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Call to Order

The Chairman called the meeting to order at 10:05 a.m. and
recognized the presence of a quorum. The Panel members
present introduced themselves by name, expertise, position,
and affiliation.

The Executive Secretary, Dr. Bailey, gave the tentative
dates for the remaining 2006 meetings: June 5* and 67,
August 28" and 297, and November 13" and 14™. He then read
the deputization statement, signed March 14, 2006, by
Daniel Schultz, for the temporary voting members: Russell
Snyder, Nancy Sharts-Hopko, Keith Issacson, and Nassar
Chegini. A second statement, signed by Jason Brodsky on
March 14, appointed Scott Emerson as a temporary voting
member.

He read the conflict of interest statement into the
record and noted that no COI waivers had been issued for
this meeting. Elisabeth George, the non-voting industry
representative, is employed by Phillips Medical Systems.
He asked all members to recuse themselves from discussions
involving products or firms they have a financial interest
in and requested that all participants state their
financial interests.

Introductory Remarks

Colin Pollard, Chief of the Cbstetrics and Gynecol ogy
Devi ces Branch, noted that Dr. Noller will be |eaving the
Panel to becone the President of the Anerican Coll ege of
ostetricians and Gynecol ogi sts.

He then turned to the PMA fromlnnovata for its Adept
Adhesi on Reduction Solution. The Center has approved three
PMAs for adhesion barrier products with a gynecol ogi cal
i ndication: Interceed in 1988, Seprafilmin 1996, and
Intergel in 2001. None of these were approved for
| apar oscopi ¢ use and only Interceed and Seprafilmrenain on
the market. Gynecare renoved its product fromthe market due
to adverse event reports.

In January of 2000, the Panel discussed several key
study design issues for adhesion barrier products. These
di scussions led to FDA' s issuance of a gui dance docunent on
the type of studies FDA expects to see for adhesion barrier
products. One key point in the discussion was that, although
each patient gets pelvic surgery for a specific clinical
reason, it should be sufficient for a pre-market primry
out cone neasure to | ook at and properly evaluate the presence
of adhesions at second |aparoscopy, since this could be a
clinically neaningful outcone. The Panel recognized the



val ue of downstream clinical outcone neasures such as pain,

infertility, and small bowel obstructions, but it did not

believe that those nust be the pre-market outcone neasures.
In a closed session in My of 2001, the Pane

considered the study design for Innovata' s product. Thi s
di scussion led to the protocol enployed for the pivotal
st udy. The Panel liked the size of the study, the blind

random zation, and the entry criteria, but it comented that
counting adhesions wthout considering severity would be
i nsufficient. The panel also did not like the shift table
analysis and commented there nust be a significant reduction
i n adhesi ons.

The menbers enphasized the inportance of independent
video scorers, recommended |ooking at the AFS score, and
recommended data to collect, including age and the kind of
infertility. The market claimshould be specific to what the
study showed.

Wrking with the Panel and the FDA, the sponsors set a
stringent definition of patient success at the individual
level. FDA set a mark for the mninmumdifference between the
study and control arns and the proportion of patients
achi eving success. That was Primary Endpoint One. Primary
Endpoint Two reflects a change at the subject level in the
overal | nunber of adhesion sites. Primary Endpoint Three is
a change in the nunber of patients with dense adhesi ons.

In this study, nmany patients nmet the definition for
i ndi vi dual success in Endpoint One but did not pass the five
percent confidence interval and were not counted. The study
succeeded for Endpoint Two. |In Endpoint Three, there was no
di fference between the experinental and control arnmns. For
the study to succeed, it had to succeed on three separate
hypot heses. The Panel nust decide, after taking into account
how the study fared biostatistically on the three hypot heses,
whether the <clinical findings from this study are of
sufficient nmerit. The decision must be based on valid
scientific evidence, denonstrated safety, and denonstrated
ef fecti veness.

Open Public Hearing

The Chairman opened the floor for public comment. Seeing
none, he moved to the sponsor presentations.

Sponsor Presentations

Lorna Clisby introduced her presentation team. The sponsor
is seeking approval for the Adept Adhesi on Reducti on
Sol ution as an adjunct to adhesiolysis in gynecol ogi cal



| apar oscopi ¢ surgery.

Dr. Colin Brown, Medical Director of I|nnovata,
descri bed Adept as a non-viscous, clear fluid made of a four
percent icodextrin glucose polyner solution buffered in an
electrolyte solution. It is isotonic to blood. The
i codextrin glucose polynmer is linked at the 1,4 position so
that it is netabolized by anylase to maltose, then to
gl ucose, unlike a dextran glucose polyner, which is |inked at
1,6. Because there is no anylase in the peritoneal cavity
and due to the size of the nolecule, icodextrin remains in
the peritoneal cavity for a prolonged duration and is not
nmet abol i zed until it is absorbed into the vascul ar system by
way of the lynphatics. As a result, the solution remains in
the peritoneal cavity for a prol onged duration.

| codextrin solution was originally devel oped as
Extraneal, a 7.5 percent solution used for continuous
peritoneal dialysis. It is used in a higher concentration
and frequency than Adept in about the same volunme. Extraneal
is approved in the US, UK, and Japan, and there is a |large
history of safe experience with this product in patients with
renal failure. Although patients requiring dialysis often
devel op infections due to the indwelling of the peritoneal
catheter, there is no evidence of icodextrin increasing
infections. Despite the conplications of renal failure,

di abetes, and the destruction of the nesothelial |ayer, these
pati ents do not experience adhesion-rel ated problens. That
was the inspiration for using the solution to prevent

adhesi ons.

In a study of patients undergoing intra-peritoneal
chenot herapy, the subjects were infused with either two
liters of saline solution or of 4 percent icodextrin
solution. After four days, only half the solution was
absor bed, conpared to saline solution, which was three-
quarters absorbed in one day. This is inmportant because the
first three days are the critical adhesion formation tine.

Adept was approved in Europe in 1999 for all abdom na
surgery, |aparotony or |aparoscopy, gynecol ogical and general
surgery, and 125,000 patients have received Adept to date.
The AR EL registry was established, which showed 2069
gynecol ogi cal | apar oscopi es and 813 gynecol ogi cal
| aparotom es for those patients. The registry showed that
adverse event rates anong those using Adept reflected the
expected rates in gynecol ogi cal surgery.

Adhesi ons can cause pain, infertility, and small bowel
obstructi ons. O her consequences include readm ssion of
patients and re-operations. It is with this in mnd that the
sponsor began the Adept Pivotal Study.



Dr. Elizabeth Peers, director of dinical Developnent at
| nnovata, reported on the trial. The Adept program has been
runni ng since 1997. It is the largest study in adhesion
reduction and the only one that has been double-blind. The
study was set up to determne the safety and efficacy of
Adept in the reduction of adhesions after gynecol ogical
| aparoscopi ¢ surgery that included adhesiolysis. The device
is used as an intra-operative irrigate of at least 100 ni
every 30 mnutes and as a one liter instillate left in after
cl osure.

The control device was Lactated R nger’s Solution
(LRS), which |ooks the same as Adept. The study was held in
16 centers in the US. The study consisted of four patient
visits. The first was a screening visit, at which consent
and eligibility were taken. Second was the first surgery,
the |aparoscopic procedure for which the patient was
undertaki ng surgery. The intra-operative eligibility
criteria were taken and the patients randomzed at this
point. The surgical procedure was recorded on video, and the
adhesi on assessnents and scoring all took place. One to
three weeks later, visit three occurred, a safety visit to
follow up on any events that happened for patients since the
surgical procedure. Visit four was a second | aparoscopy four
to eight weeks after the initial procedure. Again, a patient
assessnent and scoring was conducted and recorded on vi deo.

