be wused for patients wth planned vaginal
delivery, greater than 36 weeks conpleted gestation,
singleton fetus, vertex presentation, and ruptured nenbranes.
The Panel recommended post-approval studies, but the FDA did
not nmake that a condition of approval. However, the device
will be tracked through the MDR Adverse Event Reporting
System and t he MedSen Net wor k.

The PMA for the OxiFirst fetal oxygen saturation
noni toring system was approved in 2000, and two others were
approved for manufacturers licensing the sane technol ogy.
The PMAs required studies. The manufacturer conpleted the
first study, and the NIH did a large study called the FOX
trial, which failed to show an inpact of the technology on
Caesarian delivery rates for both the overall population as
wel | as the indicated population of Ilabors wth a
nonreassuring fetal heart rate. The manufacturer has
voluntarily stopped nmarketing the nonitor, although it wll
continue to provide technical support to custonmers still



using the nmonitor with remaining disposable centers at hand.
The firm wll also continue to fulfill ot her PIVA
requirenents.

The LUMA Surgical Imaging System is indicated as an
adjunct to col poscopy for the detection of cervical cancer
precursors. Last May the Panel recommended that this PMA be
di sapproved, but the FDA approved the device. Anal ysi s of
the study results after the neeting led the Center to view
the two endpoints as a ratio rather than independently.
Wiile LUMA results in four false positives for every true
positive that col poscopy m ssed, that was considered
acceptable due to the low risk associated wth biopsies.
Furt her anal ysis by Medi Spectra showed that a high LUVA score
has a direct relationship to the probability of a biopsy
bei ng positive. The decision was based on post hoc anal yses
not pre-specified in the study design and not available to
t he Panel when they nade their decision.

The PMA requires that the labeling clearly and
unequi vocal ly, define use of the technology as a thorough
col poscopy first with coonmtnent to biopsy sites, followed by
evaluation of the LUMA image and identification of any
addi tional biopsy sites, without subtracting any commtted to
by col poscopy. Medi Spectra has inpl enmented new software that
facilitates this device use sequence. The | abeling also
clearly indicates that wuse of the LUVA technology wll
inevitably lead to additional biopsies, and that it 1is
unknown whet her additional col poscopically-directed biopsies
woul d yield conparable results. Training was inplenented to
underscore these aspects of the device use. One condition of
approval is that the sponsor conduct a post-nmarket study to
answer sone of the remaining questions about the technol ogy.

FDA Presentati on

Colin Pollard presented on synptomatic uterine fibroids.
Synptomati c uterine fibroids | ead to thousands of
hyst erectom es every year. A variety of technologies are
energing to treat them The variety of size, |ocation, and
nunber of fibroids, along wth the synptons patients manifest
makes the matter of determ ning what endpoints to use for a
clinical trial tricky. Random zation is difficult because
the patients nust be offered sonmething they would want done
to them Finally, some of the devices being nade require a
hi gh degree of surgical skill. The Panel’s task was to | ook
at synptomatic uterine fibroids, new treatnent technol ogies,
and clinical trial design.



In the past, the FDA has used many different endpoints:

bl eeding scores, quality of |life instruments, contrast-
enhanced MRl inmagi ng, and whether or not the patient returned
to surgery. In one wultrasound trial, firnms wused a

nonr andom zed control group with hysterectomes, though the
Panel questioned the value of a nonrandom zed arm

The Panel is charged to consider the papers provided,
listen to the speakers, and discuss what kind of studies are
needed to answer the inportant questions, using the
di scussion questions as a franework. There is no application
before the Panel, so there will be no vote.

Open Public Hearing

The Chairnman started the open public hearing, remnding the
speakers to disclose any financial relationships at the
begi nni ng of the statenent.

