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PROCEEDI NGS
Call to Order and Openi ng Renarks

DR. FONG Good norning. | am Donald
Fong. | amthe Chair of the Subconmittee on
Ophthal mi ¢ Drugs. This norning, we are going to
tal k about a vitreous product from | STA
Pharmaceuticals. What | would like to do is start
it off by introducing everybody on the conmittee.
Maybe we can start on ny left-hand side, start with
our dermatol ogist, Dr. Schnidt.

DR. SCHM DT: | am Jinmy Schm dt from
Houst on, Texas.

DR RINCEL: Eileen Ringel from Mine.

DR. TAN: M ng Tan, University of Maryl and
School of Medicine, Professor of Biostatistics.

DR PHLLIPS: Bill Phillips fromthe
Washi ngton, D.C. area.

DR WLKINSON: Pat WIkinson from
Bal ti nmore.

DR. PULIDO  Jose Pulido from Chi cago.

DR GATES: WIliam Gates, Nashville,
Tennessee.

DR. FONG Donald Fong. | represent
Kai ser Permanent, Southern California.

DR. FEMAN: | am Steve Fenan from St.
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Louis University in St. Louis.

DR DUNBAR |'m Jennifer Dunbar from Loma
Li nda University in California.

DR STEIDL: |1'm Scott Steidl fromthe
Uni versity of Maryland in Baltinore.

MS. KNUDSON: |'m Paul a Knudson from
Houston, Texas.

DR HARRI'S: Jennifer Harris, FDA

DR. CHAMBERS: W /ey Chanbers, Deputy
Division Director for the Division of
Antiinflammatory, Anal gesic and Opht hal nol ogi ¢ Drug
Product s.

DR SIMON: Lee Sinon, Division Director
for Anal gesic, Antiinflanmatory and Opht hal nol ogi c
Drug Products.

DR BULL: Good norning. Jonca Bull,
Ofice of Drug Evaluation 1V, Director.

DR FONG | think we want to go back to
Dr. Brown.

DR BROMN: Jerem ah Brown from San
Antoni o, Texas, University of Texas Health
Sci ences.

DR. FONG Kinberly, would you m nd
reading the Conflict of Interest Statenent?

Conflict of Interest Statenent
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MS. TOPPER: The foll owi ng announcenent
addresses the conflict of interest with regard to
this neeting and is nade a part of the record to
precl ude even the appearance of such at this
meeting. Based on the submitted agenda for the
meeting and all financial interests reported by the
conmmittee participants, it has been determn ned that
all interests in firms regulated by the Center for
Drug Eval uation and Research which have been
reported by the participants present no potential
for an appearance of a conflict of interest at this
meeti ng.

In the event that discussions involve any
other products or firms not already on the agenda
for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol venrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask, in the interest of fairness, that they address
any current or previous financial involvenment with
any firms whose products they nay wi sh to comment
upon.

Thank you.

DR. FONG | also want to point out that
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Dr. Chew fromthe NNH will be here later one. She
is stuck in traffic.

Dr. Chanbers:

I ntroduction

DR. CHAMBERS: Thank you. | would like to
take this opportunity to welcome all of the
conmi ttee nenbers and the sponsor of the New Drug
Application that we are discussing and the audi ence
for what is a not particularly frequent advisory
conmittee based on the fact that we have tried to
be as selective as possible to try and respect
everybody's tine and bring to the comm ttee just
t hose i ssues where we have new indi cations, new
cl asses of products, something relatively newto
the area of ophthal nol ogy.

That is the case for this norning, or for
today. In this particular case, we have not
previously had applicants submt applications for
i ssues involving bleeding within the eye or
basically the treatment of any kind of vitreous
henorrhage, whether that is for just the treatnent,
whet her that is for particular aspects of the
i ndi cation, but any particular--this is a new
i ndication for us.

The nol ecul e that we are tal king about is
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relatively old. There is a slight winkle, in this
particul ar case, in that the source is not from
bovine. It is fromovine. But the nolecule is
otherw se relatively well-known to nenbers of this
committee.

Its use is new, and that is what we are
going to primarily focus on. W wll be talking
about the clinical aspects of the New Drugs
Application, not necessarily all of the pharmtox
or chem stry aspects, and, consequently, we wll be
asking for opinions on benefit-to-risk and
particul ar aspects of this study design, the trials
that were done, the results, the clinical utility.

We do not expect, whether we get yes, no
or indifferent fromthe conmm ttee today, to have
that be the final decision on whether the
application is approved or not approved. There are
many ot her aspects that go into a New Drug
Application such as the chem stry and
manuf act uri ng, such as sone of the pharmtox
information, other parts that we will not be
di scussi ng today.

VWhat we are keying on is the area we
bel i eve you have expertise to help us with and that

isinthe area of the clinical results and the
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clinical utility. W thank you for helping us with
that experti se.

We are as interested in the discussion
that goes on and conments that you have as any
particul ar votes. There will be a number of votes
and particul ar questions being asked to you, but we
are just as interested in the discussion that goes
along with all this and there are m nutes being
taken as well as a transcript being prepared which
is why we ask everybody to try and use the
m cr ophones and speak as clearly as possible and
identify yourself if you haven't already been
i ntroduced as you first come on to help the
transcriptionist with the recordings.

At any point along, if there are any
questions, please feel free to ask either the
Chai rman, Dr. Fong, or nyself or anybody el se on
the FDA staff and we will try and help out and try
and nake things run as snmoothly as possible.

Agai n, thank you for your time. | wll
turn it back over to Dr. Fong

DR. FONG Thank you, WI ey.

Next up is the presentation fromthe
sponsor.

Sponsor Presentation
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I ntroduction

DR. ANIDO  Good nor ni ng.

[Slide.]

My name is Vince Anido. | amthe
Presi dent and CEO of | STA Pharmaceuticals. It is
our pleasure to be here today. M role is
relatively sinple and that is to basically share
with you our agenda for the next sixty mnutes or
so.

Before | do that, | would like to first of
all take the opportunity to thank Dr. Bull, Dr.
Simon, Dr. Chanbers, Dr. Harris and the nenbers of
the FDA team for all the support and hel p that they
have provided getting us to this point, and al so
Dr. Fong and the Advisory nenbers for their tine
that we will be spending on this application today.

[Slide.]

| STA is a specialty pharmaceutical conpany
with a focus on ophthal nol ogy.

[Slide.]

We believe, and we will be show ng you
data today that support the approval for the
treatment of vitreous henorrhage for our product
Vitrase. It is for the treatment of vitreous

henorrhage not only to inprove visual acuity but

file:///C)/Temp/0317DERM.TXT (10 of 246) [3/26/2003 1:23:31 PM]



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

also to facilitate the physician's ability to
di agnose the underlying disease.

This will be the first pharnmaceutica
product approved in this particul ar category.

[Slide.]

Vitrase is a single injection
intravitreous, highly purified ovine hyal uroni dase.
We have been working on this for roughly about ten
years and, in that tine frane, we have actually
dosed up to 1,500 patients in about thirteen
countries.

[Slide.]

The devel opnent history of the product
pretty nuch spans the history of our company. W
were founded in 1992 and that is when we started
wor ki ng on hyal uroni dase for opht hal nol ogy
applications. One of the significant events for us
was the fast-track designation that we received in
1998 which then allowed us to subnmit sections of
the NDA throughout the Year 2002. That was the
preclinical, clinical and the CMC sections.
Qoviously, that is what ha gotten us here today.

[Slide.]

The presentation for us will as foll ows:

the clinical and the di sease background will be
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provided by Dr. Jack Chandler. Jack has been a
consultant to | STA for the last tw years. Prior
to that, he was the Past Chair and Professor of
Opht hal nol ogy at both the University of Illinois
and the University of Wsconsin.

Dr. Lisa Gillone, who is our Vice
President of Cinical Research and Medical Affairs,
will then go through the data fromthe Phase |
studi es and show you the efficacy of the drug. Dr.
Chandler will then come back and tal k about the
safety of the product.

After that, we will go through and have
Dr. Barry Kuppernman, who is Associate Professor at
the University of California at Irvine in the
Opht hal nol ogy Departnent, and Dr. Gary Thomms, a
vitreoretinal specialist in one of the |argest
practices in Los Angeles, will talk about the
i nvestigators' perspective. They were the |ead

i nvestigators for our product in the US

After that, Dr. Kirk Packo will tal k about

the inpact of our drug on ophthal nol ogy practice in
general. Kirk is Associate Professor of
Opht hal nol ogy at Rush Presbyterian. He is the

| medi ate Past President of the Anerican Society

of Retina Specialists. After that, Dr. Gllone
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will wap up on concl usions.

[Slide.]

For the QA Section, in addition to the
various presenters that we have, we have two other
gentlenen, Dr. Ray Buck who is a statistica
consultant for us from Cato Research, is available
to answer questions as is a nenber of our DSMB, our
Data Safety Monitoring Board, Dr. Brooks MCuen who
is with Duke University.

[Slide.]

From the company avail abl e to answer
questions will be, in addition to Dr. Gillone and
myself, M. Marv Garrett who is the Vice President
of Regul atory Affairs, Quality and Assurance; Bill
Craig, who is a V.P. of Research and Product
Devel oprment; and Kirk McMillin, who is Vice
Presi dent of Operations.

[Slide.]

Now | will turn it over to Dr. Chandler.

Cini cal Background

DR. CHANDLER: Ladi es and gentlenmen, good
nmor ni ng and Happy St. Patrick's Day. Fort past two
years, | have been serving as a consultant for |STA
Phar maceuticals as a nmenber of their Cinician

Advi sory Board serving and working on the

file:///C)/Temp/0317DERM.TXT (13 of 246) [3/26/2003 1:23:31 PM]

13



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

preparation of this NDA, especially the safety
sections, and was the Chairman of the Efficacy
Eval uation Conmittee in the past several nonths.

[Slide.]

Spont aneous vi treous henorrhages that are
severe, based on one study, a prospective study,
appear to occur in about 7 per 100,000 popul ation
on an annual basis. For the United States, this
transl ates to approxi mately 20,000 nore patients
with vitreous henorrhages entering the pool each
year.

[Slide.]

The common causes, nost of which lead to
uni l ateral but not al ways vitreous henorrhage,
include proliferative diabetic retinopathy,
posterior vitreous detachnents with or wthout a
tear or detachnment, trauma, branch or centra
retinal vein occlusion, retinal nacroaneurysm
age-rel ated macul ar degeneration and subarachnoi d
henorr hage

[Slide.]

63 percent of the bilateral cases are
related to proliferative diabetic retinopathy.
Except for trauma and subarachnoi d henorrhages

where the retina is usually normal, there is
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usual Iy preexisting retinal pathology in the other
eti ol ogi es.

[Slide.]

In ternms of nechani sns of vitreous
henorrhage, tear can happen in nornal bl ood
vessel s, vessels from neovascul ari zation or
di sease. As well, they can occur fromother sites
such as the choroid.

[Slide.]

The sequel ae include decreases in visua
acuity for the patient. For the ophthal nol ogi st,
it obstructs visualization of the posterior pole,
prevents therapy of sight-threatening pathol ogy
such as retinal and choroi dal neovascul ari zati on
and causes, in an experinental nodel in nonhuman
primates, at |least, the blood in a | arge henorrhage
directly seens to cause retinal pathol ogi c changes
and el ectroretinographic abnornalities.

[Slide.]

Nat ural - hi story studi es give us an
opportunity to | ook at the consequences of vitreous
henorrhages. | will show you three that are very
illustrative of this.

[Slide.]

A study of 85 untreated | arge
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vi treous-henorrhaged eyes in the United States
showed that 70 percent, at three to ten years of
foll ow up, had no better than 5/200 vision.

[Slide.]

In Spain, a simlar study |ooking at
untreated massive vitreous henorrhages showed that,
conpared to baseline, 26 percent had i nproved at
three nonths but 74 percent were worse or
unchanged. At two years, with no treatnment, half
of the patients were worse than hand notion and
only 21 percent were better than hand notion

[Slide.]

The DVRS study, the diabetic retinopathy
vitrectony, which was an NEl col |l aborative trial,
had an armthat dealt with severe vitreous
henorrhage that included 312 eyes, as you are al
well aware. Half were random zed to i medi ate
treatnent after the detection and randoni zation was
taki ng place for henorrhages that were roughly at
| east six nmonths in duration. Visual acuity was
simlar to what we have in our Phase Il studies.

[Slide.]

The del ayed armis what | amtalking about

that gives us a |ook at a natural history where

vitrectony was del ayed for one year. |In that
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group, 22 percent had the henorrhage cl ear
sufficiently that they didn't need the vitrectony
at one year. 11 percent had vitrectomes to dea
with traction, retinal detachnents. 5 percent,
during that one year, becane inoperable for such
things as conplicated retinal detachnments and
neovascul ar gl aucona.

[Slide.]

So we have currently, in our armanentarium

as opht hal nol ogi sts, natural history, watchful
wai ti ng, whatever you want to tal k about, where
there is poor clearance, an inability to diagnose
and treat the condition. Wile it is untreatable,
there is progression of the underlying pathol ogy
and, for a vast majority of these patients, there
is a poor visual outcone, not just short term but
long term as we saw in the first study.

Currently, there is no pharnmaceutica
treatnent for vitreous henorrhage. That is the
role we are tal king about today for Vitrase.

[Slide.]

On the other hand, and you are all very

aware of it, is vitrectony, a nmjor ocular

procedure. Sonme eyes and patients are a poor risk

It is costly. There can be serious conplications.
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In the DRVS, which was quite a while ago, now, they
were as high as 30 to 40 percent. G ven today's
nodern techni ques and i nstrunentation, obviously,
that rate is nuch lower but it is not elimnated.
There are still serious conplications with
vi trectony.

[Slide.]

In | ooking at and conceiving of where
Vitrase would play a role, the follow ng goals were
set, that it would be safe, that it would speed the
henorrhage cl earance, help restore visual function,
all ow early therapy of the underlying pathol ogy
when it was there, and it would not preclude future
vitrectony and that it would be an office procedure
that was wi dely avail abl e.

[Slide.]

For the patient, this nmeans, if Vitrase
nmeets these goals, that there will be earlier
di agnosi s and treatment, earlier return of visual
function for those with unilateral henorrhage, and
you wi Il hear, on the videotape, a wonderful
di scussion of this by a patient, an inprovenent in
their visual function. It is self evident, I
think, for the patients with bilateral henorrhages

that this would be a marked help to them
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[Slide.]

As has been mentioned, Vitrase is highly
purified ovine testicular hyaluronidase. It is
prepared, preservative free, and it is then nade up
with sterile sodiumchloride, the same sodi um
chloride that was in our saline placebo treatnent
arm This is not the sanme, obviously, as a natura
hi story, no treatment option, as people have now

[Slide.]

Phar macoki neti cs have been | ooked at in
ani mal studies following intravitreous injection
The half-life in plasma is 49 hours. The highest
concentrations are achieved in vitreous, retina and
sclera. The half-life in ocular tissues is
sonmewhere between 60 and 112 hours, roughly two to
four days.