The primary eligibility criteria considered in the
first visit were that the patient be undergoi ng | aparoscopic
peritoneal surgery for a gynecological procedure which
included adhesiolysis and that the patient agreed to a
second- | ook | aparoscopy four to eight weeks later. The nost
i mportant four exclusion criteria were that the patients nust
have at least three adhesions lysed at the tinme, nust not
have an anatom cal site renoved, and all the sites nust be
visible; this was determ ned in the operating room

O 777 wonmen who consented to take part in the trial,
449 were eligible. Adept was used in 227 patients and LRS in
222, and this set of patients was studied for the first
endpoint. The second endpoint was studied in 402 patients,
203 with Adept and 199 with LRS, because 29 patients, 14 LRS
and 15 Adept, withdrew and 18 were excl uded. The prinmary
reasons for the surgery were well balanced between the two
arns of the study.

Wen the safety assessnent was conpleted, the nunber
of adverse events and types of adverse events were very
simlar between the LRS and Adept arns for the top ten AEs:
post - procedural pain, headache, nausea, |eakage at port-site,



dysmenorr heal , consti pati on, pel vi c pai n, arthral gi a,
flatul ence, and vomting. In many cases where one device
caused an AE nore often, the results were not statistically
significant. Even in cases such as dysuria or pyrexia, which
were nore comon in Adept patients, the investigator found
that nost of the events were unrelated to the device, so the
result was still statistically insignificant. Vagi na
bleeding is nore comobn anong Adept patients to a degree
approaching statistical significance, but was also found to
be mld and unrelated. Vaginal, vulvar, and l|labial swelling
was statistically greater in Adept users, but it occurred
i Mmedi ately after surgery and went away with no intervention
within a few days. There were no deaths in the study. The
Adept group had 8 serious adverse events. The LRS group had
11. Only bl adder and bowel perforation and bleeding from a
ni cked vessel were not close on both sides, and those events
are not related to the device. Abdom nal pain, pelvic pain,
and urinary retention are considered adverse events rel ated
to Adept, though they occur nearly as frequently with LRS

The | aboratory values at visits 1, 3, and 4 found that
there was no nean difference between the two groups, nost
patients remained wthin reference ranges, and there was no
difference in blood or urine glucose |evels.

The safety data shows that the adverse events and
serious adverse events were largely related to the procedure
or underlying condition, not the device. Adept was wel |
tol erated, though labial swelling was observed in around siX
percent of the patients. That may need to be included in the
product | abeling. The study is consistent wth the
experience in Europe and the ARIEL registry.

Dr. Peers then noved to the primary efficacy results.
In the adhesi on assessnents, each of the 23 anatom cal sites
were assessed and videoed by a trained investigator at the
1%' and 2" surgery for the incidence, extent, and severity of
adhesi on. The consistency of the scoring was audited by a
bl i nded vi deo reviewer, and he reported good consi stency both
anong reviewers and for individual reviewers throughout the
st udy.

Efficacy was judged by three primary endpoints.
First, the study should show a difference between Adept and
LRS patients’ successes, success being defined as a decrease
in adhesions of at |east three sites or 30 percent of sites
| ysed, whichever is greater. Second, Adept-treated patients
shoul d not have nore sites with adhesions at the 2" surgery
than at the 1%, The third primary endpoint is the
difference between Adept and LRS in the percentage of
patients having fewer sites with dense adhesions at the



second surgery than at the first.

For the first primary endpoint, the confidence
interval showed a 95.2 percent |ikelihood that the difference
bet ween Adept and LRS would be between 0.7 percent and 18.9
percent. |Indeed, the LRS group showed 35 percent success and
Adept showed 45 percent, which is a statistically significant
difference and falls near the mddle of the confidence
interval. For the second primary endpoint, there was a 95.2
percent confidence that the result would lie between -2.83
and -1.62 for the difference between the first and second
surgeries. The data showed that the endpoint was net. Adept
showed a 23 percent reduction in the nmean nunber of sites
with adhesions at the second surgery. That’s a nean
reduction of 2.4 sites. For the third primary endpoint, 50
percent of Adept patients had fewer dense adhesions at the
second surgery, but so did 49 percent of the LRS group. That
is no real difference. Dense adhesions are especially
chal | engi ng, and both devi ces showed a neani ngful result. 1In
sum the first primary endpoint did not neet the |ower bounds
of the confidence interval but had a statistically

significant result. In the second, there was a statistically
signi ficant result that nmet the confidence interval
requi renment. In the third, there was not a statistically

significant result, but half the patients had fewer dense
adhesi ons.

Dr. Cere diZerga commented that the surprising part of
the study was not how well Adept worked but how well LRS
wor ked. He summarized the available literature on placing
liquid in the pelvis to separate organs and prevent
adhesi ons. The literature contains first and second-| ook
| aparoscopi es and are neasured by an AFS score, which is a
nmeasure of adnexal adhesions. The literature shows a
significant reduction in adhesions as LRS instillate is
i ncreased. Though when both solutions are used at 1 liter
Adept users have fewer adhesions.

The device has two conponents. The first is frequent
irrigation during surgery to renove the progenitors of
adhesion formation: fibrin, fibrinogen, and blood clots.

Adept and LRS had equal benefit in that situation. In the
post-surgery instillate function, Adept shows fewer adhesions
due to its Ilonger interperitoneal residence. Adhesi on
formation begins in the first 36 hours after surgery. A
liter of LRS is absorbed in 20 to 30 hours, so it prevents
adhesions through a portion of that tine. Adept protects

through the entire tine.
The secondary endpoints were neasured at the second-



| ook | aparoscopy. An odds ratio display shows Adept is nore
likely to help a patient for all of the secondary endpoints
but “free of reformed adhesions.” Over 50 percent of Adept
patients were free of de novo adhesions, conpared to just
over 40 percent of LRS patients.

The AFS score, developed by the Anmerican Fertility
Soci ety, neasures adnexal adhesions to the tube and ovary and
the extent of the adhesion, describing it as dense or filny
and giving a score for the adhesion’s severity, 0-32.
Patients with noderate to severe scores, 11-32, are unlikely
to conceive. Adept patients had a nean reduction in AFS
score of 35 percent while LRS patients had a nean reduction
of 15 percent. On the second | ook, 26 nore Adept patients
were classified with mnimal or mld AFS scores than on the
first look, over twice as many as in the control. This is
i nportant because a classification of mnimal or mld makes a
worman much nore likely to conceive.

O patients who presented to the study wth
infertility, Over 50 percent of Adept patients showed a
reduction in AFS score, conpared to 30 percent in LRS
patients, a difference of 23 percent. Adept infertility
patients showed a 34 percent nean reduction in AFS score,
conpared to 12 percent in LRS patients. Just over 35 Adept
infertility patients had noderate or severe AFS scores on the
first | ook. On the second look, it was just over 20, a
reduction of 16. LRS patients, starting with 35, showed a
reducti on of 5.

On the first primary Endpoint, fifty percent of Adept
patients were successful, conpared to 30 percent of LRS
patients.

Over two thirds of the patients in the study had
endonetri osi s. Looking at the nunber of sites with treated
endonetriosis, the rates of success were high, and the
advantage of wusing Adept becones nore pronounced as the
nunber of sites increases.

Anong patients undergoi ng adhesiolysis, Adept does not
show an advantage over LRS when the adhesion burden is |ow
However, Adept shows significantly greater effectiveness than
LRS as the adhesi on burden increases.