Dr. Nadir Alikacem of InSightec North Anerica presented on
ExAbl ate 2000, an MR-guided focused ultrasound devi ce. The

device has already approved. It offers an outpatient
procedure as an alternative to surgery for certain patients.
The procedure offers a next-day return to normal life,

managenent of synptomrelief, and realtime visualization and
control

MR-gui ded focused wultrasound wuses high intensity
focused ultrasound to ablate tissue such as a fibroid, using
heat, and MR inmaging to nonitor the treatnment with three-
di mensi onal anatomc information. The MR also visualizes the
ul trasound beam and MR thernonetry can be achieved during
the treatnent itself. Wien the treatnent is finished, the MR
can give a realtime outcone.

In clinical trials, a study endpoint nust take into
account managenent of patient synptons as well as nanagenent
of patient lifestyle. The study nust also take into account
the lifetine of the device as well as its continuous R&D
i nnovat i on.

Dr. Fred Burbank of Vascular Control Systens presented
on the Flotstat System a device that allows obstetricians
and gynecologists to identify and control the uterine
arteries transvaginally, wthout surgery. The system has
three parts, each of which has passed a 510(k): a transceiver
ultrasound box that does not generate energy or heat; a
guiding tenaculum and a vascular clanp. The tenacul um
attaches to the cervix to guide the vascular clanp to the
area of the uterine arteries in the three o' clock and nine



o' clock position. Wen advanced al ong the guiding tenacul um
the clanp can fold the wurinary arteries posterially and
superially and, when closed, can occlude the urinary arteries
for a brief period of tinme.

Wren with fibroids tend to have nenorrhagia as well as
bul k synptons neasured by quality of life instrunments or
uterine imaging. A wonman seeking Flotstat therapy seeks to
continue to have nenstrual cycles, have reduced nenstrual
bl ood flow, and have inprovenent in quality of life related
to the treatnent. Therefore, the netrics used are the Ruta
scale and quality of life netrics

The pilot shows that of wonmen treated with the system
100 percent returned to continued nenstrual cycles. O those
who had a nenstrual cycle, 81 percent had a 50 percent or
greater reduction in their mnmenorrhagia score on the Ruta
scal e. O that 81 percent, 80 percent experienced
i nprovenent in quality of life on the SF-12 questionnaire.

John G eenbaum an I ndependent consul t ant for
Bi oconpat i bl es, UK Ltd. And their distributor, Teruno
Interventional Systens, spoke on the enbolization agents
Gel Spheres, BeadBl ock, LC Bead, and Precision Beads. These
m crospheres are 100 to 1000 microns in size and, in uterine
fibroid enbolization, are put into the uterine artery. There
is thronbus formation, and the fibroid infarcts or shrinks
down.

Cel Spheres and BeadBlock have been cleared for
enbolization of hypervascular tunors and arteriovenous
mal f or mati ons. They were originally cleared as dass |11
devi ces before FDA put out the special controls guidance on
enbol i zati on devices that reclassified the devices as { ass
Il special controls. The conpany is concerned because the
gui dance docunment states that the health risks of vascul ar
enbolization are the sane as the risks of neurovascul ar
enbol i zati on. As a result, the conpanies are trying to
obtain a 510 (k) approval when they have already obtained a
five percent clearance based solely on preclinical and
| aboratory data with no clinical study for nuch higher risk
procedures in neurol ogical enbolization.

Dr. Phyllis J. Cee of the North Texas Uerine Fibroid
Institute, who perfornms MR guided focused ultrasound and is a
principle investigator for [InSightec, presented on the

devi ce. It operates |like a magnifying glass to focus the
ultrasound only on the specific point to be destroyed or
abl at ed. The MRl is used in planning and for imaging and

tenperature feedback during the treatnent.



Patients want procedures that give good synptomrelief,
are mnimally invasive, have a low incidence of adverse
events, do not require followup, allow a rapid recovery, and
are less disruptive to their way of life. Physi ci ans want
low risk, efficacy, pronpt inprovenent of synptons, real tine
f eedback, m nimal invasiveness, and for the procedure to not
preclude other options in the future. The trials for
ExAbl ate 2000 foll owed synptons and quality of life.