[Slide.]

In terms of the nechanisns of
hyal uroni dase, we know that it cleaves glycosidic
bonds of hyaluron to form|l ow nol ecul ar-wei ght
hyal uron. You can specul ate down the rest of the
way, although not fully proven, that it leads to
collapse and liquification of the vitreous. It
facilitates diffusion of nolecul es including

proi nfl ammat ory chenotactic factors, that it
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pronotes the ingress of phagocytic cells and the
egress of red bl ood cells and red-bl ood- cel
br eakdown products in proteins.

[Slide.]

In a schematic fashion here, and with
actual clinical photos here, you can see what we

concei ve of as happening with treatnent with

Vitrase. To look at the clinical photos, this was

taken the day of and just before, just prior to,
Vitrase injection. This is eight days follow ng
it, and three weeks.

What you see is a large--typical of the
henorrhages that we had at the onset covering

critical areas of the posterior pole and breaking

up of the henorrhage and egress of red blood cells

actual | y happening in sone patients quite rapidly,
others slower. But this is what the concept of
what Vitrase does followi ng an intravitreous

i njection.

[Slide.]

Next, we are going to turn to talking
about the Phase IIl trials, study design and
efficacy results by Dr. Lisa Gillone.

St udy Design and Efficacy

DR. CGRILLONE: Thank you, Dr. Chandl er
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and top of the nmorning to everybody here this
morni ng. Today, | amgoing to provide for you
efficacy results for Vitrase for the treatnment of
vi treous henorrhage.

[Slide.]

Two Phase Il studies were conducted,
controlled clinical trials, double-masked,
pl acebo-controlled in 131 sites in which patients
were contributed to the intent-to-treat popul ation.
Overal |, across twelve countries, we accunul ated
1, 306 patients.

You will see here that there were four
doses, at least in one of the studies, in the North
Anmeri can study. These doses included 7.5, 55, 75
IU Vitrase conpared to saline

[Slide.]

In the Ex North American study, the 7.5
International Unit dose group was not included.

For the Ex North Anerican study, 556 patients from
a total of many centers in nine countries
contributed to the intent-to-treat popul ation

[Slide.]

In the North American study, conducted in
the United States, Canada and Mexico, 750 patients

contributed to the saline-controlled
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22
intent-to-treat population study. | wll also
point out to you here, on the right-hand side, you
see sone nunbers. This is the watchful waiting
control study that was the initial protocol begun
several years ago. This study, once it had
accunul ated 71 patients in which the control arm
was a watchful waiting, no treatnent, arm This
study was di scontinued and the saline control study
was reinitiated to enroll the 750 patients.

[Slide.]

Presentation today will focus on study
design, efficacy neasures, which | will define for
you. Patient denpgraphics and characteristics
will be presented and three-nonth efficacy results
will be presented as well. Wen Dr. Chandl er cones
back and presents safety data, that will be all of
the safety included in the NDA subm ssion for al
of the patients at that tine.

[Slide.]

Vitrase efficacy. Today, | amgoing to
show you results fromtwo controlled clinica
trials that will denonstrate and confirmthat we
see clinical efficacy in four efficacy measures
early. The first efficacy neasure will be

reduction in henorrhage density; second,
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i nprovenent in best-corrected visual acuity; third,
an outcome by investigator which is the surrogate
success endpoint w thout the docunmentation by the

i nvestigation and, of course, the primary efficacy
endpoi nt whi ch was surrogate success.

You will see results in two separate
trials, the arrows here indicating statistica
significance, that we reached statistica
significance early, at Month 1, and that that
efficacy was confirmed in three of the four
paraneters through Month 2 and, in some cases, even
as far out as Month 3.

[Slide.]

Let's begin with the eligibility criteria.

Patients for this trial had to cone in to the study
with a henorrhage for at |east one nonth, but |

will show you, in a mnute, that actually nmany of
these patients had henorrhages that were rmuch ol der
than one month. As well, the henorrhage had to be
severe at study entry. Severity would be a Grade 3
or a 4 that woul d obscure visualization of the
fundus, and | will define that better for you in a
m nute. O course, the best-corrected visual acuity
woul d worse than 20/200 in the study eye.

[Slide.]
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Henorrhage severity of Gade 3 or 4 in al
twel ve cl ock hours was defined for a Gade 3, for
exanple, as a red reflex that would be visible
wi thout central retinal-vein detail posterior to
the equator.

[Slide.]

Let ne give you an exanple. This would be
a nonqual i fyi ng henorrhage because, while we see
blood in the vitreous, you can see retinal detai
posterior to the equator. | amnot sure that you
can see it here and there is a little bit of detai
that you can see there.

[Slide.]

This would be a Grade 3 qualifying
henorrhage even with headlight in the fog visible.
This, of course, is a Gade 4 qualifying
henorr hage

[Slide.]

Exclusion criteria. Primarily, if the
patient had a retinal detachnent, ocular trauma
vitrectony and especially if there was no |ight
perception in either eye.

[Slide.]

For your information, this study was

studied by a data safety nonitoring board chaired
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by Dr. Tom Fleming. Menbers of the board included
Rick Ferris, Brooks MCuen and Al an Byrd. They
conducted four interimanalyses at which they

eval uated both safety and efficacy. At all four

i nteri manal yses, they recommended continuation of
t he study.

[Slide.]

Patients were random y assigned to receive

a single intravitreous injection, a 50-mcroliter
injection, in one eye. Three or four treatnent
groups, as | nentioned previously and as a
rem nder, the Ex North Anmerican study did not have
a 7.5 U dose group. The two doses in conmon to
the two trials, then, were 55 and 75 versus the
saline control

[Slide.]

Ef fi cacy measures. Reduction in
vi treous-henorrhage density. Certainly this is
i mportant to the physician because it denonstrates
that there is clearance of the henorrhage
sufficiently to evaluate the underlying retina
pat hol ogy. Inprovenent in best-corrected visua
acuity, which I will define shortly, an outcone
determ ned by the investigator, sinply the

cl earance of the henmorrhage with diagnosis and
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treatment if required. This is the same as the
surrogat e success endpoi nt which was the origina
primary efficacy endpoint except that there is no
requirenent in the outcone here for docunentation
by the physician whereas the requirenent, and this
is an inportant distinction, in the surrogate
success eval uation, there was a requirenent for the
investigator to docunent clearly that the | aser
treatment had been conpl eted

[Slide.]

So, while the surrogate success prinmary
endpoi nt was success on or prior to Month 3, and
that success being a clearance in henorrhage
sufficiently to diagnose, see the underlying
retinal pathol ogy and conplete the appropriate
| aser treatnent.

There had to be docunmentation that the
| aser treatnent was conpleted or, for exanple, if
no treatment was required and a fundus photograph
had to be taken, there was a requirenent that that
fundus phot ograph had to be adequate. So, if you
had a patient and the fundus photograph was nm ssing
or not clear, that patient would be a treatnent
failure in the surrogate success but a treatnent

success in the outconme by investigator, an
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i mportant distinction.

[Slide.]

There are several mmjor shortcomngs with
the surrogate success endpoint. Wiile it was our
primary endpoint, in point of fact, there were
several things that had to be taken into
consideration. Data fromthe Phase |IB clinical
trials suggested that efficacy would be net--that
is clearance of the henorrhage sufficient to
di agnose and treat--by Day 56.

When t hese Phase 111 studies were planned,
the sponsor thought that it would be better to
extend that Day 56 tinme point to 90 days in order
to secure that docunentation fromthe investigator.
In point of fact, you will see in a mnute that we
had efficacy nuch earlier rather than | ater.

[Slide.]

Agai n, outcone by investigator sinply does
not require documentation in the case report form
that the treatnent was conpl et ed.

[Slide.]

Reducti on in henorrhage density required
that the appropriate number of clock hours, six if
the patient had proliferative diabetic retinopathy,

had a clearing to a Gade 0 or 1, and, for patients
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who had branch retinal -vein occlusion, that
clearing was appropriate in three clock hours, thus
all oned the appropriate territory for |aser
phot ocoagul ati on.

[Slide.]

What does that |look like? On the left
here, a Grade 0, where you can see conplete
cl earance, and, on the right, while you have sone
blood in the | ower portion here, clearly there is
sufficient area for the physician to do | aser
phot ocoagul ati on.

[Slide.]

We required this. Again, as | say, a
Grade 0 or 1 and at |east six clock hours, or 0 or
1in three clock hours for those patients with
branch retinal -vein occl usion.

[Slide.]

Certainly, the nost inportant and
princi pal efficacy endpoint is inmprovenent in BCVA
Wil e the surrogate success endpoi nt was not an
endpoi nt that was accepted by the agency because we
could not provide a conplete validation for this
protocol, the inprovement in best-corrected visua
acuity is an efficacy endpoint that is accepted.

Here, we | ooked at a mnimumof at |east a
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three-line inprovement or 0.3 | ogMAR units where
each letter is 0.02 | ogMAR units.

For those patients who were not able to
read on chart, for those patients who had off-chart
vi sual acuity--in other words, those patients who
m ght have |ight perception or hand notion at study
entry--and you will see, in a mnute, that there
were quite a nunmber of those--we took a very
conservative approach because there was no
protocol -defined nethod for illunination and target
di stance and so forth.

So, because of that, we took the
conservative approach that |ight perception to hand
moti on woul d count as a one-line inproverent and
hand notion to count fingers would be a second |ine
and then count fingers to reading any letter on the
chart would be the third Iine of inprovenent.

[Slide.]

I mprovenent in best-corrected visua
acuity, of course, answers an inportant clinica
question; is there a nmeaningful inprovenent in the
patient's vision resulting fromthe henorrhage
density clearance. Reduction of henorrhage density
clearance of 0 or 1 clock hours--sorry.

[Slide.]

file:///C)/Temp/0317DERM.TXT (29 of 246) [3/26/2003 1:23:31 PM]



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Roadmap. | will present all of the data
in the followi ng order. Study sequence will be Ex
North Anmerican, then the North American study and
then the two studies integrated.

[Slide.]

Let's begin with the patient denographics.

You will see that there is no apparent difference
between the Ex North Anmerican, North Anerican and
the Integrated dataset for the two doses in comon,
55 and 75, for gender or age. Ethnicity for
Caucasi an, black or Asian while, in the category

"other," in the North American study, 40 percent of
the patients checked this category.

That represents primarily the 33 percent
of the patients in the North Anerican study that
were Hi spanic fromthe Mexican sites and severa
other sites with a high Hispanic popul ation

[Slide.]

Eti ol ogy of the baseline vitreous
henorrhage. First of all, nore than 70 percent of
the patients had proliferative diabetic
retinopathy. 15 to 20 percent of the patients had

central retinal-vein occlusion or branch

retinal -vein occlusion or exudative macul ar

degeneration, and the renainder in the other categories.
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[Slide.]

I nmentioned earlier, when |I mentioned that
vitreous henorrhage duration had to be at |east one
month, that, in fact, the duration was closer to
four months. You can see by the standard deviation
that the range was quite high. Not only did the
majority of patients have a henorrhage duration
| onger than a nmean of at |east four nonths, but
several, nmany, had a henorrhage duration of nuch
| onger than that period of tine.

[Slide.]

Basel i ne di abetic status. Wile 24
percent of the patients were nondi abetic, and
rem nd you that these studies were not stratified
by diabetic status, nore than 75 percent of the
patients were diabetic at study entry. This is
i mportant because we found sone interesting results
in this subgroup, in the diabetic subgroup,
popul ati on.

[Slide.]

Now, the off-chart visual acuity. More
than 90 percent of the patients, overall, could not
read one letter on chart; that is, nore than 90
percent of the patients could only have vision of

i ght perception, hand notion or count fingers at
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study entry, an inportant point to keep in nind
when we | ook at the changes in best-corrected
vi sual acuity.

[Slide.]

Let's begin with the study data. Again,
the original primary efficacy endpoint, surrogate
success on or prior to Mnth 3.

[Slide.]

I would Iike to point out two things at
this point before--1 will begin the graph in a
m nute, but in your package, you have tables after
every one of the graphs that sinply describe the
nunbers and the absolute p-values. | will not
present the tables, in the interest of tine, today.
I will present all the results graphically.

Furthermore, Dr. Chandler, when he
presents safety data, some of the nunbers that you
have are just percentages and | think, in one of
your earlier packets, you also have the n's go
appropriately with that package. | believe you can
see which slides we have hit it in the interest of
time.

Let's |l ook at the graph for a mnute. |
Will just set this up for youu On the X axis, we

have time. These will be cunul ative data at Month
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1, Month 2 and Month 3. On the Y axis is the
proportion of patients achieving the efficacy
measure in question at the nmonent. Saline will

al ways be a blue line. 55 will be a yellow and 75
will be a red line.

One asterisk will mean statistical
significance to |l ess than 0.05 and two asterisks
wi Il mean significance to | ess than 0. 005.

So if we begin with the Ex North Anerican
study, the saline group, as you see here, and the
55 11U group seen here. | wll point out here that
we see, again, while we did not reach statistical
significance at the Month 3 tine point, in fact, in
this study, we reached the significance early at
Month 1. \Wenever you see letters enlarged in the
asterisk, that denotes that there is statistical
significance conmpared to saline.

Here is the 75 IU dose group which, while
it did not neet statistical significance,
certainly, by three nmonths, was in the same trend
as the 55 | U dose group.

[Slide.]

For the North Anerican study, this is
saline. Now, we have a 7.5 IU dose group in this

and we see, again, at the | ow dose group,
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significance early at Month 1, the 55 I U dose group
and the 75 I U dose group, both of these doses
reachi ng significance at Month 1 and Month 2

So, while the significance was not reached
at the Month 3 tine point, we have nearly 40
percent of the patients, neverthel ess, who did.

But the inmportant point here is not that we nissed
at three nonths. It is not that we got it later.
Contrary, we actually reached this endpoint earlier
than we anti ci pated.

[Slide.]

If we | ook at the dataset pooled for
saline, and 55, which is in conmmon, we see
significance at all three time points. At 75, we
see significance at Month 1

[Slide.]

Now to the outcone by investigator.

Again, the only difference here, conpared to the

surrogate success, is that this did not require the

docunentation. So that if the photograph was

m ssing but the investigator said that there was

treatnment success and that they had taken the

phot ograph, we counted this patient as a success.
[Slide.]

If we | ook at the Ex North Anerican study
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for saline, for the 55 | U dose group, clearly the

i nvestigators thought that there was success at
Month 1, Month 2 and Month 3. For the 75 | U dose
group, while we didn't reach treatnment success
statistical difference, we see the same trend as in
the 55 | U dose group.

[Slide.]

In the North American study, for the sane
outcone, saline, 7.5, having a treatnent effect
reaching statistical significance again at all
three nonths at 55 and 75. So, in all three dose
groups in this case, we reached statistica
significance for the outcone determ ned by
i nvestigator.