Al though it was difficult to neet sone of the prinmary
endpoi nts, the endpoints were unique to this trial, and LRS
did better than the sponsor had expected. However, conpared
to LRS, Adept has a greater success rate, showing greater
adhesi on reduction, reduction in visceral sites wth
adhesi ons, reduction in AFS score for infertility patients.
Adept use results in nore patients free of de novo adhesions



and nore patients with a reduction in AFS score.

Adept offers many benefits: a significant reduction in
adhesi ons conpared to baseline, significant reduction in
dense adhesions conpared to baseline, a reduction in sites
with dense adhesions in 50 percent of patients, and an
efficacy that is maintained with an increasing burden of
adhesi ons and adhesiolysis for all patients. Adept shows the
ability to preserve and inprove fertility potential. In
endonetriosis patients, it significantly reduces adhesions
conpared to baseline and maintains efficacy with increasing
di sease. It reduced pelvic pain in 80 percent of patients
with pelvic pain. It has an extensive safety record, so it
has a high benefit/risk ratio.

FDA Presentation

Michael Kuchinski, the lead reviewer on this application,
started the FDA's presentation and introduced the review
team and the other presenters. The IDE Pilot trials began
in 1999 under the Classics and Rapids protocols. The IDE
for the pivotal trial was submitted and approved April
2001.

The sponsor is seeking an indication that will allow it
to be used as an adjunct to good surgical technique for
adhesi on reductions and for use during gynecol ogi cal
| aparoscopy, as an irrigate during surgery and as a post-
surgical instillate.

Adept is essentially identical to Extraneal, but wth
a lower concentration of icodextrin, 4% versus 7.5%
respectively. Extraneal is used in a different population
is considered a drug, and was reviewed by CDER  Adept is a
devi ce because of its principle node of action: tenporarily
separating peritoneal tissue surfaces. Adept acts as a
colloid, and draws fluid from the surrounding tissue,
retaining the fluid reservoir for up to 96 hours.

The sponsor submtted validation and verification
testing on the device sterility and proposed a shelf |ife of,
two years, that the FDA found acceptable. Material safety
testing was conducted to include bioconpatibility pursuant to
| SO 10993 Biological evaluation of nedical devices. The
Animal testing generally focused on key testing for device
safety including: Testing for delay of/or prevention of
healing, Infectivity testing, Reproductive toxicity testing,
Car ci nogenesi s/ nmet ast asi s effects (justification) and
Phar macoki netics studies. Qur manufacturing review | ooks at
conpliance with design controls and this aspect of the PMA
has been determ ned acceptabl e and has been cl osed.

Baxter Healthcare voluntarily recalled selected lots



http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfStandards/Detail.CFM?STANDARD__IDENTIFICATION_NO=14654

of Extraneal due to cloudy dialysate in peritoneal dialysis

patients in Europe. These episodes of aseptic peritonitis
were attributed to certain batches of Extraneal that had been
contamnated wth peptidoglycans. The source of the

contamnation was not wused to nmanufacture Adept, and the
contam nation issue has been resolved by the conpany’s
institution of vigorous cleaning and nonitoring processes. —

Dr. Julia Carey-Corrado presented on the clinica
review i ssues. She pointed to Extraneal’s safety record and
added that skin rashes are the nost common side effect. In
the case of the recall, the patients were asynptomatic.

She discussed the two pilot studies. The first was
the CLASSIC study, a prospective, random zed open |abel,
mul ti-center controll ed st udy. The procedure was
| apar oscopi ¢ gynecol ogi cal surgery, and a liter of fluid was
used, Adept in 34 patients, LRS in 28. LRS was used as the
control device because it has an off-|abel use for adhesion
prevention and is visually identical to Adept. However, LRS
is not FDA-approved for adhesion prevention, has not
denonstrated effectiveness, and is rapidly resorbed. Adept
pati ents had an observed reduction in adhesi on nunber, extent
and severity, and there were two adverse events of |abial or
vul var edenma. This study was too snmall to be concl usive.

The sponsor also conducted a RAPIDS study, which was
simlar to the CLASSIC except that there were 25 Adept
patients to 12 LRS and there was a l|arger volunme of test
solutions used, since the solution was used as an irrigant

and not renoved before the instillate was added. I n Adept
patients, there was one case of dyspnea associated wth
abdom nal distension and one case of vulvar edena. There

were al so conplaints of bloating, distension, and oozing from
the incision. There was an observed reduction in the nunber,
extent and severity in the Adept subjects, but there weren't
any huge differences in the two groups.

There was a cl osed Panel discussion in 2001, at which
the Panel weighed in on the Primary Endpoints for the study.
The Panel said that it was acceptable to ook at fertility
post - market, depending on how the pivotal trial worked out.
Any labeling clains would have to be tied to the pivotal
trial data.

She reviewed the primary and secondary endpoints for
the pivotal trial and stated that the patients were well
bal anced for baseli ne adhesi on assessnent, prinary di agnhosis,
and denogr aphi cs.

Dr. Xuefeng Li gave a statistical review of PNMA for
Adept . The study was random zed, double-blind, and had a
random zation ratio of one to one, 227 patients each for
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Adept and LRS. The overall study would be successful in
terns of effectiveness if all co-primary hypot heses were net.

There were three primary endpoints with correspondi ng
statistical hypotheses. The first primry endpoint, success
rate, was defined as a decrease at the second-I|ook
| apar oscopy of at least three sites if 10 or fewer sites with
adhesi ons present at the first | ook, or decreased by at | east
30 percent if nmore than 10 sites with adhesions were realized
at the first look. The study hypothesis was that the success
rate of the Adept group would be larger than that of the
control group by at |least five percent. In statistical
terns, this endpoint is deemed successful if the lower limt
of the confidence interval for the difference in success
rates between the Adept and control groups is greater than
five percent.

The second primary endpoint was the nunber of sites
wi th adhesions. The correspondi ng study hypothesis was that
the Adept patients have fewer sites with adhesions at the
second | ook conpared to the first | ook. This endpoint is
deenmed successful if the confidence interval on the
di fference between the nunber of adhesions at the second | ook
fromthe nunber at the first look in the Adept group had an
upper limt of |ess than zero.

The third primary endpoint was the percentage of
patients with fewer sites with dense adhesions at the second
| ook. The study hypothesis for this endpoint is that the
percentage of patients with fewer sites with dense adhesions
in the Adept group is greater than in the control group. The
confidence interval for the difference between Adept and
control groups would have to have a lower [imt greater than
zero.

The sanple size calculation for this superiority trial

was based on the first primary endpoint. The expected
success rates were 40 percent for the Adept group and 25
percent for the control group. An acceptable clinical

difference of five percent was specified in the protocol.
The resulting sanple size was 410, and assuming a |oss or
fallout rate of 10 percent, the total approved study sanple
size was 450. For the pivotal trial, 777 patients were
screened. O the 449 patients who passed the screening test,
227 were random zed to the Adept and 222 were random zed to
the control. Twenty-nine patients wi thdrew after treatnent
and 18 patients were excluded due to protocol deviations, so
the protocol population consisted of 203 Adept and 199
control patients. The two groups had very simlar
denogr aphi ¢ and prognostic characteristics.

For the first primary endpoint, the Adept group had a
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success rate of 45.4 percent and the control group had a
success rate of 35.6 percent. The difference between groups
is 9.8 percent, and the confidence interval ranges from .7
percent to 18.9 percent. The confidence interval is above
zero, which neans that the Adept group had a statistically
hi gher success rate than the control group. However, the
lower limt of this interval is not greater than five
percent; therefore, the first primary endpoint did not neet
t he success criterion.