Dr. Jessica Gossman is the CEO of Gynesonics, a conpany
developing a mninmally invasive device for the treatnent of
fibroid tunors, a single needle RF electrode probe that is
i nserted transvagi nal l vy, transcervically, or
| aparoscopically. Using ultrasound for imaging and gui dance,
the device would deliver radiofrequency (RF) energy to the
target area to ablate or desiccate the tissue. A
thernocouple at the tip of the electrode does realtine
t enper at ure nonitoring.

There are predicate devices already cleared, such as
VersaPoint, which was cleared by 510(k) and required no
clinical trial data. Substantial equivalence can be
denonstrated by bench testing, and because the mechani sm of
action is well-knowmn and of extrenmely low risk to the
patient, clinical trials should not be required for all
technologies for treatnment of fibroids. Least burdensone

princi pl es apply.

Dr. Sew\Wah Tay presented for Anerican Medical Systens. AN
is in the early stages of exploring different approaches to
fibroid treatnent. The objective is to develop a tool to aid
gynecol ogists in treating fibroids via mninmally invasive

surgery and allow patients to retain their uteruses. The
device wll be used as a first line of treatnent wth
hysterectony as a backup if it doesn't work. They are

| ooki ng into using cryonol ysis.

In considering what the study should |ook Iike, they
have consi dered what the endpoints should be. Because nost
fibroids are benign, the study endpoints should be synptom
relief and quality of Iife inprovenent. The best option
seenms to be the Synptom Severity Score (SSS), which is a
subscore for the UFS Quality of Life. AMS will consider an
i nprovenent of nore than 10 points six nonths after treatnent
to be a success.

Devel oping a control population wll be difficult.
Hysterectony is the nost conmmon treatnment, but that is
i nvasive and SSS will not apply to patients w thout a uterus.

UAEs coul d be used, but they are not the standard of care and



they are not done by gynecol ogists. Sham surgery is not an
option because it is unethical. The nost feasible study wll
be a single arm study using the patient as her own control
and using the UFS Quality of Life vehicle.

Dr. Bryan Cowan of the University of Mssissippi is
developing a clinical protocol for pivotal studies on the
treatment of cryoblation in uterine fibroids. He is an
investigator for Glile and Weth and is on the Speaker's
Bureau for Weth. Cryoblation is in wide use and has been
cleared by the FDA for nultiple indications.

He is developing a research protocol to assess safety
and efficacy of percutaneously |aparoscopically assisted
cryonyolysis (PLC) for treatnent of synptomatic uterine
fibroids. The protocol has two endpoints: efficacy and
saf ety. The efficacy endpoint is Synptom Severity Subscal e
of the Uterine Fibroid Synptom and Health Related Quality of
Life Questionnaire, the SSF-UFS QL published in 2002. The
safety endpoint is treatnent-related najor operative and
post - operative conplications.

There will be two control groups. For efficacy, the
patient is her own control because there is no other
appropriate control group. For safety the study popul ation
will be compared to the |aparoscopic supercervical
hysterectony popul ation, since the patients report with the
sane synptons and both procedures use | aparoscopy. Thi s
control cannot be random zed.

The inclusion denographics of this study would be

premenopausal wonen who have conpl eted chil dbearing. Thr ee
types of fibroids would be treated: intramural, sub-serosal,
and sub-mucosal type I1I. The patient would have to be

synptomati c but have a QoL score greater than 40 points.

For a patient, success would be defined as a ten-point
i nprovenent of SSS-UFS-QCL at six nonths. The study will be
a success if 50 percent of the patients denonstrate success.

Dr. Anthony C. Venbrux of George Washi ngton University had no

conflicts of interest to report. O'ten, wonmen who undergo
myonectony for synptomatic fibroids require anot her
procedur e, usual | y a hyst er ect ony. Transcat het er
enbol ot herapy has |ong been used to reduce pelvic arterial
bl eedi ng. The procedure wuses existing and inexpensive
materials such as CGelfoam or enbolization coils. Enbolizing
a tunor, leaving it in the body, and having it involuted
reduces bl ood | oss. Pain is scaled by having the patient

mark the degree of pain on a scale.