[Slide.]

In the Integrated dataset for saline and
the two dose groups in common, 55 and 75, you can
see that there is an early treatnent effect.

Again, the investigators clearly believe there was
a treatment effect and that treatnment effect was
evi dent, 40 percent of the patients reaching
statistical significance out to about the
three-nonth time point.

[Slide.]

Now | ets turn our attention to the
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reduction in vitreous-henorrhage density. This is
the outcome that is inportant to the physician
because it tells us how nuch of the henorrhage has
cleared and if sufficient amount has cleared for
the underlying retinal pathology to be treated.

[Slide.]

In the Ex North American study for saline,
for 55 and for 75 I U dose groups, we see a
treatnment effect for the 55 | U dose group early
persisting through three nonths where we see a
statistically significant difference in nearly
40 percent of the patients reaching this outcone.

[Slide.]

In the North American study, simlarly for
saline, first, then, 7.5, 55 and 75 | U dose groups.
For the two | ow dose groups, we see this treatnent
effect again early, at Month 1, through to Month 2,
for the high-dose group, 43 percent of the
patients, approximately, having a statistically
significant difference in treatnment effect out at
three nonths.

[Slide.]

When we integrate the two studies for this
outcone, we see, for 55, there is a statistically

significant inpact conpared to saline both early
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and for the longer tinme points and, as well, for
the 75 1 U dose group. \Where we see that treatnent
effect, we see the reduction in henorrhage density
to nearly 40 percent of the patients by the three
month time point.

[Slide.]

Now | ets nmove to the inprovenent in
best-corrected visual acuity. W consider this the
principal efficacy neasure. This gives us
i nformati on about well the patient could see in the
condition of a reduction in vitreous-henorrhage
density. Wile | will show you a mni mumof a
three-line inmprovenent, | will tell you al so that
we have several anal yses where we | ook at not only
15 letters inmprovenent, how many of the patients
could read 15 letters on chart and, as well, how
many of the patients had 20/200 or better vision in
eyes, keep in mnd, that had no visual acuity
except for light perception, hand notion or count
fingers at study entry.

[Slide.]

So the three-line inprovenment, mininmally,
in the Ex North Anerican study for saline, now for
the 55 | U dose group, beginning with about 33

percent of the patients who had at |east a
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three-line inprovenent, reaching nearly 50 percent
of the patients, 46 percent of the patients, at the
three-nonth time point who had an i nprovenent
statistically significant difference and at | east a
three-line inmprovement by three nonths and the 75

I U dose group in the Ex North Anerican study, where
we consider these two nunbers, while 42 percent is
not statistical difference from32 percent in the
saline group, we consider these two values to be
quite simlar.

[Slide.]

In the North Anerican study, for saline,
for 7.5, for 55 and for 75, in all three dose
groups, we see at least a three-line inprovenent
early, one nonth after a single intravitreous
injection, and this effect persisted through to two
mont hs for the two hi gh-dose groups.

[Slide.]

When we | ook at the Integrated dataset as
well, for saline, for 55 and now for 75, again, in
bot h dose groups in the Integrated dataset, this
treatnment effect appears early. It is the mninal
i mprovenent in BCVA that we evaluated. Nearly 50
percent of the patients, 45 percent of the

patients, maintained that treatnent effect through
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to Month 3.

[Slide.]

We did a confirmatory analysis for this
i nprovenent in best-corrected visual acuity. Wile
you recall that, when | began, | said that if
patients went fromcount fingers to reading just
one letter on chart, we would count that as a
one-line inprovenent.

We also did something called read letters
as is, in which case we took the nunber of letters
read correctly on that first line plus the distance
at which the letters were read and we counted that.
We cal cul ated a | ogMAR unit score and called that
read letters as is. So it is an absolute score.

In this case, for the integrated dataset
shown here, you can see that there is a highly
statistically significant difference for both doses
at all three tinme points for those patients with
read letters scored as is.

[Slide.]

What have | shown you in the Ex North
Anerican study? First, that there is an early
response to Vitrase in the treatnment of vitreous
henorrhage. Whether we neasure it by a reduction

in vitreous-henorrhage density, statistically

file:///C)/Temp/0317DERM.TXT (39 of 246) [3/26/2003 1:23:31 PM]

39



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

significant at Month 1, inprovenment in
best-corrected visual acuity, the sane, a
statistically significant difference at Month 1
Qut conme by investigator and surrogate success, al
statistically significant at Month 1.

At the 55 unit dose as well, this outcone,
this statistically significant difference persisted
through Month 2 and Month 3 for three of the four
outcones, the only difference in the surrogate
bei ng that there wasn't adequate docunentation by
the investigator in the case report form

We confirned these results in the North
Ameri can study where, sinilarly, we see, for al
four efficacy nmeasures, an early treatnment effect,
earlier than we anticipated, Month 1. This
treatnment effect persisted for all four categories
of efficacy through Month 2 and for a few of the
categories, reduction in vitreous-henorrhage

density and the outcone by investigator even out to

Mont h 3.

[Slide.]

When we | ook at the integrated dataset as
well, we can see that there is confirmatory

evi dence here, when we pool the datasets, that, in

all four categories, we see a statistically
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significant difference not only early but one that
persi sts and continues through three nonths of
eval uation followi ng such a single intravitreous
injection of Vitrase.

Thank you.

[Slide.]

I would Iike to turn the m crophone over
to Dr. Chandler for the safety assessnent.

Saf ety

DR. CHANDLER  The safety of Vitrase was
determ ned on the basis of anal yses of
opht hal nol ogi ¢ exami nati ons that were
protocol -determ ned and recorded in the case report
format each visit plus adverse-event reports.

By prior agreenent with the agency,
systemi c exam nations and | aboratory studi es were
not conducted. All of the adverse events, both
system ¢ and ophthal mc or ocular, were coded using
Medra. Al coding was done without know edge of
treatment assignnent.

[Slide.]

The safety popul ati on consisted of all
patients who received a single intravitreous
injection in the Phase Ill studies. In Ex North

America, that included 551 patients and in, North

file:///C)/Temp/0317DERM.TXT (41 of 246) [3/26/2003 1:23:31 PM]



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

America, it included 740 patients fromthe saline
control | ed study.

[Slide.]

Then we had an early study which had a
wat chful -waiting armin which 17 or 18 patients
were in each of the four arns. | amreporting the
safety data on the 53 patients fromthat snmall
study that received an intravitreous injection.

So the total study population is 1,344
eyes that were injected. |n none of those eyes was
there injection-related endophthal mtis.

[Slide.]

This just gives you, in an integrated
fashion, the followup that we used. Dr. Gillone
earlier indicated that, at the time that this cut
of data was done, all patients had reached at | east
the three-month visit point. This occurred at the
end of Septenber of 2001

The nean days of follow up is quite
simlar. You will notice that the Vitrase 7.5,
that smaller dose, had a | onger, about 50 day
| onger, follow up as a nean in terms of patients
that had at |east six-months data. It was
70 percent to 75 percent. In terns of those, at

that point, that had twel ve-nonth follow up or
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| onger, it was 45 to 50 percent. In terns of the
two hi gher doses, 372 patients had been | ooked at
for at |east one year.

[Slide.]

The deaths did occur in this popul ation,
as expected. You will recall that three-quarters
of these patients had proliferative diabetic
retinopathy and that the nean age at enroll nent was
62 years. The primary causes of death were rel ated
to hypertension, cardiovascul ar di sease and, in
some cases, renal failure

I will speak to this in just a nonment, but
here are the deat hs across studies and integrated.
Renmenber that this arm | told you, had ei ghteen
patients and there have been up to the tine of the
data anal ysis, six deaths. W have | ooked at all
deaths in detail. They all appear to be related to
their system c underlying disease. There were none
that appear in any way related to Vitrase or any
other events related to the study.

[Slide.]

Looki ng at eyes, renmenber that eyes had to
have at |east |ight perception and no better than
5/200 vision at the tinme of entry. This gives you

the picture of eyes that have progressed to no
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|'ight perception during that foll ow up period

just described to you. It is not statistically
significant for either the Ex North Anerican study
or the North Anerican study. Wen you integrate,
you can see, again keeping in mnd, that this was a
very small study relative to everything else, that
these eyes tended to do quite well.

Again, the 7.5 Vitrase group was in North
America. Again, this is an 18-patient arm here
that gives you, | believe, based on the snall
popul ation, a spurious result.

[Slide.]

In terms of systemic adverse events, in
the Ex North American study, none of them achieved
a 10 percent or greater incidence in the conbined
Vitrase groups that were studied

In North Anerica, there were four;
infections and infestations, nervous-system
di sorders, cardiac disorders and gastrointestina
di sorders. Again, you will see that there was not
a statistically significant difference between the
saline control patients and those that received
Vitrase.

[Slide.]

In ternms of discontinuation due to serious
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adverse events, they were all over the map and
don't appear to give us any hints about something
regarding Vitrase that |eads to serious adverse
events that require discontinuation. W wll [|ook
at that in a different way in a nonent.

[Slide.]

If you | ook at ocul ar serious adverse
events that achieved a 5 percent or greater
i nci dence.

[Slide.]

In the integrated study, you find four;
recurrent vitreous, or rebleed of a vitreous
henorrhage, retinal detachnment, rubiosis and
i ncreased intraocul ar pressure.

[Slide.]

You will see that, for vitreous henorrhage
that has recurred or rebled, there is a higher
incidence in the Vitrase-treated groups. It is not
statistically significant and it perhaps relates to
the fact that there was nore efficacy in this group
and clearing of henorrhage so it was very apparent
when there was a rebleed. The retinal-detachnent
rates are very simlar. Rubiosis, as you can see,
is very simlar across groups. |ncreased

i ntraocul ar pressure; again, this snmaller group
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1 with longer follow up had slightly nore in it.

2 Most of the tinmes, these were one or two
3 readi ngs that were above 23 mllineters of nmercury
4 and returned to nornmal. The only real big one was
5 one patient who had preexisting primary open-angl e

6 gl aucoma that was renoved fromthe study because of

7 the problenms a few weeks after the injection

8 [Slide.]

9 Adverse events. |If you look at the Ex

10 North Anerican study, events that achieved a 10

11 percent or greater incidence and were statistically
12 significant between saline and the Vitrase groups,
13 it came down to a very fewthat did this. | want
14 to point out, though, that, in this study, whether
15 you were in the saline control group or the 55 or

16 75 treatnment groups, there were frequent reports of

17 ocul ar events.

18 [Slide.]

19 I think we can safely and reasonably agree
20 that, with iritis, hyperem a and pain were typica

21 travelers. You see that as you | ook at these over

22 time. These eyes with iritis, and we will talk
23 about this nore, were not really hot eyes. The
24 pain was not incapacitating. The hyperem a was

25 often localized nore around the injection site.
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These tended to occur early.

[Slide.]

Here is the North Anerican, sane
paraneters; greater than 10 percent incidence and a
statistical significance between the saline group
and the Vitrase-treated eyes. In North Anerica,
events were reported nore frequently for patients.
Bet ween 91 and 99 percent of the patients had at
| east one reported ocul ar adverse event.

[Slide.]

I think you would agree, again, that this
group travel ed together. Let's talk about the
iritis for just a noment. The iritis tended to
curve very early after the injection. It tended to
not persist. It was easily nanaged, in many cases,
with no treatnent at all or with topical
medi cati ons including corticosteroids, cycloplegics
and, in a few cases, nonsteroidal antiinflanmatory
drugs.

Two down here stand out; visual acuity
that was reduced, 26 percent in the saline contro
and in the md-30s to upper 30s for the
Vitrase-treated groups. Again, renenber that these
peopl e had nore clearing so there is a good chance

that the reduction in V.A which had to occur after
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they had inproved so you could see the reduction
agai n, because, renenber, 90 percent of these were
of f-chart at the start.

The vitreous-henorrhage rebleed follows in
that same vein, a little bit higher in those who
received Vitrase.

[Slide.]

What can we say? | wll give you sone
nore details in a nonent to support this. Vitrase
adm nistration is associated with inflammation.
Iritis was frequent and was dose-dependent but it
was not, for the nobst part, severe. W wll show
you sone of that data in a nonent. It was
frequently self-limted, meaning no treatnment was
needed or managed with topical nmedications. It was
al so seen, as you saw, in the saline control group

It was not a cause of many serious adverse
events and there is literature evidence to support
that inflamation, in fact, may help clear vitreous
henorrhage. Certainly, when you | ook at some of
our trends of clearance or reduction in
vi treous-henorrhage density, and in eyes that had
also iritis, the iritis, in alnost all cases,
occurred on or before the onset of

vi treous-henorrhage density reduction
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[Slide.]

Let me show you sone North Anerica data.
Renmenber, there were nore reports there. Here are
the adverse events that you saw. Here is a
breakdown of these adverse events by mld, noderate
and severe. You can see there is, again, a
dose-dependent increase in those that were referred
to as severe but most of them the vast majority of
them are in the mld to noderate.

Importantly, they were not | ooked at as
causes of serious adverse events. Renenber, |
didn't show you any eyes that were discontinued
fromthe study because of iritis. 1In ternms of
resolution, a vast majority, roughly three-fourths
of them were cleared within 30 days with or
wi t hout topical treatnent, and the rest of them
foll owed soon after.

[Slide.]

Hypopyon, as you have seen in your
briefing document, did occur. It was in only the
Vitrase groups. Again, these eyes tended to not be
hot. These eyes were eyes that were pretty easy to
di stinguish froman infectious endophthalmtis. It
occurred nost frequently in the 7.5 Internationa

Unit group. Again, as you would expect, with none
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here, this was a highly statistically significant
rel ati onshi p.

Treat nent of these, again, was nmanaged by
topical nedications in the sane way with pronpt
resolution as was the iritis.

[Slide.]

The last part of this, fromlooking at the
North American data, is to look a little nmore in
detail at the issue of adverse events of retina
detachnent, 6 percent in the saline control group
and up to 12 percent in the Vitrase-treated eyes.
We | ooked at this carefully. |If you do such things
as |l ook at retinal detachnents over the first three
mont hs of study, anmpbng the groups, they are | ow and
tend to be equal between saline and the others.

This includes retinal detachnments of all
types including traction retinal detachnents. In
fact, traction retinal detachnents were a | arge
portion of these. | have nore data to back this up
if you want to get into it further later.

[Slide.]

In conclusion, iritis accounted for a
majority of adverse-event reports and the
concomtant findings of iritis such as injection,

hypereni a, were the other nost common associ at ed
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adverse events. They tended to be self-limted or
treated with topical nedications with easy
resolution. Iritis was not a commpn cause of a
serious adverse event and did not lead to renoval
of eyes fromthe study or discontinuation

Simlarly, with hypopyon, it was
i nfrequent and nedically treatable. The
no-1ight-perception eyes was unrelated to Vitrase
treat nent.

[Slide.]