For the second primary endpoint, the Adept group had

an average decrease of 2.22 sites wth adhesions. The
confidence interval is below zero, so the second prinary
endpoi nt matched the success criterion. The control group

also had a statistically significant reduction in the nunber
of sites with adhesions, but the Adept group had a slightly
| arger reduction than the control group. Al though 158 Adept
patients had fewer sites with adhesions on the second | ook,
69 had the same or nore. This is conpared to 78 in the
control

For the third primary endpoint, there was about a 50
percent reduction in the nunber of patients wth dense
adhesi ons for both groups. The difference between the two
groups is 1.12 percent, and the P value is .73, which is not
statistically significant; hence, the third primary endpoint
did not neet the success criterion

As a wprinciple of statistics, generally, if the
primary endpoints fail, the secondary endpoints should not be
used to show effectiveness. If it is necessary to evaluate

secondary endpoints, there should be a pre-specified plan to
adjust for the multiple endpoints before any statistical
concl usi ons can be reached.

Al though the study failed, on the success criteria for
the primary endpoints, the results are consistent with the
anal ysis of the primary endpoints. The Adept group showed an
i nprovenent over the control group in nost of the secondary
endpoi nts, though sonme P values were less than .O05. After
adjustnent for multiplicity, only the endpoint “percentage of
patients with reduction in AFS’ m ght be significant.

Utimately, the study net one of the three prinmary
endpoi nt s. For the first, the difference in success rates
was not shown to be greater than five percent. In the
second, there was a significant decrease in the nunber of
sites with adhesions over baseline in the Adept group. In
the third, there was no significant difference in the
percentage of patients with fewer sites with dense adhesi ons.
No firm statistical conclusion can be drawn from anal ysis of
t he secondary endpoints.
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Dr. Carey-Corrado gave a clinical review She
presented adverse event data. Wthin seven days of the first
| aparoscopy, the nost common adverse events were headache
abdom nal pain, disurea, vaginal bleeding, vulvar edens,
vom ting, diarrhea, and fever. LRS and Adept have simlar
rates, except wth vulvar edema, which is 5.7 percent for
Adept and .5 percent for LRS.

There were two readm ssions for Adept-related serious
adverse events, labial swelling and pelvic pain. Two LRS
patients were also readmtted for LRS-rel ated serious adverse
events, abdom nal pain and decreased urinary output.

She read the proposed indication and the first three
di scussion questions to the Panel so they could consider
them The primary endpoi nts and hypot heses were chal | engi ng,
and LRS performed better than anticipated, but there have
been no serious Adept-rel ated safety issues.

Dr. Baoguang Wang reported on the experiences outside
the US and postnarket expectations. ARl EL (Adept Registry
for dinical Evaluation) has data on 4,620 patients on whom
Adept has been used in Europe. The registry was established
in the UK in 2000 to gather surgeons’ experiences with the
device and to nonitor adverse events. The registry is
voluntary and includes 253 centers (150 gynecological) in six
countries. The popul ation of the registry represents eight
percent of the 55,802 patients treated with Adept during the
life of the registry. O the 4,620, |ess than half underwent
| apar oscopi ¢ surgery for a gynecol ogy procedure.

Data collection was done with a five-page physician
data collection form that collected patient denographics,
medi cal history, surgical procedures, use of Adept, and
surgeon's inspection with handling Adept and their clinical
observations as well as conplications and adverse events
during and after surgery. Adverse events data were also
coll ected post-discharge, but the post-discharge adverse
events were collected on the basis of spontaneous patient
sel f-reporting.

There were 755 adverse events reported, a 16 percent
adverse event rate. The lowest AE rate was found in the
gynecol ogi c | aparoscopi c patients, where the AE rate was 5.5
percent, and the top five events were abdomnal pain,
pyr exi a, | eakage, abdom nal di st ensi on, and urinary
retention. The highest AE rate was found in general surgery
| aparotony patients, where there were ten deaths, six
peritonitis cases, and an overall adverse event rate of 28.4
percent. This may serve as a warning against off-|abel use
inthe US. AR EL provides assurance of safety in the
i ndicated use for Adept and indicates no negative |ong-term
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i mpacts.

Al though the registry data show that the AE ratio is
relatively low 1in gynecologic |aparoscopic patients,
provi ding sone assurance of safety, the data was coll ected on
a voluntary basis, and that should be taken into account, as
wel |l as the fact that post-di scharge adverse events are self-
reported. The registry also does not have race or ethnicity
dat a.

Post - approval studies are nentioned in panel questions
4 and 6. The objective of a post-approval study is to
eval uat e devi ce performance and problens in a broader patient
popul ation and over a longer period of tine after a

determ nati on of reasonable safety and effectiveness. They
are not intended to eval uate unresol ved issues of safety and
ef fectiveness from the pre-nmarket phase. Post - appr oval

studies can gather post-market information on community
performance, study the effectiveness of training prograns,
find rare adverse events, and nonitor performance in
subgroups not represented in the trial.

Questions and Answers

Dr. Cedars asked the sponsors whether there was any
difference due the the surgeons’ judging the primary
endpoint and whether there was any difference in viscosity
intra-abdominally or in the interaction between the
substance and blood. Dr. Anthony Luciano, one of the
principle investigators, said that in over 50 patients he
could not tell the difference.

Dr. Miller asked the FDA about the five percent lower
boundary for the confidence interval and why that boundary
was chosen. He asked the sponsor for any speculation about
why one cohort had more adhesion formation. He asked both
about interpreting the safety of Extraneal relative to
Adept. Dr. Carey-Corrado addressed the first question.
Five percent was chosen because lower bars have been set in
the past and FDA wanted to change that practice. The
number was chosen because it seemed achievable. Dr. Steven
Piantadosi addressed the question for the sponsor. He
commented that having a 95 percent confidence interval
along a five percent tolerance is equivalent to having a
99.9 percent confidence interval above Zero. The
operational consequence of a five percent rule 1is to
restrict the Type 1 error for the primary conparison to 0.1
percent rather than to the usual 2.5 percent that would be
expected from a two-sided five percent rule. The five
percent boundary has skewed the results. Dr. diZerega
answered the question about the bad cohort. There is nothing

Il inking the popul ation who responds poorly except that they
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are women who tend to form adhesions, and this has been a
problem since the first |aparoscopic study in 1979. There
are predisposing factors relating to alternations in plasma
and activator activity that predi sposes a snmall population to
form nore adhesions than the general popul ation.

Ms. Cdisby addressed Dr. Hillard s request to hear
nore about ARl EL. The registry ran between Septenber 2000
and Decenber 2003 and was a voluntary program Al the data
was collected while the patients were in the hospital, and
there were specific data collection forns for gynecol ogy and
general surgery. The forns just collect data on events and
do not check whether or not the events are Adept-related. It
col l ected denogr aphi cs, surgery per f or med, presenting
condi tions, and synptons.

Dr. Peers addressed the Panel’s question about the
video audit procedure and the effect the process had on the
out cones of the study. The study was double-blind. Half of
the patients had no reviews of their videos, and their
results were the sanme as the half who did. Audits did not
benefit Adept. Dr. Cedars asked further about the blinding
process. Dr. Peers agreed that there was no blinding as to
which video was first |ook and which second, since the
procedure would have nade that clear. Dr. Emerson asked
about the second primary endpoint, the decrease in adhesions,
and whet her the process protected frombias on that endpoint.
Dr. Peers said that if people expected fewer adhesions on the

second |ook, that would affect both arns the sane. Dr.
Ener son pointed out that the secondary endpoint was a single-
arm conpari son. Dr. Davies said that those who have done

adhesi ons studi es before would be anticipating nore adhesi ons
on the second | ook.