The procedure is not for every wonan with fibroids.
About 1 in 50,000 wonen have a contrast reaction. Non-target
enbolization is a danger, and there is a 4 percent risk of
ovarian failure and premature nenopause in 35-year-old woren
In 45-year-old wonen, the risk junps to 14 percent. As the
doctor began to describe how to performthe techni que, he ran
out of tine.

Dr. Seth Stabinsky is a shareholder in Al bion, |ncorporated,

and Scineras Medical, which has a license to perform
cryotherapy in wonen's health but is not currently working on
anything in the fibroid area. He has no conflicts of

interest. He worked on the VersaPoint at Stanford. Wen RF
is used under direct visualization in a hysteroscopi c manner,
it is safe. It can be directed visually. It does not have
the sanme kind of visualization as cryo, so one protocol may
not fit all devices. He also added that it nakes sense to
follow patients out to six nonths after an ablation
treatnent, but it is also inportant to watch for regrowh in
fibroids further down the I|ine.

M. Pollard responded to the open session, thanking the
speakers for their input. To the comments about enbolic
products and the rel ated gui dance docunent, he clarified that
t he docunment acconpanied a reclassification of the general
category of certain kinds of enbolic products fromdass 3 to
Class 2, and uterine artery enbolization was included. That
was done to recognize that the FDA had cleared two 510(k)s
for enmbolic particles, but the policy on treating fibroids
and the clinical trials had not changed. The FDA nmay |ater
develop a guidance docunent specifically for UAE No
clinical data was needed for neurol ogic and other periphera
vascul ar applications because the risk profile is different.

Panel Di scussion
The Chai rman opened the Panel D scussion.

Question 1: The primary synptom of problematic fibroids is
bl eeding. Qher synptons include pain, wurinary problens,
infertility, bulk synptons, etc. Please discuss what you
believe to be the nost appropriate paraneter to use in the
evaluation of device effectiveness (e.g., bleeding score
sel f-report, measurenment of fibroid size (or perfusion) after
surgery, quality-of-life instrunents, other).

The Chairman said that the Panel recognizes that this
is a difficult area. Most wonmen with fibroids do not have



synpt ons. Those who have synptons don’'t have the sane
synpt ons. He disagreed with the statement that the prinmary
synptom of problematic fibroids is bleeding, since there are
so many different synptons.

Dr. Shirk conpared the matter to establishing the

criteria for endonetrial ablation. The technique was
intended to treat abnormal uterine bleeding in wonen. Those
wormen were not going to reproduce. Bl eeding was the only

issue, so it was graded wth a PBLAC score, a scoring system
that uses specialized tanpons and pads. The patient had to
have 150 m of blood loss to qualify the study, and an
endpoint of 75 m of blood |oss was considered a success
Wth fibroids, there are nore issues. There are other
synptons. Sone patients have other uterine pathol ogy. Mny
of the patients are approachi ng nmenopause. Fi broi ds can be
cured with a hysterectony. Patients 1ooking for other
treatnments are trying to avoid hysterectomes, so the issue
is one of quality of life rather than achi eving an objective
goal . If an objective goal is needed, bleeding scores or
fibroid size reduction could be used.

Dr. Sanfilippo suggested looking at the literature. A
study published in Fertility and Sterlility comparing uterine
artery enbolization and | aparoscopi ¢ nyonectony used quality
of life as the endpoint. Dr. Snyder said that the inportant
endpoint is how many patients eventually need a hysterectony.
Dr. Sharp pointed out that there are objective and subjective
out cormes. The problem with subjective outcomes is that
patients in studies often want to please the investigator
It would be worthwhile to have objective data, such as how
t he devices affect the tunor.

Dr. Cedars said that the primary indication is the
synptons, and that has to be the endpoint, since there is no
medi cal reason to renove a fibroid. The Chairman pointed out
that the placebo effect would affect quality of life scores.
Dr. Cedars agreed but added that the placebo effect wears off
and won't affect results later on.