Reti nal -detachnment rates prior to
vitrectony are low. They don't appear to be
Vitrase-related. The statistics back that up.
Significant SAEs tend to occur after ninety days.
Renmenber, this is a drug with a half life in the

eye of up to four days.

In summary, the safety profile of Vitrase

supports human intravitreous admnistration of the
drug for the treatnent of vitreous henorrhage.

[Slide.]

Next, | would like to call, in rotation,
two of our lead clinical investigators for their
perspective; first, Dr. Barry Kuppernman.

I nvestigators' Perspective

DR KUPPERVAN. Hello. M name is Barry
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Kupperman. | ama paid consultant of |STA and was

one of the two | ead national investigators, along

with Gary Thomas, for the Phase Il trials for
Vitrase. | have no equity interest in the conpany.
[Slide.]

Li ke nost retina specialists,
approxi mately 50 percent of my patients have
di abetic retinopathy and these patients are at
greatest risk for vitreous henorrhages. 1In
eval uating patients with vitreous henorrhage,
assess how nmuch blood is in the eye, whether | can
see into the eye well enough to diagnose and treat
t he underlying pathol ogy and the inpact on the
patient's vision.

The strength of the efficacy data from
Vitrase presented today is that there were
significant inprovenents in all of these endpoints.
A patient with severe vitreous henorrhage is likely
to have to cone in nonthly for three nonths with
ul trasounds and clinical exaninations, and a
vitrectony follows sone 80 to 90 percent of the

tine.

O greatest concern, as we are waiting for

possi bl e vitreous-henorrhage cl earance, is that the

under | yi ng pat hol ogy goes untreated, so nothing is
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st oppi ng progression. Throughout this entire tine,
the patient's vision and quality of life is
i mpaired.

Addi tionally, our nost inportant
di agnostic tool, the B-scan ultrasound, frequently
does not reveal the true extent of underlying
pat hol ogy so both the patient and the physician are
often literally in the dark

I amprimarily concerned about m ssing
macul ar pat hol ogi es |i ke shall ow nmacul ar-traction
det achnents or diffuse macul ar ederma where del ays
in treatnent can | ead to poor visual outcones.
This watchful waiting period of three nonths
followed by the vitrectony and post-op recovery of
vision can result in a four- to five-nonth span
where patients are functionally |imted.

The nost striking benefit of vitrase
therapy is that it led to early significant
i mprovenent in visual acuity. As you will hear,
return of useful vision, even one nonth earlier, is
of great inportance to the patient.

[Slide.]

I would like to play a tape for you of a
pati ent who devel oped a vitreous henorrhage in one

eye, was enrolled by nme in the Vitrase North
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Ameri can study Phase |1l study and, as it turned
out, was treated with Vitrase at the 55 | U dose.

Even though he has useful vision in his
other eye, losing vision in one of his eyes from
vitreous henorrhage had a significant effect on his
overal | visual function

[ The tape was played for the conmittee.]

DR. KUPPERMAN: Dr. Thomas, the other |ead
i nvestigator.

DR. THOWAS: Good norning. M nane is
Gary Thomas, or Edgar Thonas, as you saw on the
list. M parents judged to call ne sonething el se.
I was one of the two lead investigators for the
Phase Il1 trial for Vitrase with Dr. Kupperman. |
obviously ama paid consultant for |ISTA but | have
no equity interest in the conpany.

I ama private-practice retina surgeon in
the largest retina practice in Los Angel es. Wat
you have seen in this patient video is a very
typical scene of many of our patients There is
currently only one true option for nonresol ving
vitreous henorrhage and that is vitrectony surgery.

However, before we subject a patient to a
vitrectony, we usually wait about three nonths

which is what we consider the standard of care
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Wiy do we wait so | ong? Because vitrectony, while
certainly effective, is the npost invasive surgery
done in the field of ophthal nology and carries
significant risk of conplications including

bl i ndness, infection, retinal detachnment, gl aucoma
and cataract.

[Slide.]

This previtrectony period that we cal
wat chful waiting is a conplicated period for the
patient and for the doctor. As you have heard from
the patient in the video, he underwent this period
for a period of three to four nonths. In that
period of tine, he sat hone, unable to drive, work,
go to the grocery store or anything by hinself
al t hough, obviously, there were sonme things that he
did try.

Hi s experiences with severe vitreous
henorrhage are not uncomon. |In fact, in ny
opinion, this is closer to the rule than to the
exception. In this watchful-waiting period of
time, there is nothing that | can do positively for
the patient other than hope that the vitreous
henorrhage clears and that the underlying cause of
t he henorrhage does not progressively worsen.

The wat chf ul -wai ti ng paradi gm for nanagi ng
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56

vi treous henorrhage has been used for over twenty
years and, despite inprovenents in vitrectomny
i nstrumentation and outcones, it is still the
standard of care. Therefore, we get the sane
results in watchful waiting for twenty years as we
do now.

[Slide.]

As a practicing physician, | feel that we
need an option besides watchful waiting because
wat chful waiting is sinply not a treatnent.
Rather, it is the absence of treatnent which del ays
patients fromreturning to normal |ife and keeps
t he physicians from doing what they are trying to
do, nanely treating pathol ogy and healing patients.

In nmy opinion, based on this data, Vitrase
provides, for the first tine, a viable option to
wat chful waiting for the treatnment of vitreous
henorrhage and, while not perfect, would certainly
be a wel come addition to our armanmentarium

Thank you.

[Slide.]

DR CHANDLER: Next is Dr. Kirk Packo to
gi ve anot her view of the inpact of Vitrase on
opht hal nol ogy practice.

I mpact on Cinical Practice
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DR PACKO M name is Kirk Packo. 1 ama
vitreoretinal surgeon in Chicago. | amnot a paid
consul tant to | STA Pharmaceuticals nor do | have
any equity interest in the conpany. | am being
rei mbursed for ny expenses and tine here today.

I was a local investigator as one of the
131 centers in the trial and, as mentioned, | am
the I medi ate Past President of the Anerican
Society of Retina Specialists, fornmerly the
Vitreous Society, which is the | argest organization
of retinal specialists in the world with over 1700
menbers. This group nmakes up the vast mpjority of
the army of physicians that deal with vitreous
henorrhage on a day-to-day basis here in the United
States and ny role is to speak as a foot soldier,
of sorts, to that arnmny.

Vitreous henorrhage in the office of a
retinal specialist is a common problem and, as an
alternative treatnent to surgery, we sinmply have no
other treatnment. But we have a need for one.
Currently, in clinical practice, we approach the
probl em of vitreous henorrhage with a two-arned
algorithm On one arm we observe the patient and
this choice carries with it both patient and

surgeon paranoia on mnissing nmacul ar pathology with
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1 instructions to go home, sleep with your head

2 el evated and tough it out.

3 It carries with it considerable

4 frustration as we have seen because the patients

5 wants the debilitating |oss of vision cleared.

6 The second armis to nove to vitrectony
7 and this carries with it the significant chance of
8 ocul ar morbidity, particularly cataract formation,
9 as well as the significant issue of cost, both

10 financial and enotional cost. To be able to add a
11 third armto our algorithml think would, indeed,
12 be val uabl e.

13 Drs. Thomas and Kupper man have expl ai ned
14 this watchful -waiting period as a wi ndow of about a
15 three-to-four-nonth range, and | agree with that.
16 But nmany tines, however, surgeons need to

17 i ndividualize this period to a shorter w ndow of
18 time. A patient's visual and occupational needs,
19 for exanple, may mandate a vitrectomy even within
20 two to four weeks, particularly if that patient is
21 nmonocul ar.

22 Over the past decade, | do believe that
23 surgeons have been noving towards shorter waiting
24 peri ods fostered by, perhaps, better surgica

25  equi prent and techni ques. |ndeed, even the DRVS
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59
showed that perfornming a vitrectomy at one nonth
may have sonme value in Type 1 juvenile diabetics.

| first becane aware of the data on the
Vitrase trial about a month ago. What inpressed ne
is that Vitrase does work, not all the tine, but it
does work. When it does work, it does work quickly
within that first one to two nonths. Adding a
potential treatnent alternative to surgery, to me,
as a clinician, that inportant one to two nonths,
think, is very hel pful

The probl em of potential disease
progression during a waiting period cannot be
overstated. The henorrhagi c vitreous-detachnent
patient, for exanple, a nondiabetic with a
suspected tear, was often not even entered into the
Vitrase trial, but this represents a particularly
worri some patient.

These patients often go to the operating
roomvery early, within the first nonth, again out
of paranoia or fear of mssing a detachnment or, at
worse, will come back with a detachnment. It seens
to ne a tragedy to see patients end up like this
with potential visual loss if we did, indeed, have
a pharmacol ogic way to clear their henorrhage nore

qui ckl y.
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The provision to the vitreoretina
community of a safe, relatively noninvasive and
effective treatnment to get a junp start on the
clearance rate to vitreous henorrhage woul d be
enbraced by that community whol eheartedly. To have
the ability to diagnose and treatnent patients
qui cker than the natural history would certainly be
worth it.

Knowi ng that | woul d be speaking to this
group, over the past nonth, | took note of how many
times | nentioned to ny patients that we m ght have
a FDA- approved drug to nore rapidly clear their
problem | had that conversation ten tinmes in the
past four weeks.

If | had a vitreous henorrhage tonorrow,
believe | certainly would want the injection
myself. | hope this committee will | ook upon the
possibility of expanding our treatnent algorithm
with the same excitenent as does the practicing
retinal specialist.

Thank you.

[Slide.]

DR. CHANDLER  For concl uding remarks, Dr.

Gillone will cone back to the m crophone

Concl usi ons

file:///C)/Temp/0317DERM.TXT (60 of 246) [3/26/2003 1:23:32 PM]

60



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR. CRILLONE: Thank you

[Slide.]

Ladi es and gentl enen, we believe, today,
we have presented to you data in two confirmatory
clinical trials that a single intravitreous
injection of 55 International Units of Vitrase
provides the follow ng benefits. First, and of
primary inportance, is the three-line inprovenent
mnimal ly in best-corrected visual acuity.

Second, a significant reduction in
vi treous- henorrhage density that allows the
physi ci ans that you have heard before you today and
yourselves as well to be able to see and di agnhose
the underlying pathology, to be able to treat that
under | yi ng pathol ogy and to hel p your patients.

[Slide.]

What evi dence have we provided to this
end? First, you have seen that that early inpact
on inprovenent in best-corrected visual acuity is
seen as early as Month 1. Again, you have heard the
i mportance of that to the physicians. As well, you
have seen that that inprovenment in best-corrected
vi sual acuity is maintained through three nonths.

As well, you have seen that the reduction

in vitreous-henorrhage density is al so seen early,
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again at a tinme point inportant to you and other
physi cians, as early as one nonth and significant
through to three nonths.

[Slide.]

What are the risk-benefit assessnents that

you have seen today? Wiile a single intravitreous
injection of a 55 | U dose of Vitrase woul d provide
the first pharmaceutical treatnment with an early
reduction in henorrhage density and an early

i mprovenent in best-corrected visual acuity, you
have seen that there is a |low risk of adverse
events for these patients treated with Vitrase

Wth the exception of iritis, which you
have al so seen to be easily manageabl e and
treatable, in sone cases with topical nedications
if treatnment, in fact, is necessary, we believe
that we have provided you evidence that the
benefits of Vitrase for the treatnment of vitreous
henorrhage certainly outweigh the risks.

[Slide.]

At the beginning of Dr. Chandler's
presentation, he presented you with a |ist of goals
for a potential new pharnaceutical therapy. W
al so believe that we provided evidence to you today

that Vitrase is safe with a lowrisk to treated

file:///C)/Temp/0317DERM.TXT (62 of 246) [3/26/2003 1:23:32 PM]



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

eyes, that it speeds the henorrhage cl earance and
restores visual function and all ows therapy of the
under | yi ng pathol ogy, but it does not preclude use
of a vitrectony later on.

[Slide.]

Today, nore than 30 years since Dr.

Mal comer conducted the first vitrectomy in humans,
the only alternative to vitrectony is no treatnent.
You have heard about the problens with no

treat nent.

We ask that you carefully consider today
for approval Vitrase for the treatnent of vitreous
henorrhage as a new pharnaceutical therapy to
provide an alternative to no treatnment whatsoever
for these patients to inprove their visual acuity
and to all ow yoursel ves the opportunity to better
and earlier diagnose and treat the underlying
pat hol ogy that causes that vitreous henorrhage

Thank you.

DR. FONG Thank you, Dr. Gillone.

Questions fromthe Committee

DR. FONG At this point, we usually take
questions to the sponsor for clarification,
questions to clarify their presentation. W

usual ly wait for discussion of the drug until the
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FDA has finished their presentation. At this
point, are there any questions, clarifying
questions, for the sponsor? Dr. Chew

DR. CHEW | had a question regarding the
design of the study. | didn't see it in
eligibility. | want to know what proportion of
patients, since the najority of these cases are
di abetics, what proportion had | aser
phot ocoagul ati on prior to their eligibility and was
this bal anced across all treatnment groups.

DR. CRILLONE: Dr. Chew, are you asking in
general how many patients had | aser
phot ocoagul ati on

DR. CHEW In your integrated group. In
general, sure.

DR. CRILLONE: First, | will say that, of
course, only the proportion who went in with PDR
whi ch was about 70 percent of the patients, would
even be eligible for |aser photocoagul ation. If
you give us just a mnute, we will call up the
appropriate slide for that.

DR FONG Dr. Gillone, while we are
wai ting, do you want to take the next question?

DR CRILLONE: | can take another question

while we are | ooking for that.

file:///C)/Temp/0317DERM.TXT (64 of 246) [3/26/2003 1:23:32 PM]

64



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR. FONG Pat?

DR. W LKINSON: The drug seens to act
relatively quickly and we have heard about--

DR. FONG Can you introduce yourself
bef ore you--

DR WLKINSON: Yes; | am Pat WIKinson
fromBaltinmore. The drug appears to act relatively
qui ckly. We have heard about these
wat chful -waiting periods. | think the average
entry into the programwas roughly after two nonths
of waiting. | wonder if the data were stratified
to look at relatively fresh henorrhage conpared to,
|l et's say, henorrhage of two or three nonths
durat i on.

In the application, there is a coment
that the outcones m ght have been even better if
they had | ooked at nore acute henorrhages. So the
question is, were the data stratified in terns of
duration of henorrhage prior to injection?

DR. CRILLONE: The data were not
prestratified in terns of duration of henorrhage at
study entry. Wen patients entered the study, the
henorrhage was al ready, on average, four nonths
old. So, by the tine the henorrhage cleared, it

was, in some cases, nearly six nonths old.
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To post stratify by henorrhage duration
meant that there was a significant cutting, of
course post-stratification, and the nunbers were
too small, then, to draw any real concl usions
because sone of these patients--because there was
no limt on the duration of henorrhage, the
| ongevity of that henorrhage, when you did a
post-stratification cut, you had nmany patients who
had henorrhages that were nany nore days ol der than
90 days. So the nunbers got to be too small to
draw any concl usi ons.