Dr. Peers addressed the Panel question of how well
matched the groups were for analysis of the secondary
endpoi nts. The patients in the larger group and in the
subgroups were approxi mately the sane.

Dr. diZegra addressed the Panel’'s question about
over | appi ng di agnoses. The distribution of the patients was
wel | bal anced. Cenerally, the nore conplex the adhesion-
rel ated di seases were, the better Adept did, conpared to LRS

Dr. Peers addressed the Panel’s question about | abial
edena. Al of the labial edema started within two days of
surgery, and the majority resolved within three days. They
were all resolved and were all mld. One started 30 days
|ater and was severe, but it was probably not a related
event. Dr. Luciano said that |abial edema is related to the
volune of fluid left inside. Under certain conditions, fluid
can sonetines travel into the labia. The sane nmechani sm can
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cause vaginal swelling. The sponsor intends to include this
in the |abeling. Dr. Carey-Corrado asked about patient 637
at Site 13, who was readmtted for inability to void and
| abi al swelling. Dr. Peers replied that the inability to
void was severe but that everything el se was noderate. The
investigator reported the event as unrelated. Dr. Mller
asked about the frequency of adverse events with Extraneal.
Dr. Brown commented that peritoneal dialysis is nbre commobn
in men, but nmen occasionally get scrotal swelling on one
si de.

Dr. Martin addressed the question of the irrigant and
whether or not it was aspirated from the peritoneal cavity.
The part of the irrigant placed in the cul-de-sac was
aspirated imediately because it was used for cleaning as
well as irrigation. The part that went over the pelvic brim
into the abdonmen could not be reached, but the patient was
reversed to bring the solution back so it could be renoved
before the liter was instilled. In an experinent with a two-
l[iter instillation of 4 percent Icodextrin, there is no
increase in fluid over tinme. However, at 7.5 percent, there
is a dialysis effect. That’'s why 4 percent is used, so that
there can be a gradual volunme decrease in the peritoneal
cavity. At 2 percent, the decrease is not gradual enough.

Dr. Peers addressed the top 10 nost common adverse
events between surgeries. The reporting of adverse events in
both the Adept and the LRS groups were statistically tested
and were not found to be statistically significant.

Dr. Scringenour addressed the stratification issue.
The random zation was not stratified by any patient
characteristics, but it was stratified by center. The
supplies were sent out in blocks of six.

Dr. di Zegera addressed the Panel’s question about data
on inclusion of the irrigant. Previ ous studies had shown
that frequent irrigation with a balanced solution that was
isomatic and coul d absorb hydrogen ions woul d probably reduce
adhesions. A study in rabbits using instillate only showed a
benefit wth Adept. Both Adept and LRS showed additional
benefits with both the irrigation and instillate step. Dr.
Snyder pointed out that the data does not show the val ue of
using Adept for both as opposed to using LRS as an irrigant
and Adept as the instillate. Dr. diZegera said that could be
| ooked at goi ng forward.

Dr. Martin addressed the Panel’s question about
| abeling and training necessary for investigators. In
Europe, there was no training. 1In the US, gynecol ogi sts were
trained in the use of irrigator aspirators. There was no
further training. Dr. Isaacson asked if there was any
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training to prevent |eakage fromthe incision or port sites.
Dr. Luciano said that nothing was done beyond naki ng sure the
punctures were adequately cl osed.

Dr. Luciano addressed the Panel’s question on uterine
mani pul ati ons. Due to the nunber of adhesions in nost
patients, uterine manipulators were used nearly universally
i n operative | aparoscopy.

Dr. Li addressed Dr. Woeks question to the FDA
regarding the center effect and how nmuch of it was due to the
smal | sanple size. There was a significant center effect for
all of the co-primary endpoints. The FDA adjusted for the
center effect according to the protocol. However, in the
sponsor’s analysis of the difference in proportion and the
confidence interval for the difference in proportion, the
results were al nost the sane, were there adjustment or not.

Dr. diZegera addressed Dr. Chegini’s question about
patients with nore than one diagnosis. Patients wth
adhesions but no endonetriosis had a treatnment effect of
fifteen percent. Patients with endonetriosis and adhesions
showed a higher treatnent effect. The study did not address
infertility. Icodextrin does not contain glucose, so it does
not | eave glucose in the peritoneal cavity.

Dr. di Zegeral addressed the Panel’s question on how the
scoring sheet was derived. The scoring sheet represents
everything the sponsor thought would be wuseful for
understanding an adhesion reduction device with a |ong

interperitoneal dwell time and clinical benefit. The sheet
captured 23 anatomcal sites to see if the reduction was
general or site-specific. The reduction was general. The
sheet then |ooked at the types, severity, and extent of
adhesions as well as the likelihood of reformation. Dense
adhesi ons were, by definition, vascular. Last, the study
| ooked at endonetriosis, which two thirds of the patients
had. The idea was to collect as much information as was

possible in a reasonable anmount of time. Dr. |saacson asked
about the statistical difference between the AFS and the
nodi fied AFS. Dr. diZegera explained that the AFS was
devel oped in 1988, and the nodified AFS was devel oped a few
years ago. The idea was to use the severity and extent of
adhesion to the ovary and tube. Those two paraneters were
then extrapolated to other sites. There was no statistical
di fference between the AFS and nodified AFS. This relates to
the |arge nunber of adhesions renoved. Dr. Ronero asked if
the questionnaire is filled out interoperatively by
di ctation. It is done in that manner, wth a research
assistant present to read each of the sites to the
investigator and to wite down the investigator’s responses.
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Ms. dinsby addressed the Panel’s question relating to
the | abeling and incidence that was quoted, the 28 percent of
adverse events in the ARIEL registry. That rate was in the
general surgery laparotony and included nore surgeries that
were not clean. The proposed |abeling for Adept states that
the safety and effectiveness has not been evaluated in
clinical studies in the presence of rank infections in the
abdom nal pelvic cavity and that the safety of Adept has not
been established after wunintentional enterotony or bowel
perforation.

Dr. Ronmero asked the FDA why the pregnancy outcones
data was given, since the sponsor did not touch on the issue.
Dr. Carey-Corrado responded that the pregnancy outcones were
di scussed at the 2001 closed Panel neeting as an obviously
meani ngful clinical endpoint worth pursuing post narket, but
the Panel had agreed that it was not a practical primry
endpoint for the pivotal «clinical trial. The FDA was
following up on the Panel’s previous coments.

Dr. Mller asked Dr. Carey-Corrado to revisit the
i ssue of the 5 percent threshold. M. Pollard responded that
t he Panel would have to decide whether or not the nunber had
been set too high during the discussion. Dr. Emerson asked
whet her the nunber was due to the surrogacy of the endpoint

and whether it is a pivotal trial. M. Pollard said that
there were many factors, including those. The Panel wil

have to decide whether or not the results are clinically
significant. Dr. HIllard asked about the use of LRS as a
control and that one of the conclusions seens to be that LRS
works pretty well. M. Pollard said that was a matter of

di scussi on.

Dr. Snyder asked about patients with faster absorption
rates and the effect on outcomes. Dr. Brown said that there
was no ethical way to neasure the residual volume in a
patient in this study. However, he noted that there is a | ot
of variation. Dr. Snyder said that daily transvagi nal
ul trasound could have been done to determne at what point
less than 30 ccs of fluid were left. Dr. Brown agreed that
that could have been done and was not. That had been tried
at the Inperial College in London, but the study was
termnated early due to problens assessing the changes in
volunme over tine and getting patients’ approval, since this
was not in the patients’ clinical interest.