Dr. Emerson said that if fibroids were the cause of the
synptons, then there should be an objective measure of
fibroids. He al so added that repeat treatnents are not bad
if the treatnent is mninmally invasive and didn't cause
adverse events. Addressing placebo affect, he said there are
three things called by that nane: one is the true placebo
effect, second is the natural progression of the disease
having nothing to do with the treatnent, the third is the
fact that a woman who has synptons that get better and worse
is likely to go to the doctor when the synptons are at their
worst. This is called regression to the nean, and it is part



of why a study cannot use a patient as her own control
because what you are actually measuring is change in the

patient. Perhaps different synptons would require different
trials.

Dr. Chegini said that patients being treated for
infertility have to be treated differently, si nce

hysterectony is not an option. Because African Anericans are
havi ng nore synptomatic fibroids than Caucasi ans, the studies
popul ati ons shoul d be representative. Anot her issue is the
necrotic cells left in a patient can cause problens, and the
studies should |ook at that. Dr. Shirk agreed that the
safety issue was a concern; wth wuterine enbolization
fibroids can slough out or get infected. This is inportant
when di scussing necrosing technologies. There is no data on
t hese technologies as far as reproduction and incidence of
uterine rupture. If wonen are wusing the technologies to
mai ntai n reproductive status, this will be inportant to know.
Dr. Sanfilippo said that the inclusion criteria should
include the question of whether or not the patient is
interested in future fertility and treat the wonen as two
separate populations, then the study should also nonitor
i nadvertent conceptions in those who were not interested in
fertility. Dr. Hllard said that background reproductive
function and nmenstrual function associated with age is
important to consider as well.

Dr. Sanfilippo said that there nust also be criteria
for rapid growh of mass that turns out to be malignant.

Ms. CGeorge conmmented that all of this stratification of

data and analysis will delay getting products out. It mght
be better to restrict the wusage indications, use very
specific popul ations, and get the products out. |Indications
could be expanded later, as nore is |learned either through
post-market studies or in separate subm ssions. Dr. Shirk

enphasi zed that no matter what the FDA recommends, nothing
prevents a physician fromusing devices off |abel.

Dr. Chengini enphasized the substantial biologica
difference, not only between normal tissue and tunors but
al so between African Anerican and Caucasi an. Wth the
di fferences between patients, there have to be hard objective
nunbers. O herwise, a statistical analysis has little
meani ng. He also pointed out that sonme of the snaller
fibroids are problematic, but the technol ogy cannot detect or
treat those. This has to be considered in the criteria of a
st udy.

The Chairman proposed using a bleeding tool for
bl eeding, a quality of life tool, and an objective neasure of
mass. That would give a mxture of objective and subjective
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scor es. Dr. Snyder agreed, but he pointed out that size
doesn’'t correlate with change in synptons, and reperfusion

probably doesn’t either. Dr. Sharts-Hopko said that
conpliance may be difficult with self-assessnent bl eeding
tools unless the process is sinplified. Dr. Ronero argued
that when multiple endpoints, sone endpoints won't apply to
sone patients. Instead, he would prefer to see a study
design that matches the endpoints to the presentation by the
patient. He also said that many racial disparities are due
to psychosocial issues and don’'t really apply to a scientific
st udy. Dr. Snyder pointed out that as study groups are
di vided into subgroups, the groups will have to get larger to

facilitate that.

Dr. Shirk asked, when setting a bleeding endpoint,
whether it is to |l ook for a percentage of reduction or to set
a ceiling on the anmount of bl eeding.

Dr. Mller said that the invasiveness of the procedure
is aquality of life issue and should be consi dered.

Dr. Enmerson wanted the study to look at the safety
concerns of |eaving necrotic tissue in the body and the risk
of enbolizing the wong blood vessels. He also raised the
distinction between efficacy (renoving fibroids) and
ef fectiveness (treating synptons).

Question 2: Based on your response to the previous question,
pl ease coment on any specific inclusion and/or exclusion
criteria that should be nade part of the eligibility criteria
for subject enrollnment, including mninmum or appropriate
basel i ne scores, neasurenents or synptom | evel.