I have the | aser-therapy slide that could
be ready for Dr. Chew.

[Slide.]

What we | ooked at here, first of all, in
the subset of patients that had PDR at study entry
across the board for the integrated dataset with
| aser therapy conducted at Month 1, Month 2 and at

Month 3. These are not cunul ative. These are

at .

You can see that, as early as Month 1,
because there is substantial clearing not in the
saline group but, rather, in the doses, there is a
hi gher percentage of patients who actually were

able to get laser therapy when they were treated
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with Vitrase and, as well, it is the same for the
Mont h-2 tine point.

DR CHEW | think | saw that in your
datapack. | was looking for data prior to your
entry into study, whether you collected that
i nfornation.

DR, CRILLONE: Ch; |I'msorry.

DR. CHEW Whet her peopl e who had
proliferative disease had al ready been di agnosed
and had treatment prior to coming in. Obviously,
those of us who treat know that that happens. Even
in the mddle of |asering, you get patients with
severe henorrhage that cone in.

So | want to know just a bal ance, whether
there were prior laser, just in case there was a
difference in your groups nore than anything el se.

DR. GRILLONE: [I'msorry. | understand.
No; we did not that data collected. That was not
built into the design of the study.

DR. FONG Dr. Ferman and then Dr.
Phil li ps.

DR. FEMAN. | have two questions, sonmewhat
of a surprise. Should there be any nore
i nformati on about visual function? Visual acuity

is only one type of visual function. In nost other
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studi es, one is concerned about other aspects of
vi sual function |ike peripheral visual fields and
things like that.

Yet, | didn't see anything in the packet
that was supplied to us that addressed that
questi on.

DR GRILLONE: The studies were not
designed and did not include any other exam nation
of any other visual functions.

DR. FEMAN. Then | had a second question
In the Study 1 protocol, Vit-02, whatever its, the
dosage was somewhat unexpected. There were three
dosing reginens and, in it, one dose was ten tines
the concentration of the other. But the third was
not hal fway between the two. No information was
given as to why that choice was nmade as to why not
just stratifying it in half-way doses, or is that a
conpany secret of some sort?

DR. CRILLONE: No. | amglad to share
that with you today. Wen the Phase |1l studies
were designed, the only avail able data was data
fromtwo Phase |l studies that were conducted.
Those Phase Il studies were conducted w thout a
saline control and with the follow ng doses; 7.5,

whi ch you saw in the 02 study, the North American
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study, as well; another dose, 37.5; and the third
dose, 75.

The information fromthe Phase Il trials
on the 37.5 suggested that there was efficacy with
37.5. However, the information on the 75 I U dose
group in the Phase Il trials also suggested that
there nmight be a safety issue in the amunt of

i nfl ammati on and hypopyon at the 75 | U dose group.

It was, actually, at the suggestion of Dr.

Chanbers, and we thank himfor that, that we
approached the 55 1 U dose group to try to dose

bel ow the safety issues in the 75 IU dose group and
yet achieve efficacy. That is why these two are
the only studies done with the 55 | U dose group.

DR. FONG Thank you.

Dr. Dunbar and then Dr. Steidl and Dr.
Phillips, and then Dr. Tan. Dr. Dunbar?

DR DUNBAR:  You nentioned that the
illum nation was not controlled when visual acuity
was checked. | wondered if there was a consi stent
protocol throughout all the study centers for
checking visual acuity since, initially, the study
was designed with a surrogate endpoint that was
different fromvisual acuity.

DR. CRILLONE: | think, perhaps, | wll
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|l et Dr. Chandler answer that and speak to the
best-corrected visual -acuity measurenents

DR CHANDLER: The reference--it was
probably said fast. There was not strict criteria
and information for off-chart in terms of
illum nation. The on-chart was done |ike the
di abetic retinopathy vitrectony study and ot her
di abetic retinopathy studies. That was controll ed.

DR FONG Dr. Steidl?

DR STEIDL: | think | have two questi ons.
First of all, the surrogate success, and correct me
if | amwong, it is stated here that it was the
primary efficacy endpoint. | was just curious,
readi ng through these three bulletpoints, the first
one |l aser treatnent of the underlying condition
conmpl eted. That nakes sense

"The visualization of the retina reveal ed
that surgery was required." Maybe you could
explain a little bit nore about that because a | ot
of times, you don't need to see the retina to know
that surgery is required. You can see a |large
detachnent on a B-scan or, given the previous
pat hol ogy, you know that there is a partia
traction detachnment there and nmaybe sone

proliferative disease going away and then the
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henorr hage happens.

How do you di stingui sh between that and
the case where it is obvious that they need
surgery?

DR. CGRILLONE: | think, as you heard from
one of the physicians, at |least, the B-scans don't
al ways provide the opportunity to conpletely
di agnose a traction retinal detachment, for
exanple. |In sone cases, once there was cl earance
of that henorrhage following Vitrase, then they
coul d see the underlying pathol ogy and know, for
exanpl e, that they mght have to do a sclera
buckl e for tractional retinal detachment.

I can have al so one of the physicians
further elucidate that answer if you w sh.

DR STEIDL: |f someone had a break and an
obvi ous detachnent on B-scan, you wouldn't have to
wait. |f sonmeone had an obvious large traction
detachnent, not a subtle one, you woul d, again,
probably not wait. |If you knew that the person had
maybe regressing proliferative disease just prior
to the henorrhage and you had seen the patient, you
probably wouldn't wait then either. So | amjust
curious what this pertains to.

DR CRILLONE: If you could see the
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detachnents prior to study entry, they woul dn't be
eligible. If you couldn't, however, because there
was too nuch blood in the eye, then they would be
eligible. But you now would wait for the clearance
to be able to see that.

I will have Dr. Kupperman cone up and
further expand on that answer.

DR. KUPPERMAN: Lisa is correct, in that
sense. Again, anybody who had cl ear pathol ogy
prior to enrollnent on ultrasound was excl uded from
the trial in terns of retinal detachnment. That
subset of patients was sinply those that we did not
di agnose any pathol ogy based on the ultrasound but
di agnosed si gni ficant pathol ogy on cl earance of
vi treous henorrhage and, once that henorrhage was
then directly visualized with indirect
opht hal noscopy, et cetera, and it was deterni ned
that, in fact, what was needed was not panoranma
phot ocoagul ati on but, in fact, a vitrectony, then
the endpoi nt was then achi eved on the date that
vitrectony was done; that is, the outcone is on the
day that we saw that clear enough to diagnose that
a vitrectony was necessary. The surrogate success
was the date the vitrectonmy was done. It was for

that subset of patients whose pat hol ogy was
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di agnosed purely on clearing a vitreous henorrhage
that was undeterm ned by ultrasound.

DR STEIDL: So it was group where it was
anbi guous as to whether they needed it and, then,
upon clearing it, becane clearer.

DR KUPPERMAN:. Generally, it was either
anbi guous or it was not at all noted on ultrasound.
Surprisingly, it was not noted on ultrasound.

Then, once direct visualization allowed a
determ nation, the pathol ogy required a vitrectony
or other surgical procedure.

DR STEIDL: Maybe you could just stay
there for one second. The second part is a |ot of
ti mes soneone has a horseshoe tear and you are
following themand you don't, until you really see
al nrost 360, you are not sure that there is no
br eak.

For the third bullet point, you accepted
180 degrees of clearing. Could you explain what
that means, the 180 degrees? Is it just alittle
bit at the vitreous base or--

DR KUPPERVAN:. Right. Again, the
requi renent was a cl earance of at |east 180
degrees. That suggested that there was a

significant amount of clearance with the hope that
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we coul d di agnose and spot sone underlying
pat hol ogy such that we felt confortable that there
was no need for a surgical intervention

We, of course, were nmonitoring carefully.
As 180 degrees was visible, we could determne if
there were superior retinal detachments and breaks
al t hough, potentially, the inferior vitreous base
m ght be partially obscured.

DR STEIDL: | have one nore quick
quest i on.

DR. FONG Wy don't we let some of the
ot her nenbers ask a question and we will cone back
to you.

DR. STEIDL: Ckay.

DR FONG Dr. Phillips?

DR PHILLIPS: | note from your exclusion
criteria that patients with prior vitrectony were
not included. But if patients with other
i ntraocul ar surgery, especially cataract surgery,
were included, what were the percentages and were
they equally stratified between the treatnment and
control groups as patients that are pseudophakic or
aphaki c may clear nore quickly than a phakic
patient?

DR CRILLONE: Cenerally, all those
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patients were evenly distributed across the
treatment groups. |If | understand your question,
you are asking if the patients who were aphakic,
pseudophaki ¢ or aphakic cleared sinilarly whether
they were aphakic at study entry, et cetera?

DR PHILLIPS: Correct. |If they were
equal ly stratified between the saline or the
wat chf ul -wai ti ng group versus your two or
three-treatnent protocols depending on the study.

DR GRILLONE: W will be able to call a
slide up for you. 1In the neantine, | can take a
second question while they are finding the slide.

DR FONG Dr. Tan. Then | have a
question, and then back to Drs. Steidl and Pulido

Dr. Tan?

DR. TAN. | have two questions, actually.
The first one is on efficacy. Wat is exactly the
primary endpoint that you defined. 1t seens, in
the briefing docunment, it is alittle bit different
from what was presented

DR CRILLONE: The primary efficacy
endpoint in the study protocol was a surrogate
success on or prior to Month 3. However, we
believe that the principal-efficacy and

primary-efficacy endpoint is really the inprovenent
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in best-corrected visual acuity.

DR. TAN: Thank you. | have another
clarification on the side effect. |Is there data
about --you say there are 30.9 percent of patients
who have returned with vitreous henorrhage for
rebleed. Are there nore detailed. Are there nore
detail ed data regardi ng how severe, how this
conmpared with the patients the first time, when
they are first enrolled in the study?

DR GRILLONE: Wuld you nind restating
that question a bit?

DR. TAN. There are 30.9 percent of
pati ents who have rebl eed occurred when Vitrase was
used. In the saline group, there are 21.5 percent.
I just wonder what--you say rebleed. How about the
severity? Do we have nore detailed data about the
severity of this?

DR CRILLONE: Yes. | can show you that,
for exanple, by severity, recurrent vitreous
henorrhage, with the slide up

[Slide.]

This is the 02 trial, for exanple. There
is no statistically significant difference for
m | d, noderate or severe rebleeds. You can see,

for the mld ones, they are all running about
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evenly across the four treatnment groups and, while
there is a certain proportion of noderate
henorrhages, simlarly there is no statistica
difference. Certainly, for the severe, there is no
statistically significant difference with a p-val ue
of 0.26 across the four treatnment groups. This is
in the 02, or North Anmerican study.

DR. TAN: Thank you

DR GRILLONE: | can switch, also, to the
cataract slide as well. | think | amgoing to |et
Dr. Chandl er address your question, Dr. Phillips,
about the cataract incidence.

[Slide.]

DR. CHANDLER: On this slide, this shows
you the screening status, |ens status, as they cane
in. A npst no eyes--in fact, no eyes--were
aphakic. They were pretty evenly distributed in
those that happened to be--this happens to be in
reduction of henorrhage density which is a slide we
have, but | can tell you, fromlooking at the whole
dat abase, it is alnost identical. There are a few
aphaki c patients, very few, and they are evenly
distributed. The rest are distributed just about
this way between pseudophaki a and phaki a.

The denominator is up here of the whole
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dat abase

DR. BROMN: So why don't those nunmbers add
up to 100 percent?

DR. CHANDLER: There is mssing baseline
data on some people, so you lose that in there.
This was data that was captured in ways that are
not ideal for collecting conplete data.

DR. FONG Does that answer your question,
Dr. Phillips?

DR. PHI LLIPS: Yes.

DR. FONG | would like to ask a question
Then back to Dr. Steidl, Dr. Pulido and Dr. Brown.

My question has to do with the
presentation from Gary and Barry about the
patients. | think they bring up a very inportant
poi nt that patients want to function better. This
is also followi ng what Dr. Ferman said. | am
curious to know whet her you have done an anal ysis
to |l ook at the percentage of patients who have had
i mprovenent of vision of better than 20/40 because
that woul d be a neani ngful value, because that
woul d be a vision that would allow patients to
drive.

Al so, to answer that other question, also

they had tal ked about the need for prevention of
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vitrectony. | don't see, on any presentation,
about the distribution of vitrectony, whether
vitrectony was actually saved by the use of
Vitrase. So two questions, actually; percentage of
patients that had 20/40 vision or better and
whet her vitrectony was reduced by the injection of
Vitrase.

DR. CRILLONE: We did not do an analysis
of patients who had 20/40 or better. There were
several reasons for that. Then | will show you the
anal yses we do have

First, of course, because 90 percent of
the patients went in with off-chart visual acuity,
there were so many that were severely unable to
have any vision. Second, there, of course, was a
proportion of patients in whom an inprovenent of
best-corrected visual acuity would not be
achi evabl e because, perhaps, they had nmacul ar
degeneration or other reasons for not being able to
i nprove

Nevert hel ess, we did do an analysis for
the proportion of patients who achi eved 20/ 200 or
better which would get themout of the legally
blind category in the study eye. | would like to

show you that data because | think that it is an
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i mportant piece of information.

[Slide.]

This is the integrated dataset for those
patients who had at |east 20/200 or better, 1.2
| ogMAR units. You can see that, conpared to
saline, there is a highly statistically significant
difference early, at Month 1, for these patients
with more than 20 percent of the patients having
gone fromvirtually no vision, off-chart vision,
count fingers or hand notion or |ight perception,
to having 20/200 or better.

Again, while the 7.5 dose doesn't reach
statistically significance, certainly the 55 and
75, now at 30 percent by Month 2 and, at Mnth 3,
36 percent and 35 percent, again reaching
statistical significance for 20/200 or better.

DR. FONG Before we nove off of this, |
just wanted to ask whether it is possible to | ook
not just at the integrated dataset but whether you
could sort of present the data fromboth the U S.
and the non-U. S., that we would have a feel for
what the actual nunbers show.

DR. CRILLONE: Certainly. W can do that.
In the neantine, | will address the vitrectony and

we will be able to show you sonme data on that just
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to tell you that the studies were not designed to
| ook at a reduction in incidence of vitrectony so

that there was no predesign for that.

Nevertheless, | will show you sonme data
that will give us some information.
[Slide.]

This will be the sane anal ysis, 20/200 or
better, in the North Anmerican study again
confirmng what | showed you for the integrated
dataset, that, for the three dose groups, where you
have only 11 percent in saline, you have nore than
20 percent statistically significant early at Mnth
1, 30 percent and nore at Month 2 for the two-dose
groups and, as well, while not statistically
significant, still nearly 36 percent of the
patients in the 55 | U dose group now have better
than 20/200 vision and, in the 75 I U dose group, 38
percent of the patients reaching statistica
significance in the North American study.

In a noment, we will put up the Ex North
Ameri can study as well.

[Slide.]