Panel Discussion

The Chairnman called the Panel’s attention to the discussion
questions. The first question was, “Although the statistical
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hypot hesis for only one of the co-primary endpoints was net,
pl ease di scuss each of the primary endpoints considering the
obj ecti ve, t he statistical t est, and t he clinical
significance.”

Dr. | ssacson stressed t he di fference bet ween
statistical and clinical significance. A 9.8 percent
di fference between the placebo and product is statistically
significant, but it is not clinically significant. Dr .
Shart s- Hopko di sagreed, saying that the control device worked
better than expected, but that should not work agai nst Adept,
since LRS was not really a pl acebo.

Dr. Emerson expressed concern about the need to
maintain the integrity of the experinmental process. He said
that the P value does not match the confidence interval,
probably due to strong effects in the center. As for the 5
percent threshold, he felt that pivotal studies should have
stronger evidence than normal studies. The question is not
so much neeting an arbitrary endpoint but neeting a
meani ngful endpoint that has a clinical effect. Adept shows
fewer adhesions, but there is no way of know ng what that
neans.

Dr. Snyder said that the control did not turn out to
be a placebo and there is evidence that Adept decreases the
nunber of adhesions. However, Dr. Cedars said that without a
control or placebo, there is nothing to nmake certain that the
experinent is valid and to give sone sort of paraneter to
j udgi ng i nprovenent. LRS is already on the mnarket for
irrigation purposes, so Adept should show sone degree of
superiority. No matter how well LRS did, it is not a study
wi thout a control arm

Dr Sharts-Hopko asked if the instillation of a 1,000
ccs, of anything was standard practice. The Chairman said it
is not and that the problem seened to be that the placebo
wor ked better than expected in this procedure. Dr. Enerson
replied that the problem was that there was not enough
di stance between the efficacy of the placebo and of the
experinental arm Had LRS done better, Adept would have had
to have done better

Dr. Enerson asked if anyone knew how good a neasure
AFS score is. The sponsor used it as a surrogate to predict
fertility, and he wanted to know the validity of that. Dr.
| ssacson said that there is a correlation between adhesions
and infertility, but it’s not absolute and not linked to a
nunber that indicates clinical significance. Dr. Enerson
commented that relying on a correlation may be treating
synptons and not di seases. The Chairman said that AFS scores
have been used for a long tinme but were not intended as an
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eval uation, just a way of counting adhesions. Dr. Chengi
commented on the subjectivity of the measurenent, since it
relies on observation and description. The Chairman rem nded
the Panel that infertility was not the only issue. Pain and
ot her synptons were al so i nportant.

Dr. Issacson said that the definition of success was
very confusing and unclear. Dr. Snyder said that the product
shoul d not be expected to reform established dense adhesi ons.
Dr. Cedars said that that was exactly what the product was
supposed to do. The Chairman said that the product is
supposed to inprove all adhesions. Dr. Snyder said that part
3 of the first question focuses on fewer dense adhesions
between the first surgery and the second one; however, AFS
scoring |ooks at total adhesions. Dr. Cedars said that the
di fferences in AFS scores achi eved were not significant.

Dr. Sharp said that the data is clinically relevant,
since the product prevents sone of the damage done by surgery
i n maki ng adhesions. |f Adept did not go to narket, He m ght
use LRS to prevent adhesions. Dr. MIller added that the
product may not neet all of the benchmarks of success, but
there has been a trend toward hel ping wonmen and reducing
adhesi ons.

Dr. Weks said that the data shows a reduction in the
total nunber of adhesions, but nostly in the group with mld
adhesi ons. Those are the adhesions that don't nmake a
clinical difference in terns of pain or endonetriosis. Wile
the product noves things in the right direction, it has not
been shown to inprove quality of life.

Dr. Hllard said that she could not separate safety

from efficacy. Dr. Ilsaacson said that the study was
excellent and difficult. The safety profile lowers the
threshold for needing significant clinical benefit. The

study was designed to show a statistical benefit, not a
clinical one.

Dr. Sharp agreed that, in part three of the first
guestion, dense adhesions are a problem but it |ooks Iike
the reduction was 50 percent. Wile there mght not be much
di fference conpared to placebo, it did seem to benefit the
out cone. Dr. Emerson pointed out that if adhesions are
reduced half the time, the other half of the time they are
either the same or worse. He felt that a 50/50 shot doesn’t
mean nuch

Dr. Sharts-Hopko pointed out that there was a
reduction in pain. Dr. diZergera said that eighty percent of
patients wth pelvic pain who recei ved Adept had a reduction
in pain. Still, the same effect was found wth LRS
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The Chairman turned the discussion to co-primary 2,
the nunber of sites wth adhesions. Dr. Snyder said that
regardless of the known clinical significance, he would
prefer fewer adhesions to nore. Dr. Weks said that would
depend on risk, but he was still uncertain that the reduction
in filnmy adhesions had a clinical effect. Dr. Mller
commented that point 2 was the |east controversial because
the sponsor hit their target. Dr. Enmerson said that point 2
may be clear, but it may not be relevant in an unbl ended
assessnent of the change. The Chairnman sunmarized that the
Panel seened to believe the results and does not question the
nmet hods, but it is struggling with the issue of «clinical
si gni fi cance.

The second question was: “Please discuss the statistical and
the clinical significance of the above secondary outcones.
In particular, please focus on the data for subjects wth
primary focus on infertility.” It was acconpanied by a
table. There were a nunber of secondary endpoints.

Dr. Enerson wondered whether there was a reason why
the treatnment would work better in patients who had adhesi ons
causing infertility. Dr. Isaacson said that there s probably
no reason and that he does not see a great difference in the
nodi fi ed AFS scores. Dr. Cedars said that people with pain
were nore likely to have nore dense adhesions, while
infertility patients mght have |ess dense adhesions. He
said that it is necessary to control for the nmultiplicity in
t he nunber of outcones. Dr. Snyder conmented that all of the
outcomes were highly correlated, and that could reduce the
necessary adj ustnent. He added that that AFS score is used
for nore than infertility patients, since it is a
guanti fi abl e neasure.

Dr. Hillard coomented that the infertility group m ght
be different in that the adhesions are ovarian as opposed to
the abdominal wall, and the mechanism of infertility is
related to PID as opposed to endonetriosis. Dr. Chegini
agreed that that seens related to the percentage of patients
with reductions. The separation caused by the volunme of
solution can prevent adhesions. The separation also would
reduce pain. Additionally, there are nerve endings in sone
adhesi ons, so renoving them woul d reduce pain.

The Chairman sunmari zed that the Panel is not thrilled
with the secondary endpoints. Sone of the endpoints were
interesting, but the primary endpoints were nore inportant.

Question Three dealt with safety: “Please discuss the safety
data fromthe pivotal trial and identify any adverse events,
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i ncluding vul var edema, you believe may be related to Adept.
Al so pl ease discuss whether you believe that the risk posed
by Adept is outweighed by the clinical benefit as discussed
under questions 1 and 2 above.”

Dr. Ronero asked about the dramatic difference in the
rate of vulvar edema in Europe as opposed to in the clinica
trial. The Chairnman specul ated that vulvar edena can occur
[ater than nmany adverse events, so it mght have been
underreported in the ARIEL registry. He asked the sponsor to
comment. M. disby said that it is in the nature of trials
to report every adverse event and in the nature of voluntary
registries to underreport. Dr. |saacson conmented that it is
a mnor side effect that goes away quickly, so patients don’t
tend to report it.

The Chairman sunmarized that the Panel consensus is
that Adept is a safe product.

Question Four said: “Please discuss whether the safety data
fromthe Ariel registry supports the safe use of Adept as an
adhesi on prevention solution.”