The Chairman said that the wonmen should be between 18
and 40. Dr. Cedars said that patients who want future
fertility and those who do not are separate groups that
shoul d be studied separately. However, there are nore wonen
who do not want to preserve fertility, so the industry may
not make a device for the snaller group. Al so, in mny
peri menopausal wonen the fibroids are wunrelated to the
bl eedi ng, so they should be screened out. Dr. Hllard agreed
that failure of other therapies, including hornonal therapy,
should be a criterion. Dr. Enerson asked whether that
exclusion would be to elimnate people for whom the therapy
woul d not work or for whom it would not be safe. Safety is
the larger issue, since irrelevant data points can be dealt
with statistically. Dr. Snyder said that it is inportant to
treat what is causing the problem Qherwise, there is the
safety issue of overlooking another reason for the bl eeding,
such as endonetrial or cervical cancer

11



Dr. Weks said that if not seeking future fertility is
an inclusion criterion, then hysterectony can be used as a
control. He suggested a subgroup of wonmen who do want future
chil dbearing and have synptons, but not synptons severe
enough to seek a hysterectony or nyonectony.

Dr. Ronero said that if fibroids were not the cause of
the synptons, the patient should not be included in a study
to prevent fibroids. Dr. Shirk pointed out that the |ocation
of the fibroid affects its synptons. Subnucosal fi broids
are nore likely to cause bleeding, but they are also nore
likely to slough off after an enbolization.

M. Pollard commented that there was a |ack of wonen
desiring future fertility comng in the studies. He asked
t he Panel whether those wonen should be included and whet her
they should be tracked for pregnancy. Dr. Snyder said that
unless future trials |ooked at pregnancy, there will be no
way to counsel patients who conceive in the future. Dr.
Cedars said that those who want to retain fertility and those
who do not are two separate populations with different views
of success. Perhaps a future study in patients who wanted to
maintain fertility could use nyomectony as a control. Dr.
MIller said that the size of the population and the risk of
liability is going to be a disincentive to conpanies’
including wonen who want to remain reproductively active.
Dr. Weks said that the way to look at future fertility is to
ook at patients who have had pregnancy |osses due to
fibroids. Dr. Shirk said that rupture is an issue in
pregnancy, but the min question is whether or not a
pregnancy can be achi eved.

The Chairman opened the floor for input from the
audi ence. Dr. Keith Isaacson, who was not a consultant in
today’s discussion, commented on objective neasurenents.
Fibroid size is not an effective nmeasurenent because
enbol i zati on data shows that fibroids can reduce in volune by

15 or 40 percent and still have the same effect on
synpt onol ogy. In fact, snaller fibroids can cause nore
bl eeding than |arger ones. Because there is no hornonal

treatnment for fibroids, failure of hornonal therapy can’t be
a criterion.

Dr. Geenbaum of Bioconpatibles said that patients go
to the doctor because they want synptons treated. The
patient is not interested in the fibroids. The endpoints
should reflect the synptons for which the patient sought
treat ment. He urged that tinme be put into conprehensive
bench and | aboratory preclinical testing. UFS QoL is a
validated fibroid-specific tool for bleeding. PBLAC use can
har m conpl i ance.
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Dr. Seth Stabinsky said that no conpany would want to
work with the pregnancy issue, even if it is inportant to
know about pregnancy. NI H should address that issue and do
studi es on that.

Dr. Tay from AMS said that the UFS QoL is a conposite
fibroid synptom questionarre that covers nost of the issues
t he Panel has di scussed.

Dr. Alikacemfromlnsightec pointed out that there is a
difference between fertility and nmaki ng pregnancy safe. The
Chairman noved to question 4, feeling that question 3 had
been addressed in the previous discussion.

Question 4: Sel ection of an appropriate control arm for
surgical procedures can be challenging. In the past, the
Panel has <criticized a non-random zed control group of
hysterectony patients. For sone procedures, a shamcontrol is
not possible. D scuss other possible control options, e.g.
myomectormy vs. no control (i.e., patient serving as her own
control). What is the role of random zati on?