In the Ex North American study, the tinme
point for 55 only at Month 2 reaches statistica

significance but, again, the percentages are very
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1 simlar. W have nore than 30 percent of the

2 patients at Month 2 and 37 percent of the patients
3 at Month 3. So the sane proportion of patients ar
4  achieving better than 20/200 vision, or equal to

5 20/ 200 vi si on.

6 DR. FONG Thank you

7 I think Dr. Steidl has a question. Befo
8 he asks, can | al so ask whether you coul d, when yo
9 present the results to us, tell us whether these
10 p- val ues have been corrected for nultiplicity, for

11 multiple | ooks for each of these results?

12 Dr. Steidl?
13 DR STEIDL: Maybe we are all kind of
14 interested in the sane thing because, |ike Dr.

15 Fong, this is a simlar question. Perhaps if I

16 knew how many achi eved 20/40, this would answer it
17 but, in trying to determ ne whether | would use

18 this on a patient, particularly since there is the
19 ri sk of hypopyon and other things, | would like to
20 know that, if | gave the Vitrase and it was

21 successful, what the magnitude of the effect would
22 be.

23 I don't know if you have eval uated that
24  this subgroup analysis or sonething, but if you

25 gave Vitrase and they were successful, would it be
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83
much nore than, say, three lines, on average,
compared to the control group when it was actually
an i nprovenent ?

DR CRILLONE: | think it would be by the
data that | have just presented to you for the
better than 20/ 200 because the three-line
i mprovenent neant that patients only got to about
1.6 LOGmar units. So the 20/200, 1.0, really
represents about a six-line inprovenent in
best-corrected visual acuity.

I think that, together with the data
presented for the reduction in vitreous-henorrhage
density which al so accounts for the fact that sone
patients are not going to be able to inprove that
much in visual acuity. It also tells you that
there is a sort converging data, if you will, to
confirmthat the inprovenent that we see and the
reduction in vitreous-henorrhage density are both a
benefit.

DR. FONG Thank you, Dr. Steidl. W have
two nore questions, Dr. Pulido and Dr. Brown.
was just going to suggest that perhaps we | eave the
di scussi ons about the interpretation of the results
until after the FDA nakes their presentation. So

these shoul d be just questions about the
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clarifications of the presentation

Dr. Pulido?
DR PULIDG  Jose Pulido. | have a
gquestion. | didn't see any evidence in here of

whi ch patients were using Counadin and did you
stratify for the use of Counadin. These are,
obviously, very sick patients. There is a high
morality rate. Was there any difference between
the use of Coumadi n between the patients with
saline and not using saline?

DR GRILLONE: W did not evaluate that in
any way.

DR. PULIDO The other question that | had
is in regards to safety. The question is do you
feel confortable integrating the data? It appears
that the study that had 40 percent Hi spanics,
Vit-02-08961X, had a nuch higher incidence of
adverse events. Their retinal-detachnent rates
were nmuch higher. They had a hi gher incidence of
iritis and hypopyon as well.

Is it fair to maybe say that maybe people
with nore pignent, people of color, mght have a
hi gher inflammatory event with this drug than
people that are not of color? Did you | ook at

African- Arericans to see if they al so had a higher
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rate of adverse events?

DR. CRILLONE: The design of the protoco
did not collect the proportion of patients except
in that category "other" and if the physician wote
in Hispanic or African American. So there wasn't
an absol ute check box for that category. There was
the bl ack category, but we didn't stratify in any
anal yses. In order to answer your hypothetica
question about iris color, I will let Dr. Chandler
cone to the nicrophone.

DR. CHANDLER  The conment you raised,
obvi ously, had peaked ny interest many tinmes while
| ooking at the safety data. The 7.3, without a
compani on piece fromEx North America, gives you
t he bi ggest proportion undiluted when you | ook at
the integrated data of patients of Hi spanic
backgr ound.

I think one of the interpretations that is
reasonable is exactly that. The other is that a
| ot--renenber how many of these iritis events were
mld and against a brown iris, sonetines, it is
hard to tell red blood cells that have | eached
forward from breaking up of a henorrhage fromwhite
bl ood cel | s.

There are a nunber of things in ny mnd
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that may account for that in terns of |ooking at
just overall, froma clinical evaluation. Cells
flare. They look quite simlar across the board.
So maybe there is nore reporting. | don't know.
Renenber, they had a | onger follow up by about
fifty days in that group that show up with 7.5.

In terms of severity, going up with dose,
actually, the 7.5, | think, only had one or two
hypopyon patients that got higher. Those we have
| ooked at in detail. They were not limted to
people in the "other" category or Hi spanic. They
were represented, but it wasn't an exclusive event.

DR. FONG Does that answer your question
Dr. Pulido?

DR PULIDO W can take this up later

DR FONG Dr. Brown?

DR. BROMN: | al so had a question
concerning the safety analysis. 1In the
retinal -detachnment rate, because these patients
were foll owed for approximately a year and all of
the incidences of these events were accunul at ed,
sonme of those patients would have had interventions
during that year. Ohers wuld not. Do we have a
feeling for what the rate was in patients who did

have vitrectony versus did not have vitrectony?
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Were they traction detachnments? Any nore
i nformati on?

DR CHANDLER: W have two slides that
will illustrate and highlight that for you

[Slide.]

Here is a breakdown across treatnent arns
of saline in the three doses for the type of
detachnent. You get down, inportantly,
rhegmat ogenous was very low, traction, relatively
speaki ng, when it was recorded. Now, these are
pi eces of information that are picked up in various
ways off the case-report form There were a few,
as you can see, three that were listed as a
combi nation traction rhegmat ogenous detachnent.

Again, keep in mnd that there was nore
clearing for these people to have a chance to have
t hese det ect ed.

If I can back up alittle bit to a
comrent, those that didn't clear on visits were
schedul ed and had B-scan ul trasounds so that they
could be taken out and have their vitrectony and
what ever el se they needed if required.

What you saw were those that cleared and
you could reach the determination they needed

treatnent as an efficacy endpoint.

file:///C)/Temp/0317DERM.TXT (87 of 246) [3/26/2003 1:23:32 PM]



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

If I can have the vitrectony slide.

[Slide.]

Here are, at the top, again, wth
i ntegrated dataset, the retinal detachments. Here
were those that had a retinal detachment and
vitrectony, those that had a retinal detachnent
after vitrectony. You can see it way down. And
retinal detachment prior to vitrectony, very |ow
anong the groups.

So there is nore, in general, or at |east
hal f that had their vitrectony and then their
retinal detachment. |If you |look at these in terns
of time, nost of the retinal detachnents occurred
after the Month 3 date. They were greatly del ayed.

[Slide.]

Let me show you this graphically with bar
graphs. For all groups, you can see that it stays
under 2 percent and very low relatively, except for
this early clearing group that got a chance to have
detection in that early time period for 55. Then
it bal ances out.

But there doesn't appear to be an early
relationship in these first two or three nonths
directly to Vitrase except the clearing issue that

they can see it.
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DR. FONG Does that answer your question
Dr. Brown?

DR BROM: Yes; it does. But the one
thi ng which woul d be hel pful and nmaybe we coul d get
this for after lunch or something, but, since the
retinal detachnent was different in the two
studies, and this was integrated dataset, | would
|l ove to see that sanme data but just in the two
different studies. |In fact, that would be very
nice to see

DR. CHANDLER Ckay. We will do it.

DR. FONG Paul a, do you have a question?

MS. KNUDSON: Yes. Paula Knudson. | am
not a physician so | may ask a very naive question
Forgive ne. | was struck that the nean age of
i nclusion of subjects was 62 years. Yet, diabetic
retinopathy, as | understand it, occurs in Type 1
di abetes who, | presune, are nuch younger. Was
there an exclusion for younger people? Wat
produced this 62 as a mean age?

DR GRILLONE: There was no excl usion
except that ninimumage was 18 years of age. But |
assune that you nmeant greater than 18 years of age
Nevert hel ess, the proportion of patients with

di abetes are appearing in an ol der popul ation
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I would like to have Dr. Packo address the
i nci dence of diabetic retinopathy in all these
patients.

DR PACKG | do think that is an
excel l ent question and it is one that | am anxious
to see this drug available for. As a clinician,
when confronted with a juvenile diabetic with a
dense vitreous henorrhage, | was very reluctant to
enroll that patient in this trial because | did not
want to obligate themto an observational period of
time after the injection of whatever. | was nuch
nmore likely to nove very quickly to vitreous
surgery in that popul ation

That is why | was stressing so much that,
if there is a benefit in being able to clear enough
so that | can see what is happening within that
first one to two nmonths, that is very valuable in
the juvenile popul ation which, as you know, is an
i mportant diabetic population in this country.

DR. FONG | have a question, then Dr.
Chew and then Dr. Tan. My question has to do with
the persistence and stability of visual-acuity
gain. | think what Barry and Gary had said is that
it is very inportant for patients to have usefu

vision that | asts.
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So ny question is--well, actually, you
know what? Maybe | will defer that to the
afternoon since that is not a clarification, but I
will ask it now and then maybe | will re-ask it
| at er. The question is, if you have inprovenent
at one nonth and it doesn't persist, how does one
justify that as being efficacy. You don't have to
answer now because it is not clarification.

Let me go with Dr. Chew. You had a
question?

DR. CHEW | don't have a question

DR FONG ay. Dr. Tan?

DR. TAN. | have a clarification question

Do you have data on--the baseline data, you have
presented an inprovenent. Do you have the raw
basel i ne data, summary statistics, for the BCVA and
the henorrhage density?

DR CRILLONE: W do. |If | can call up
one of the slides fromthe presentation, which are
summary data, that shows that 90 percent of the
patients, and we can | ook at this across--

[Slide.]

This is the off-chart. 95 percent of the
patients had no ability to read any letters on

chart in the Ex North American study. 87 percent,
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or nearly 90 percent, in the North American study
had no vision that was on-chart at the tine of
study entry. For the baseline reduction in

vi treous- henorrhage density--

[Slide.]

In the presentation and with the slide up,
we can see that the duration across the treatnent
groups, while the mninumentry criteria was
henorrhage duration for one nonth, in fact, in both
studi es, the henorrhage duration in each of the
studies was nore than four nonths at the tine of
entry into the study.

DR. FONG Does that answer your question
Dr. Tan?

DR CRILLONE: W nmay have a breakdown if
you want sone further detail on this.

DR. TAN: Yes; that is enough.

DR. FONG W have a question fromDr.
Dunbar and then Dr. Brown.

DR. DUNBAR: You clarified for Dr. Tan
that the surrogate endpoint was the primary
efficacy endpoint. | wondered if this
best-corrected visual acuity as an endpoint, was
that designed as a secondary endpoint or was there

any prospective plan to validate the surrogate
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endpoi nt at the beginning of the study, or was
best-corrected visual acuity |ooked at

retrospectivel y?

DR CRILLONE: Let me clarify in this way.

The surrogate endpoint, as the original primary
efficacy endpoint, did require a validation
protocol in order for the FDA to accept that
surrogat e endpoi nt.

In the absence of adequate BCVA
met hodol ogy fromthe Phase IIB trials, we were
unabl e to conplete a validation protocol that would
be adequate, based on the information we had from
the Phase IIB trials in order to design an endpoint
| ooki ng at inprovenent in best-corrected visua
acuity. The information we had at the tine
suggested that we woul d need nore than 1,000
patients per treatnment group to have best-corrected
visual acuity as a primary endpoint.

So, in the protocol, it was viewed as a
princi pal endpoint, a secondary endpoint, but,
neverthel ess, the principal efficacy endpoint. It
was clear that we had--w thout the historica
information, we were able to see a statistically
significant inprovenent in best-corrected visua

acuity in the Phase Il trials.
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DR. FONG Dr. Brown?

DR. BROM: M question follows on that
sanme issue. Wth the best-corrected visual acuity
data, say a patient had an intervention in that
first one or two months. How was the visual -acuity
data handl ed? For that date when the decision was
made, their visual acuity was recorded for that
date and then no nore? O how was that handl ed?

DR CRILLONE: That is also a good
question. For the anal yses of inprovenent of
best-corrected visual acuity, we basically
censored, although these were on Kapl an- Mei er
anal yses. But we did censor at the tine of
vitrectony or rebleed the best-corrected visua
acuity. So we took the best-corrected visua
acuity prior to a vitrectony so as not to have the
influence, if you will, positive if it were a
vitrectony or negative if it were a recurrent
vi treous henorrhage on the BCVA so that we coul d
| ook at just the inprovenent as it relates to
Vitrase.

DR. FONG | have one nore question and
maybe we will take a break after ny question if
there are no other questions. Are there any nore

questions?
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Let me ask my question and then we wll
take a break. M question has to do with the
i ntegrated approach. Needless to say, there are
two studies. One is North Anerica and one is
outside North America. There appear to be
differences in the distribution of Type 1 diabetes
and ethnicity and possibly in the vitrectony rates.
I am just wondering whether you had an analysis to
show that these are not substantive differences and
that it is okay to conbine them

DR. CGRILLONE: Actually, Dr. Fong, we do
have an analysis to show that it is okay to conbine
these two. | would like to call one of the
statisticians up to answer that question. Before
do that, | would lIike to, however, point out that
the two studies were simlarly designed. There
were the sane entry criteria, the sane
qualifications for patients. They were conducted
exactly the sane. The success criteria were all
the sane and we believe that the 55 and the 75 IU
dose groups showed simlar responses individually
in the two studies and that it is permissible to
pool the datasets.

But it is inportant to know that they were

done and conducted identically and according to GCP
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gui del i nes

If I may, then | will ask Mark Know es to
come to the mcrophone to answer that question
about the poolability of the two studies.

DR. KNOALES: |If | understood your
question, you were asking about the poolability
relative to the safety result; is that correct?

DR. FONG Efficacy.

DR. KNOMALES: Oh; to the efficacy results?

DR. FONG Yes

DR. KNOMAES: W did do sone anal yses
| ooking at that. Cearly, there are sone
di fferences between the studies and the absolute
| evel of the response rates in the two studies.
What we did is we | ooked at the response rate of
the Vitrase groups versus saline and conpared that
between the two studies. | would like to show you
the results of those anal yses.

DR FONG Dr. Pulido said he wanted to
hear the discussion on safety as well.

DR KNOALES: kay.

[Slide.]

This slide is for the 55 versus saline
group. W are conparing the dose effect of 55

versus saline and we are conparing that in the two
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studies. These p-values are froma so-called
Bresl ow Day test. W have done it for each of the
four efficacy neasurenents and each of the three
time points. So these p-value are all
nonsi gni ficant, saying there is no statistica

evi dence of a difference between the two studies on
the efficacy endpoints.

DR. FONG Maybe Dr. Tan may want to
coment. It seenms like, to sort of deternine
whet her the two groups can be conpared, you want to
sort of |ook at baseline differences. Are there
significant baseline differences and how m ght they
af fect the poolability?

DR. KNOALES: W did not see any
significant baseline differences between the two
studies, | mean in terns of efficacy results.