The Chairman said that a positive answer to nunber
four logically flows froma positive answer to nunber three.
Dr. Emerson said that the data is consistent wth safe use,
but it does not necessarily support it, since he was unsure
of the accuracy of a voluntary registry. Ms. Ceorge
commented that there is an MDR reporting process in Europe,
so doctors are required to report injuries or deaths to their
country, and the country notifies the manufacturer.

Question Five was on l|abeling and training: “Does the Panel
have any comments on the | abeling provided by the sponsor?”
Dr. lsaacson comented on Section One, draft |abeling,
suggesting that "a significantly greater percentage of
patients, 45 percent versus 35 percent"” be amended to say,
“statistically significant greater.” He also noted that the
definition of success under A should be clarified. Dr.
Emer son conmented that “success” is not a good word to use on
the labeling, since it is an editorial coment. It would be
better to say that it met the threshold for reduction in
lysis. Dr. Sharp pointed to |anguage on page 3 of volune
one: "It is to be wused for reduction of post-surgical
adhesions in patients undergoing gynecologic |aparoscopic
surgery which may include adhesiolysis." He wanted that
| anguage clarified, since the use described is broader than
the use in the trial. Dr. Mller comented that the 9
percent reduction in de novo adhesions m ght nmake peopl e want
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to expand the therapies in which the device is used. The
Chai rman asked the sponsor for comment. Ms. disby said that
the sponsor was seeking a broad indication for any
gynecol ogi cal surgery |aparascopically performed in which it
was felt that adhesions mght form Dr. Sharp was concerned
about the infection rates in procedures involving a clean
contam nated wound. The Chairman agreed that the AR EL data
on general surgery showed contam nation to be a problem

Dr. Snyder said that the device should be indicated
for the population in which it was tested, though off-I|abel
use may occur. Dr. Isaacson said that clinical significance
was already a struggle, so he wanted to see it limted to
cl ean cases. Ms. Ceorge directed the Panel to the
precautions on page 4 and said that mght be the place to
address clean contam nation, under “the safety has not been
establ i shed.”

Dr. Chegini comented that the testing had been on
adhesi on reduction, not prevention, so there was no clear
basis for using the device in patients who were not known to

form adhesi ons. Dr. Weks said that the patients in the
study al ready had adhesi ons, and the device should be limted
to use in simlar patients. Dr. Cedars disagreed, saying
that the inclusion criteria were too stringent for clinical
use. Besides, it was chosen for statistical power rather

than clinical inportance. Dr. MIler suggested changing the
| abeling to indicate use in |aparoscopic surgery requiring
adhesi ol ysi s. Dr. Enmerson said that in the absence of
clinical contraindications there was no reason to not use it
for the prevention of adhesions. Dr. Isaacson said that the
problem is that no patients were studied in many of the
surgeries in which one woul d expect adhesions to form so it
is inmpossible to know whether it is safe or not. Dr. Snyder
suggested specifically saying in the data that there is no
data to establish safety in a clean contam nated case.

Dr. Enmerson said he still didn't know whether or not
treating adhesions matters, but preventing adhesions, if
possible, is better than treating them Dr. Ronero suggested
t hat the sponsor coll ect post-approval data before seeking to
expand the indication. Dr. Enerson said that cherrypicking
of which events are significant and which are not, as wth
vagi nal bleeding, is inappropriate. Ms. GCeorge said that
much of the data was inappropriate for |abeling because it
woul d be outdated soon. M. Pollard said that such |abeling
is common in inplantable devices.

Dr. Chegini comented that, in table 4, *“control”
m ght be m sl eading, since a control could be nothing at all
and is usually not sonething as effective as LRS.
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Dr. Cedars wondered why vulvar edema was not in the
list of things that occurred in nore than 5 percent of
pati ents bel ow table one. Dr. Snyder suggested that vulvar
edema and all adverse events that occurred in 5 percent or
nore of the patients be listed under precauti ons.

Dr. lsaacson noted that on page 9 only the secondary
endpoi nts that favored Adept were shown, not the ones that
showed no difference or worse.

Dr. Snyder pointed out that there was no evi dence that
Adept was a superior irrigant. Dr. Isaacson agreed but added
that where Adept is used as an instillate, it should be used
as an irrigant, since that was the procedure in the study.

Dr. Chegini wanted to see the pain reduction data on
page ten handled in a nore bal anced way.

Dr. Cedars pointed out that the directions for use
addressed renovi ng packs and sponges, which is appropriate to
| apar ot oy, not | aparoscopy.

Dr. Weks said that in the less than 1 percent group
on page 6: wurinary retention, vulvar edema, vulvar vaginal
edema but severe enough to occasionally require cause urinary
retention, should be included.

The Chairman stated that the FDA wanted nore input on
the problem about wuse in patients undergoing gynecol ogic
| apar oscopi ¢ surgery that may include adhesi ol ysi s.

Dr. Sharp said it would include tubal sterilization
expl oratory | aparoscopy, di agnostic | aparoscopy, t uba
ligations, and Qophrectony. Dr. Sharp said it could extend
to renoving an adnexa. When |arge portions of the peritoneum
are exposed, you are likely to get adhesions.

The Chairman asked about situations in which the
vagina or bladder is open but adhesions form Dr. Sharp
advocated limting it to clean cases. Dr. Weks said that
the labeling should reflect what has been investigated and
that expansion would occur naturally as clinical experience
devel ops.

Question Six asked “Does the Panel have input regardi ng any
i ssues that should be addressed in a post-approval study?”

Dr. Weeks asked about |ooking at future pregnancies in
pati ents undergoi ng | aparoscopy for infertility.

Open Public Hearing and Final Comments
The Chairman called for public comment. There being none,

he opened the floor for final comments from the FDA and the
sponsor. The FDA had no further comments.
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For the sponsor, Dr. diZegera said that the Panel was
considering issues the sponsor had spent years working on.
The endpoint the sponsor is looking at is adhesions, and
the evaluation of those endpoints was done in a blinded
fashion. LRS had a statistically significant effect in
reducing adhesions, and that made it an unusually active
control. However, since LRS is not approved, the question
is not whether Adept is better than LRS but whether Adept
is better than nothing.

Adept showed many benefits. Fertility potential was
preserved, demonstrated by lowered AFS scores. The
sponsor’s position is that all adhesions are important, and
clinical consequences of adhesions become more apparent as
the number of adhesions increase, so it is important that
Adept showed benefit throughout all the groups of

adhesions. Efficacy was maintained with increase in extent
of endometriosis. Pelvic pain was reduced.
The fundanent al issue wth dense adhesions is

subsequent surgery from the standpoint of causing additiona
problenms on an ongoing basis, and there's a 50 percent
reduction there, which this is the first time that degree of
reducti on has been shown.

The safety record is established, and the device is
easy to use. The device fills an unnmet nedical need and
shows an unusual Iy high benefit to risk ratio.

Panel Deliberations and Vote

Dr. Bailey read the Panel recommendations options for Pre-
Mar ket  Approval Applications. The Chairman called for a
notion, and Dr. Sharp noved for approval wth conditions.
Dr. Isaacson seconded the notion

The first condition, nmoved by Dr. Sharp, was that the
device be indicated for clean cases and that the |anguage of
the labeling reflect that thus on page 4: "Adept Adhesion
Reduction Solution is intended for use as an adjunct to good
surgical technique for the reduction of post surgica
adhesions in patients undergoing gynecologic |aparoscopic
surgery which excludes breach of the gastrointestinal tract
or vaginal nucosa." Dr. Sharts-Hopko seconded the notion
After discussion of the limtations of the |anguage, Dr.
Sharp retracted the notion.