Dr. Sharp said that uterine artery enbolization would

be a reasonable control. It could be random zed, but not
bl i nd. A hysterectony is not a reasonable conparator to a
mnimal ly invasive technique. Dr. Cedars said that the

problem with uterine artery enbolization is that it has not
been used in people who want to preserve fertility and is not
the gold standard. Hysterectom es and myonectom es are;
nmyomect om es should be the control. Dr. Shirk said that
wonen |ooking into necrosing procedures do so to avoid
surgery, so a surgical arm to the study would not be
acceptable and wuterine artery enbolization is a better
choi ce.

The Chairman raised the issue of having no control.
Dr. Enerson said that this approach is being taken wth

cancer, and it is proving unsuccessful. Dr. MIller agreed,
saying that wuterine artery enbolization is a reasonable
control group. Dr. Snyder said the Panel would have to
accept that there is no perfect study, and they woul d have to
rely on synptomatol ogy. There will ultimately have to be a
random zed, controlled trial, as occurred wth wuterine
endonetrial ablation. Dr. Sharts-Hopko supported the

random zation but felt that a second |evel of consent would
be needed if hysterectomes are involved. Dr. Shirk pointed
out that there never was a trial conparing endonetria
ablation to hysterectony. Dr. Sharp said that the inportance
of random zation is to mtigate the heterogeneity of
fibroids.
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The Chairman pointed out that the indication the
sponsor is seeking determnes the type of trial. Dr. Cedars
said that if the trial is not really about answering a
guestion, the patients would not want to be random zed. They
will want the better treatnent. Uerine artery enbolization
has never been conpared to nyonmectony, so there is no basis
for making it a standard of conpari son.

Dr. Weeks said that in patients not seeking to maintain

fertility, hysterectony is still the gold standard, so maybe
the best way to track these wonen is to see how many, after
any  noninvasive technique, still end up having a
hyst er ect ony.

M. Pollard asked the Panel, if bleeding were the

i ndi cation being pursued, then what would be the control and
the role of random zation? He wanted to know the Panel’s
consensus on whether or not there can be an outconme neasure
in a single arm study on bl eeding. The Chairman said that
single arm studies would be appropriate in sonme cases, but
the results would have to be pretty strong. Dr. Enmerson said
that randomzing is good for quality of Iife, but control
groups against the standard of care will be needed in sone
cases. Dr. Cedars reiterated the perinenopausal connection
and the need to treat patients with hornones first. After
that, there has to be random zation, and the duration of the
study depends on the conparator and the endpoints. Dr. Shirk
said that a double arm study nakes it possible to get data on
overall success as well as conplications of the procedures.
Dr. Snyder said that it is possible to have a random zed
controlled trial on abnornmal bleeding or nenorrhagia. |If the
trial is not random zed and controlled, the criteria wll
have to be very stringent. Dr. Mller felt that in any trial
the wvariability would have to be nonitored because a
di sproportion of patients could easily throw the results off.

Because Question 5 had already been addressed in the
di scussion, the Chairman noved to the | ast question.

Question 6: FDA has typically asked manufacturers to provide
premar ket evi dence of treatnment success at the 6-nonth point
after surgery, with the understanding that study subjects
will be followed for a m nimum of three years. Please discuss
the appropriateness of this pre-market/post-market bal ance.
Does it depend on the outcone neasure itself?

The Chairnman pointed out that no sponsor wants to wait
three years after the last patient before seeking approval
However, it is inportant to know how nany patients need
hysterectomes within three years. The three years nay be
part of a post-approval study. Dr. Enerson said that many
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studies last three years and have 1,000 patients with other
di seases. Dr. Snyder said that safety and sonme efficacy can
be studied quickly, but the real measure of efficacy is long
term and is the question of whether another procedure is
needed before nenopause.

Ms. GCeorge pointed out that Iengthy trials are
preventing products from being approved in the US, while they
are being approved nore quickly in other countries. There is
a risk to keeping products off the market.