DR. FONG Maybe | am not asking the
question properly. Before you can | ook at
ef ficacy, shouldn't you--maybe Dr. Tan, |ike
sai d, should comrent. Shouldn't one |look at, to
see whether the two studies are simlar enough to
be grouped together to | ook at an integrated
summary of efficacy?

DR. KNOMAES: Right. As far as | am

aware, the only major difference between the two
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studies was the racial difference at baseline.

DR. FONG Dr. Tan?

DR. TAN. What is the rationale you want
to conbine these two? Don't you already have--this
is two individual, independent, random zed trials.

DR CRILLONE: Exactly. W are just
provi ding you the data both as individua
studi es--we believe that each of those studies
replicates evidence of efficacy fromVitrase but we
al so, to have a larger dataset, showed data
integrated and just wanted to show for you that we
have confirmed that it is statistically reasonable
to combine the two studies.

But we do believe, and |I should make that
perfectly clear, that we have two i ndependent
controlled clinical trials in which the results are
dupl i cat ed.

DR. TAN. Could you renmi nd us, when was
this, the tine line, for the first and the second?

DR. CRILLONE: The first study began a
little bit earlier than the second study, about in
1998. The second study started a bit later. But
there were fewer patients in the Ex North American
study, only 556, because we don't have one dose

group in that study. So then they both ran over
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basically the sanme period of time, both of them
endi ng i n--enroll ment ending in June, 2001

DR. TAN. Ckay. Thank you

DR GRILLONE: So they basically
over |l apped except for the very begi nning part
because the North American trial started a little
bit earlier than the Ex North Anerican study. It
was a little easier for us to get trials initiated.

DR FONG It is time for our break, so
why don't we maybe discuss this further later on
We are going to take a twenty-m nute break. |
wanted to rem nd each of the nenmbers not to discuss
the substance of the comittee neeting today and to
hold all discussions on line so that the transcript
can be taken.

So we will reconvene at 10: 20.

[ Break. ]

DR. FONG W are going to reconvene our
di scussion on Vitrase sponsored by | STA
Pharmaceuticals. Dr. Harris is going to make the
presentation on behal f of the FDA

FDA Presentation
DR. HARRI' S: Good norni ng.
[Slide.]

| amJennifer Harris. | was the primary

file:///C)/Temp/0317DERM.TXT (99 of 246) [3/26/2003 1:23:32 PM]

99



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

reviewer for the NDA, for the Vitrase NDA. | am
not going to repeat a lot of the information that
the conpany has already given but what | would |ike
to do is give you a flavor for how we | ooked at the
data and how we cane to our conclusions about the
efficacy of the product.

[Slide.]

The first thing | want to clear up is how
t hese endpoints were chosen, specifically if they
are valid in this instance. | amgoing to talk
about why it is inportant to correct for p-val ues
because we were | ooking at so many different
endpoi nts and how that affects the data.

I amgoing to go on and tal k about the
efficacy results for the two Phase Il trials, talk
alittle bit about safety and then on to the
concl usi on.

[Slide.]

First, there were three efficacy endpoints
that were submitted in the NDA package. The first
one was a proposed conposite which was suggested by
the sponsor. The second was cl earance of vitreous
henorrhage and the third was best-corrected visua
acuity.

[Slide.]

file:///C)/Temp/0317DERM.TXT (100 of 246) [3/26/2003 1:23:32 PM]

100



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Now, the proposed conposite was actually
not just one endpoint, as you have seen. It was a
conbi nation of three different endpoints. But,
basical ly, success was determined if the patients
cleared sufficiently to facilitate the di agnosis of
the underlying retinal pathology and to provide
treatnent, if necessary.

[Slide.]

The three conponents that nade up this
endpoi nt were, one, if laser treatnent was
completed; two, if you were able to visualize the
retina and reveal that surgery was needed and that
you did conplete that surgery; and, three, if you
were able to visualize the macula at a m ni mum of
180 degrees of the vitreous base.

[Slide.]

Now | want to tal k about how we vi ewed
these endpoints and if we felt as though they were
valid or not. |If we look at |aser treatnent
compl eted, one of the problenms we had with this was
that it isreally ill-defined. 1t is variable
anong opht hal nol ogi st s.

For exanple, with patients with PDR, what
is really a conpleted laser? |Is it 1000 spots? |Is

it 1500 spots? Was it really defined by that point
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at which that patient stabilized? Even if we could
come to a consensus on a conpleted | aser, there are
still many causes of vitreous henorrhage that woul d
not be amenable to I aser treatnent

[Slide.]

The second subcategory in this conposite
was visualization of the retina. W believe that
this is potentially a clinically meaningful
endpoint if it allows for earlier diagnosis of
pat hol ogy and if the timng of the diagnosis
actually translates into better patient outcones
or, in other words, if the patient at which it is
di agnosed, if we have already mi ssed that w ndow of
opportunity, it would nake a difference to the
patients.

One problemwith this is that now this
patient is exposed to two invasive procedures. Not
only do they get the intravitreal Vitrase injection
but they will have to undergo vitrectony.

[Slide.]

When we | ook at the third subconmponent in
the proposed conposite, which was visualization of
the macul a, again we believe that this could be
potentially clinically neaningful, the reason being

that one of the criteria is that the macula is
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clear. |If the macula is clear, the patient should
be able to see better and that is a clinically
meani ngf ul out cone.

But what about the other 180 degrees. |If
you renenber, this endpoint was based on only
seeing 180 degrees of the vitreous base. Wile we
agree that, if you were able to see 180 degrees and
you saw a pat hol ogy that reasonably led to the
vitreous henorrhage, that that is probably the
under | yi ng cause.

But it does not negate the fact that there
could still be sight-threatening pathology in the
ot her 180 degrees.

[Slide.]

So, if we look at the conposite, overall
it is potentially useful as a surrogate endpoint if
it can be validated as clinically meaningful. The
interpretation nay be difficult based on
variability--i.e., the style of practice from
opht hal mol ogi st to opht hal nol ogi st. But you have
to al so renenber that the underlying pathology in
this situation may be mssed and that patients nmay
be exposed to two invasive procedures.

[Slide.]

So why do we call this a surrogate
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endpoint. It is a surrogate endpoint because
surrogate endpoints, by definition, do not directly
measure how a patient feels, functions or survives,
and it is used as a substitute for a clinically
meani ngf ul endpoi nt.

For instance, the FDA has used surrogate
endpoints in the past in things |like CD4 count for
Al DS, cholesterol level for M and those types of
situations. But they have to be validated. They
have to be validated t hrough adequate and
wel |l -controlled trials to show that the
intervention on the surrogate actually transl ates
into a desired clinical outcone.

[Slide.]

Thi s proposed conposite was not vali dated.
A validation plan was not conpleted by | STA and,
therefore, this endpoint was not accepted by the
agency as a primary efficacy endpoint.

[Slide.]

Now |l et's nove on to vitreous henorrhage.
The sponsor has already told you what the grading
scale was; Gade 0 is a view of the retina and
easily treatable to a dense henorrhage of Gade 4
where there was no red reflex.

[Slide.]
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In order to be defined as a success, in
terns of the vitreous-henorrhage density, that was
very specific and the criteria only addressed those
patients that had di abetes or vein occlusions. For
PDR, you had to have at |east six clock hours with
a density of 0 or 1. For vein occlusions, you had
to have at least three clock hours with a density
grade of 0 or 1.

[Slide.]

W are not sure what this means
clinically. A'so, the other problemis that it
will inpact the trial design and inpacts how we
actually review the results, nunber one, because it
only addressed the vitreous henorrhage associ at ed
with PDR or vein occlusions and it doesn't address
any of the vitreous henorrhages that are related to
retinal tears, detachments or traumas.

So, not only for this trial but in future
trials, we would only be able to use this endpoint
for patients who had di abetes or vein occl usions.

[Slide.]

So now we nove on to inprovement in
best-corrected visual acuity which is the agency's
acceptable and primary efficacy endpoint. It is

defined as the doubling of the visual angle. An
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exanple of this is a three-step change on the ETDRS
scale or going from20/80 to 20/40, for exanple, on
a vision chart.
[Slide.]
This is a universally accepted endpoint.
I think nost ophthal nol ogists in the room if they
had a patient who doubl ed their visual angle, they
woul d accept that as being clinically meaningful
and it is the gold standard for clinical trials.

[Slide.]

So now | want to go over the data. But
before we can go over all the data in the Phase |1
trials, we have to get an idea of what we are
| ooki ng at and how we are going to evaluate it and
how we are going to decide what is actually
statistically significant and what isn't.

First of all, we have to realize that we
are |l ooking at a congloneration of nultiple
di fferent endpoints. First, we have three doses.
In the Vit-02 study, all three doses were anal yzed,
7.5, 55 and 75 units of Vitrase. There were three
possi bl e endpoi nts; the proposed conposite,
cl earance of vitreous henorrhage and best-corrected
visual acuity. Then there were three different

time points; Month 1, Month 2, Month 3.
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So, as we | ook at the data, how do we
deci de exactly what p-value will we |ook at to
decide if any of those results were actually
significant. The reason why we have to nake some
corrections is because the nore endpoi nts you have,
the nore chance you have to win and it increases

our probability of approving a drug that may not

wor k;

[Slide.]

You have seen this grid before. This is
the grid that will be used to I ook at all of the
results for the Phase Il trials. Wat p-value

woul d we have to see in each one of these bl ocks
for us to believe that the result is real and for
us not to be deceived into believing that sonething
is significant when it really isn't.

The first correction we have to nake is to
go fromO0.05 to 0.0459. Wiy is that? That is
because the sponsor took a look at this data on
four different occasions during the clinical trial
So, the nbst conservative way is to say, well, we
coul d have gone any of nine different ways. W
have three endpoints, three doses, three time
points. So, at the very |east, we should be

| ooki ng at a p-value of 0.0051 before we believe
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that anything in here is significant.

O we can take the liberal approach, which
we did, and we will say, we will just |ook at each
endpoint individually. W wll assume that the
sponsor really only thought one dose will work, the
55 units. And then we will say, if it works in any
of these tinme points, then we will take that.

So, at the very mininum as we go through
the data, we should be | ooking at a p-val ue of
0.0153 so that we will not be fooled into believing
that anything that has happened is not significant.

[Slide.]

So let's go on to the data that was
submitted in the NDA for the Phase Il trials.

This is the graph of the cunul ative percentage of
patients achieving a three-line inprovenent in
best-corrected visual acuity for the Vit-02 study,
or the North Anerican study, as you all have seen;
saline, 7.5 units, 55 and 75 units of Vitrase,
Month 1, Month 2, Month 3.

What do we see? |If you look at the 7.5
units of Vitrase, there does appear to be sone
efficacy early on, but this efficacy is no | onger
present for Month 2 or Month 3. If we | ook at the

55 units of Vitrase, it doesn't seemto be doing
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much early on Month 1. |t does appear to have sone
efficacy at Month 2 and this peters out again at
Mont h 3.

If we look at the 75 units of Vitrase, it
| ooks like there is sonething going on early on,
whi ch is encouraging, but, by Month 3, the results
are not significant.

So this is what we saw in the Vit-02
study. Since we always need replication to nmake
sure that what we are seeing is valid, we |ooked at
the Vit-03 study which is the Ex North Anerican
study or the international study.

[Slide.]

Remenber, this does not have the 7.5 units
of Vitrase. This only |ooks at the 55 and 75. So
what did we see? Wiereas before, in the Vit-02
study, it |ooked as though Vitrase was doi ng
sonething early on, we see that it doesn't show any
statistical significance in this trial

Then if we ook at the 55 units of
Vitrase, again here at Month 2, it | ooks prom sing
at Month 3. So, between the Vit-02 and Vit-03
study, the only results that replicated thensel ves
was the best-corrected visual acuity at two nonths

for the 55 units of Vitrase
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[Slide.]

So to put a clinical perspective on this,
we said, okay, there does seemto be sone
difference at Month 2 but what does that nmean for a
patient? There is a statistical difference but are
the patients really seeing it. So we |ooked at a
distribution of the best-corrected visual acuity
versus the percentage of patients.

What we found is that, while there were
statistical differences, there are stil
approximately half of the patients at Month 2 that
have nonfunctional vision. Wat | nean by
nonfunctional, | nean count fingers or worse
vision. Only about 8 percent of so that have
greater than or equal to 20/50, or what we were
referring to earlier as the ability to be able to
function and drive.

[Slide.]

So we | ooked at Vit-03 to see if that
followed. Again, we see in the Vit-03 trials, that
the results were sinmlar, still at Month 2, there
were still about 50 percent of patients who had
nonfunctional vision. This is inmportant to us
because we knew that those patients would stil

have to go on to sonme additional procedure. Most
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physi ci ans woul d not | eave themthere.

[Slide.]

So we went on to our second endpoint,
whi ch was the cunul ati ve percentage and reduction
of vitreous-henorrhage density. W |ook at the
Vit-02 study, again, the results are sporadic but,
in 7.5 1Uunits of Vitrase, it shows sone efficacy
early, peters out in Month 2 and Month 3.

For the 55 units, the only efficacy we see
is at two nmonths. For the 75 units of Vitrase, we
see sone efficacy early, which we were encouraged
by, and that went away the Month 3. So, again, we
| ooked at the Vit-03 study to see if it replicated.

[Slide.]

What we saw here was simlar to what we
saw i n best-corrected visual acuity. The 75 units
of Vitrase now shows no efficacy at Month 1, Mnth
2 and Month 3 and the only result that replicates
itself in both of the trials is the 55 units of
Vitrase at Month 2.

[Slide.]

So then we went on to the sponsor's
primary efficacy endpoint which is this proposed
conposite. Renenber, this was the conposite which

told you whether you had enough clearing to be able
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to treat the underlying condition. Wat we saw in
the 55 units of Vitrase and the 75 units of
Vitrase, there was efficacy early on.

This went away by Month 3 but it was
consistent in the first two nonths.

[Slide.]

So we wanted to look at Vit-03 just to
make sure that it replicated itself and this was a
real event. Wen we | ooked at the Vit-03 study, we
found that there was no efficacy seen for either
the 55 units of Vitrase or the 75 units of Vitrase
at Month 1, Month 2 or Month 3.

[Slide.]

Since we had so many results and they
seened so sporadic to us and we really couldn't get
a handl e on what was goi ng on and how do you really
evaluate this data, we |ooked at a couple of other
things to see if this could give us insight into
what the problens could have been or what we woul d
need to design future trials.

What we found is, despite the fact that
these patients were enrolled in a trial for a drug
that was being evaluated to treat vitreous
henorrhage, there were still approximately a

quarter of the patients in each treatnent group who

file:///C)/Temp/0317DERM.TXT (112 of 246) [3/26/2003 1:23:32 PM]

112



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

underwent a vitrectony. So these were patients who
the physicians felt as though they were doing bad
enough that they would need a vitrectony within the
first three nonths.