Dr. Cedars noved to take out the statenment "surgery
which may include,” so that it reads "Adept Adhesion
Reduction Solution is intended for use as an adjunct to good
surgical technique for the reduction of post surgica
adhesions in patients undergoing gynecologic |aparoscopic
adhesiolysis.”" Dr. Weks seconded the notion and it carried
unani nousl y.
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Dr. Sharp noved to state under “precautions” that the
use of Adept has not been studied in patients wherein the
vaginal epithelium is breached. Dr. Cedars seconded the
notion and it carried unani nously.

Dr. Snyder noved to include in the safety and
ef fectiveness statenent that Adept has not been studied for
primary prevention. Dr. |saacson seconded the notion and it
carried unani nously.

Dr. Snyder noved to anend the precaution section to
include the statenent regarding |abial edema or swelling, as
well as wurinary retention. Dr. Cedars seconded the notion
and it carried unani nously.

Dr. Enerson noved to take out the | anguage on the
success rate, “decreased by at least three,” and "there was a
success rate,"” and replace it with "first primary efficacy
endpoi nt was defined as the proportion of patients for whom
t he nunber of sites wi th adhesions decreased by at |east the
| arger of three sites, or 30 percent of the nunber of sites,"”
at the bottomof page 7 of the labeling. Dr. Snyder seconded
the notion, and it carried unani nously. However, after
further discussion, Dr. Snyder suggested an amendment to
Dr. Emerson’s amendment removing the material inside the
parentheses on page 8 to clarify the meaning of success and
eliminating A underneath. Dr. Emerson accepted the change
and added that the language at the top of page 8,
“significantly greater percentage of patients” should read
“the Adept met this first primary endpoint. There was
also discussion about changing the accompanying charts and
graphs. The Chairman added the amendment to change the
word “control” to LRS throughout the document, which
Emerson accepted. When Emerson read back the motion, it
read: “On page 7, it would be the first primary efficacy
endpoi nt was defined as ‘the proportion of patients for
whom' so | deleted the word ‘success rate which was.’ The
top of page 8, ‘a significantly greater percentage of
patients, 45.4 percent in the Adept group nmet the first

primary endpoint conpared to 35 percent.’” Notice at the top
of figure 1, we just have to say ‘pivotal study first primry
efficacy endpoint (percentage of patients).” Simlarly, the

axi s can be ‘percent of patients neeting first primary
efficacy endpoint.” Table 3, the title is okay. And then
down, ‘success’ is replaced with ‘first primary efficacy
endpoint.” And you could say ‘difference in percent of
patients neeting threshold.” And under A say, ‘the first
primary efficacy endpoint was net if the nunber of sites with

adhesi ons decreased.”” Dr. MIler seconded the changes and
the notion carried unani nously.
Dr. Isaacson noved to, at the bottom of page 9,
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secondary efficacy, include the secondary endpoints in which
there was no difference between Adept and LRS. Dr. Weks
seconded and the notion carried unani nously.

Dr. Cedars noved to renove, on page 9, the |anguage in
italics: “renoved all packs and sponges.” The notion was
seconded and carried unani nously.

Dr. Sharts-Hopko noved that on page 10 under secondary
efficacy to indicate pain reduction two nonths post-procedure
in the LRS group after the |anguage “Ei ghty-three percent of
Adept patients.” Dr. Emerson seconded. Dr. |saacson pointed
out that the change may be covered by her notion. Dr. Weks
said that the issue was that the statenment concerning the 83
percent rate in the text favored Adept and should be
elimnated. The notion was restated thus: to provide a table
of the secondary efficacy endpoints along with P values
conparing the control to treatnent arnms with an explicit
denotation that it's not adjusted for nultiple conparisons.
Dr. Romero added that table 13 would be used to replace the
narrative. The notion carried unani nously.

Dr. Enerson noved to renove the phrase regarding the
attribution of the vaginal bleeding events on page 4 of 10.
The specific phrase is the parenthetical: “The vaginal
bl eeding effects were not considered to be related to Adept
or control, and none was considered severe.” Dr. Snyder
seconded and the notion carried nine to one, Dr. |saacson
di ssenti ng.

Dr. Emerson noved that there be a post-narket
surveill ance database for infections follow ng accidental
bowel perforation. Dr. Sharp seconded the notion. Dr.
| saacson suggested that the database include intentional
bowel anastonosis. Dr. Sharp suggested that the notion be
made broad to address infection. After sone discussion,
including the question of whether Adept was contraindicated
in cases of bowel perforation, the notion was w thdrawn.

Dr. Snyder noved to require a post-market survey study
on fertility rates follow ng use. Dr. Weks seconded. Dr.
Ronero suggested that a pregnancy study collect data on
births. Dr. lsaacson suggested following to the point of
intrauterine pregnancy. There was also the concern of
ectopi ¢ pregnancy. After discussion of what to track and the
burden to to sponsor as well as the useful ness of the data,
Dr. Snyder w thdrew the notion

Dr. Hllard noved to have the product studied in a
group for the primary prevention of adhesions. Dr. Enmerson
seconded the notion. The FDA commented that that is not the
group included in the indication for use. Dr. Emerson added
that is would be difficult to define a group that you re sure

27



does not have adhesions. It would be a study for a new
indication. The Chairman said that the Panel could suggest
the study but that it mght not be possible for the FDA to
make the sponsor seek an indication. The FDA said that a
different study for a different indication did not belong in
this discussion, especially since the indication being sought
was not yet approved. The Chairnman noted that once the
i ndi cati on sought was approved, the neeting would be over, so
there was no way to address the issue. Dr. Hillard wthdrew
t he noti on.

There being no further conditions, the Chairman called
for a vote that on the notion that Innovata s Pre-Market
Approval Application nunber P050011 for the Adept Adhesion
Reduction Solution be conditionally approved with the above
nine conditions that passed. The notion carried unani nously.

The Chairman then asked each Panel nenber to state the
reason for his or her vote. Dr. Cedars stated that the
safety data is reassuring, the data supports efficacy, and
that there is no currently-available system for preventing
adhesi on formation during |aparoscopy. Dr. Sharp said that
the device is safe and that two of the three co-prinary
endpoi nts were satisfactory. Dr. Hillard cited the safety,
statistical significance, and probable clinical significance.
Dr. Chengini expressed reservations for the efficacy conpared
to LRS but acknow edged that the device does help sone

patients. Dr. Weks was convinced about safety, but |ess
about efficacy and voted to support the device because the
indication was limted to adhesiolysis. Dr. Sharts-Hopko
said that the safety data was conpelling and that he
anticipates the conpetition that wll energe. Dr. Snyder
said that it wll be years before nmedicine understands

adhesions, but the trial showed efficacy in decreasing them
and he would want this product to be available. Dr. Enerson
said that clinical effectiveness was unclear due to the
activity of the control, but the reduction was sufficient for
approval . Dr. Isaacson said that there’s no way to predict
clinical significance at this point, but he felt conpelled to
vote for it because of Point Two. Dr. Mller echoed
everyone’s comments, adding that it is difficult to |ook at
the fluid as a device. Dr. Ronero spoke from the consuner
perspective, citing the reassurance of the safety profile.
He hoped that the manufacturer and clinicians would be
responsi ble in what information they give the patients
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regarding realistic expectations. M. GCeorge concurred with
what the nenbers had said and was glad that the conditions
did not require a post-nmarket study, since the sponsor
already has an incentive to do the studies and try to expand
the indications for use.

Adjourn

The day’s agenda conpleted, the Chairman adjourned the
neeting at 6:08 p. m
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Obstetrics and Gynecology Devices Panel
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