The Chairman commented that procedural risks are over
in tw days, but the risk of another procedure is a long-term
risk. Dr. Cedars said that six nmonths of data is nearly
i nconsequential, but three years of data is onerous; she
suggested a mninum of a year with a requirenent for post-
market followup. Dr. Shirk said that the long term foll ow
up and failure has not been established even for nyonectony.
It may not be appropriate to hold these devices to a higher
standard than the standard of care surgical procedures. Many
of the newer technologies are comng out of small conpanies
that cannot afford long-termstudies. Dr. MIler agreed that
no one would argue for nediocre clinical trials, but if the
trials are too big to be done, the patients don't get the
benefit of the devices. The point is to get the nost benefit
with the |east risk.

Dr. Enerson pointed out that delaying a hysterectony
for two years may be all the patient wants in sonme cases.
Dr. Snyder commented that different patients had different
measures of success, but the Iliterature shows that the
increnental increase in failure after one year is very snall.

M. Pollard clarified that the three-year period
mentioned in the question is post-market. The six nonths was
pre-market. The Panel consensus, though, was a one-year pre-
mar ket fol | ow up. These tunors grow slowy, and it would
take that long to know if the tunors are regrow ng. Ms.
Ceorge asked about the different devices and how they woul d
be treated in the process, whether these tine periods would
apply to all device subm ssions. Dr. Cedars said that the
devices would be dealt with in terns of their safety and
efficacy, but an indication of Dbleeding fibroids would
require the sane duration. The Chairnman added that the tria
wi || depend on the indications being sought.

M. Hillard said that N H spearheaded a synposi um | ast
year on fibroids. They synposium | ooked at clinical tria
design for drugs to control fibroid-related bleeding and
addressed the issue of validating a nore nodern tanmpon or pad
for PBLAC. The two endpoints were reduction in bleeding by
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t he PBLAC score and the need for surgery at some point. The
drug study had a pl acebo group.

Dr. Shirk had questions about safety: whet her
interrupting the surface of the uterus, |aparoscopically,
thermally, or with lasers may lead to internal adhesions;
whet her necrotic tunors cause infection; and whet her

conpressing the uterine arteries wll result in ureteral
injuries. There can be short-terns conplications, but there
may be long-termconplications as well. Dr. Cedars said that

nost adverse events would manifest within three nonths. At a
year, nost adverse events woul d have occurred.

Dr. Snyder expressed concerns about the reproducibility
of pictoral -based assessnments of bleeding. Dr. Sharts-Hopko
said that wonen are not going to weigh or save their pads.
The best you can expect these days is a pad count and
estimate of saturation. Dr. Cedars said it would be very
difficult to get an objective idea of the anount of bl eeding.
Dr. Romero pointed out that objective and subjective measures
are a matter of degree. Measurenent of change in synptom by
a patient as a quality of life measure is a synptom neasure.
If the patient believes that |less bleeding is taking place,
then the conplaint has been addressed. Dr. Sharp suggested
looking into literature on PBLAC, Ruta, and UFS scoring
systens to see what is nost appropriate.

M. Pollard said that FDA has a good track record with
PBLAC scores. He also asked for nore comment on question 5.

Question b5: For the wvarious study design possibilities,
pl ease discuss the definition of study success, i.e., how
good is good enough. Please specifically coment on what
would be the mninmally accepted percentage of treated
patients who neet the individual patient success criteria
di scussed previously, to define the study as an overall
success. In the case of a controlled study, coment on
whet her there is a mnimum difference between the percentage
of successful patients in each arm that would be needed for
the study to be called a success.

Dr. Sharts-Hopko said that the patient defines success.
There are many things to nonitor, but if the patient feels
cured, she wll not seek further treatnent. Dr. Shirk
commented that the question can only be answered if there is
a defined study and a statistical way to | ook at things. Dr.
Emerson said that the answer to Question 5 is a mtter of
cost (in terns of risks and invasiveness) versus benefit
(clinical endpoint).

Dr. Chegini commented that nmany of these devices are
bei ng used by specialists in other fields, and obstetricians
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and gynecol ogi sts are going to have to bridge the disciplines
to take care of the patients.

Dr. Carey Corrado commented that the studies will need
to produce data that can be put on a | abel.

Adj ourn

The Chairman thanked the Panel and the FDA for his tine as
chai rman and adj ourned the neeting at 2:18 p. m
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