Then that just brought in the question,
and it is up for discussion, does that nean that
when we | ook at our efficacy results, are we really
seeing the patients who actually did better? Are
these the worst patients, these 35 or 30 percent of
patients--are these your bad players and they have
been taken out of the efficacy analysis.

[Slide.]

Then we | ooked at the Vit-03 study and we
found, again, that, while there is only about 10 to
15 percent who actually underwent vitrectony in the
first three nonths, it is a significant anmount and
it may be explained by the fact that this was Ex
North Anmerican. So, does that bring into play the
fact that the style of practice in Arerica is
different fromthat outside of the country.

[Slide.]

Then we | ooked at the anount of patients
that were discontinued in the first three nonths
for the Vit-02 study and we found that, within the

first three nonths, there were approximately 10
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percent, 10 to 13 percent or so, patients who were
di scontinued for reasons other than getting a
vi trectony.

[Slide.]

In the Vit-03 study, there were about 5 to
8 percent that were discontinued. So, in essence,
when we | ook at these two, when we | ook at anount
of patients who had a vitrectony within the first
three nonths, the anount of patients that were
di scontinued in the first three nonths, what we
realized is that we have | ost about 25 to
30 percent of the patients in the efficacy
anal ysi s.

So what does this mean for these results,
not even these results, but in future trials, if we
really need to run these trials to find out if the
drug will work or not. What do we do with the fact
that we are going to |l ose 30 percent of the
patients in the first three nonths?

[Slide.]

Anot her thing that was curious to us was
the fact that we had such a high death rate. In
opht hal mol ogy trials, we aren't used to people
dying, or used to death rates in the 0.01 percent

range.
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When we saw that in the Vit-02 study and
Vit-03 study, that there was a death rate of 5
percent in each study, it was of concern to us.

But then, nore and nore, we | ooked at the data and
we realized that, based on the popul ation, they
were an ol der popul ation, they had bad, bad

di abetes and the nmajor causes of death were

cardi ovascul ar, like M, enbolus and stroke.

So we feel as though this was pretty
consistent with the population and had nothing to
do with Vitrase

[Slide.]

Just a little bit about safety. The
sponsor has given you data on the safety. W agree
that they are simlar events seen in all treatnent
groups and nost of the events that are seen, we
believe, are related to intraocul ar injection and
not to the drug, itself.

[Slide.]

However, there are two that we do believe
are drug related and that is the fact that there is
an increased risk of dose-dependent sterile
hypopyon and there is an increased risk of
dose-dependent iritis. One thing that we were happy

to see is that all of the sterile hypopyon appeared
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to clear with topical steroids and cycl opl egi cs.

[Slide.]

So, the conclusion that we canme up with
fromthe study for the efficacy was that the only
efficacy that we saw for Vitrase was the fact that
there was an i nprovenent in best-corrected visua
acuity at two nonths and there was an inprovenent
in the clearance of vitreous henorrhage at two
months. But this efficacy was no | onger present at
t hr ee nont hs.

Just to put a clinical spin on it again,
while statistically it |ooked better at two nonths,
50 percent of those patients still have
nonf uncti onal vi sion

[Slide.]

Based on all that has been presented to
you today, we would like the advisory comrittee to
take all that information and to answer these
questions for us.

Has sufficient evidence been submitted to
support the efficacy of Vitrase for the treatnent
of vitreous henorrhage? |If not, what additiona
studies are needed to establish the efficacy of
this product? Are additional analyses of the

current data needed to understand the efficacy or
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safety of Vitrase for the treatment of vitreous
henorrhage? Should the potential interaction,
positive and/or negative, of Vitrase with current
treatnments for vitreous henorrhage be eval uated?
Are there adverse experiences that are of
particular concern for this product? |Is there a
concern about the death rate observed in these
studies? Do the benefits of using Vitrase outweigh
the risks in the treatnment of vitreous henorrhage?

Thank you.

DR. FONG Thank you, Dr. Harris.

Questions fromthe Committee

DR. FONG Before you go, do you want to
take questions fromthe comittee?

DR HARRI S: Yes.

DR. FONG Dr. Pulido?

DR. PULIDO Dr. Harris, that was a
wonder ful presentation. A question that | had
asked the sponsors, | would like to ask you. Do
you think, looking at the results of the 02 study
in conparison to the 03 study, that there is a
difference in adverse events in people of color as
opposed to people not of color since 40 percent of
the patients enrolled in the 02 were Hispanics and

80-pl us percent of the patients in 03 were
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Caucasi ans and there appears to be a higher
i nci dence of retinal detachments and worse hypopyon
formation?

DR. HARRI'S: That is sonething that we
| ooked at. We did not feel as though it raised a
flag for us. Actually, | did not realize that that
40 percent of patients who were "other" were
actually Hspanic. So | will go back and | ook at
that data again to nmake sure.

DR FONG Dr. Brown?

DR. BROMN: You presented the data that
they have in their packet regarding the cunulative
i nci dence of vitrectomy over that first three
months. So it |ooked |like there was about a 5
percent reduction in patients needing vitrectony in
the Vitrase group, 55 units at three nonths. M
question, was that statistically significant, that
difference?

DR. FONG Dr. Brown, what page are you
referring to?

DR. BROMN: This is Page 26 in handout,

t he FDA handout .
DR. HARRI' S: Can you repeat your question?
DR. BROMN: Yes. |If you look at Table 15

on Page 26, it is the last line in that table, so
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that the saline control had 24.9 percent vitrectony
versus the 55 International Units having 20.1
percent, and was that statistically significant,
that difference?

DR. HARRIS: No; that wasn't. It is still
of a concern to us that so many patients underwent
vitrectony within the first three nonths.

DR. CHAMBERS: This is WIley Chamnbers.
They are not statistically significant. W are not
really sure what to nake of it. Potentially, you
can make the argunent that there is 5 percent that
is benefitting in this particular case. That would
be good.

DR. W LKINSON: But you can spin it both
ways. | don't know if--

DR FONG That is Dr. WI ki nson.

DR. W LKI NSON: Yes; Pat WI ki nson.

Sorry. You could say that the increased
visual i zati on of the fundus nade the decision to
proceed easier. So | think the vitrectony outcomne
can be very problematic. It can good or it can be
bad.

DR. CHAMBERS: This is Wley Chambers. W
absolutely agree. The point we were trying to

rai se along there, not just for this but
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potentially for future studies, is that people are
unwilling to wait for a particular point of tine,
is there any hope of ever seeing potential benefit
from a pharnacol ogi cal agent because people don't
want to wait X number of months even though they
knew the trial was designed, they knew they were
supposed to be waiting that period of tine, and
that was the stated outcone, three months. People
obviously felt it was in their patient's best
interest not to wait that period of tine. Do we
have a chance of being able to study other agents
if that is the typical practice pattern

W only know that the push to do
vitrectomes earlier is happening nore and nore as
our vitrectony procedures are getting better and
better.

DR. FONG More questions for the FDA,
clarification questions? Emly

DR CHEW Emly Chew. | wanted to ask
this question earlier because | thought maybe it
woul d be best to ask the FDA because | wasn't
certain how this was done, and that was the
definition of a three-line inmprovenent. The
majority of these patients who cane in had rather

poor vision. They were off the chart, counting
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finger, light perception, hand novenent.

So it wasn't clear to nme how did, say, a
hand novenent or LPlI or counting finger--how woul d
they achieve three-line inprovenent. |Is that a
whole line on the chart at one nmeter or was there
gradation? They did give themone |ine for each of
the, | think, junp fromone place to another

So, in order to be three-line inproved,
you had to be coming fromLP to be on the chart for
more than a line? And then what do you do with
counting fingers? |Is that two lines? That wasn't
certain to me and | want to have that clarification
because, in our clinical trials in the past, that
is areally difficult area, dealing with poor
vision. | don't know what the answer is. | think
there needs to be a better way of, perhaps,
quantitating these patients

Clearly, this is a trial that needed that
sort of validation of such a scale which I don't
have a handle on. | know, in our trials, what we
do is we say zero is their visual acuity and it
sort of puts themat a di sadvantage because they
all have to be at zero and they have to go onto the
chart for fifteen letters to say they have a

three-line gain. So this is difficult and
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probl emati c.

I just want to hear, and | thought maybe
the FDA, whether you actually | ooked at their
charts or how did they actually come up with a
scale for that?

DR. CHAMBERS: This is Wley Chanbers. W
al so agree, we don't think there is any one good
met hod to use. The sponsor probably has a couple
of slides on exactly how that was done, if you want
to pull that up. W can also talk about it. There
is not a disagreenent between what the sponsor used
and the way the agency did.

There are actually a couple of different
m nor corrections, or possible different ways to go
and do that. That does not change the results when
you |l ook at it, either of those two ways, as far a
count i ng.

Either |I can answer it or--Dr. Gillone,
do you want to answer it?

DR GRILLONE: | can answer it, Dr.
Chanbers.

DR. CHAMBERS: Ckay.

DR. CRILLONE: First let me say, before we
put the slide up, that, just to confirm there was

difficulty for us in that because of the vision
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that the patients had. W did, just to confirmin
the primary analysis that | showed for inprovenent
in best-corrected visual acuity, if a patient
started out with [ight perception and went then to
hand notion, that woul d be one line. Then that
sanme patient went to count fingers, that would be
the second Iine.

Then if that patient went to reading any
letters on-chart, that would be the third |Iine of
i nprovenent. That would be, then, your m ni mum of
at least three lines. For that third line, then,
reading any letters, we just assuned it was 1.6
| o gMAR uni ts.

In the read letters as is, if the patient
read a few letters, we would to the calculation to
determine the actual |ogMAR unit for readi ng those
| etters on-chart.

Now, if | can call up the slide

[Slide.]

I think you can see that |ight perception,
on the left-hand side beginning with |ight
perception and, on the right-hand sides, both the
| ogMAR and what we used in the Vitrase study m ght
be. This | ogMAR, for exanple, for hand notion at 2

feet, if you knew that that was the distance, and
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keep in mind that that was not standardized and
defined in the protocol, but if it were, it would
be three units.

At count fingers, at the same distance, it
woul d be two and then 2800, 1.7, 2400, 1.3, and so
on. In our study, because we didn't standardize,
for the first three vision categories, |ight
perception had an arbitrary | ogMAR unit of 2, hand
motion, 1.9, count fingers, 1.8 and then 2800 was
1.7 and so on so that noving fromlight perception
to reading any letters, then, would be at one, two,
three Iines of inprovenment in vision

DR. CHAMBERS: This is WIley Chanbers.
This we think is a nore conservative nethod to go
and use and we are willing to accept it.

DR PULIDO Jose Pulido. Just a question
for Dr. Harris, and that is, considering that the
Vitrase caused definite inflammtion in conparison
to the saline, do you feel confortable that the
i nvestigators checking vision were well masked as
to what the patient was taking? Do you think it
nm ght have any effects on these things like Iight
perception versus hand notions vision?

DR HARRIS: No; | don't think it had an

impact. | think they remain nmasked and | don't
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think that they would have been able to tell which
dose of Vitrase the patients were on

DR FONG Dr. Tan?

DR. TAN. This is Mng Tan. | just want
to ask Dr. Harris, in the original protocol of this
trial, they specifically say they are going to
conpare, they are going to conpare three tine
poi nts, one nonth, two nonths and three nonths?

DR HARRI'S: The original proposed prinmary
ef fi cacy endpoint was that conposite endpoint at
Month 1, 2 or 3.

DR. TAN. How about other endpoints? Did
they say that the other variables or other
endpoi nts were consi dered secondary?

DR HARRI'S: Yes; other endpoints were
secondary. That was what was proposed by the
sponsor but, because of all the issues that we had
with that proposed endpoint, as we di scussed, we
never accepted that because the only way that we
could have is if it had been validated. And that
was not done.

DR TAN. Do they plan to do three
anal yses for the secondary endpoints at one nonth,
two nonths, three nonths, as well?

DR. HARRI'S: Yes; they were going to | ook
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at all three time points.

DR. TAN: That was in the origina
prot ocol ?

DR HARRI S: Yes.

DR. FONG Donald Fong. | have a
question. Going back to the discussion about the
defining, giving | ogMAR scores to the hand notions,
I'ight perception and count fingers, | guess | want
to hear a little bit nore discussion about why you
guys thought it was okay to accept that
designation. | guess ny question is twdfold. One
is it is very subjective in that area and, two, it
is hard to ascribe a value, a functional value, in
that | ow area

Sonebody going fromlight perception to
even 20/800 or even seeing a couple of letters on
there, or a single letter, seems to me a very, very
smal | functional gain. So | just wanted to hear
the thoughts about why you thought it was
conservative to accept that.

DR. CHAMBERS: This is WIley Chanbers.
The feeling was that, froma conparative
perspective, going formnot being able to see at
all, no light perception to |ight perception, to go

count fingers, to go to hand notion, each of those
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steps, we have no good way of ascertaining how rmuch
change that is in function, how nmuch value that is
conpared to a visual-acuity chart.

It has been postul ated by other groups
that they are nore on whole-unit |og units change.
We have not seen ot her people propose | esser
amounts. So, since it was the | east anpbunt that we
have seen proposed by different groups, that is
what we were taking. That is why | amsaying it is
t he nost conservati ve.

We certainly would be interested in
opi ni ons of what the proper value to assign to
those values are. |f there are people that can
help us in the future assign values to those, we

are all ears.

DR. FONG Donald Fong. Just a follow up.

I think the 5/200 sort of cutoff used in the DRS
and the ETDRS was thought by the investigators, at
that point, and correct me if | amwong. It is a
little bit before my tinme, so | would |like to hear
fromthe nore senior investigators what the

thi nking was. But ny sort of secondary
recol l ection of that was that was thought to be
sort of the last useful amount of vision, so

anything less than that, it seenms |ike wouldn't
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have any functional val ue.

But | amcurious to hear what the other
conmmi ttee menbers think.

DR. FEMAN. | can address part of that
since | was involved in one of those studies even
though | was probably the youngest man in the room
at the time. | am Steve Feman from St. Louis
Uni versity. The original reason for using 5/200
was that if a person's visual was |ess than 5/200,

t hey needed assistance in anbulation. |t changed
their functional ability to anbul ate around a room
or need a seeing-eye dog. That is what that was
used as a cutoff at that tinme.

DR. FONG Donal d Fong, again. Then Dr.
Dunbar. In follow up to that, do you think vision
| ess than that has any val ue--not val ue, functiona
i mplications?

DR. FEMAN: Vision |l ess than, he obviously
still has vision but not as functional as you woul d
like it to be. | just don't know how to
extrapolate that into a nunerical value like the
| o gMAR which is just what Dr. WIey Chanbers was
tal ki ng about earlier.

DR FONG Dr. Dunbar?

DR. DUNBAR: | have a question about
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129
safety. | notice one of the patients was
di sconti nued because of el evated intraocul ar
pressure and there was, perhaps, a slightly higher
problemw th el evated intraocul ar pressure. |
wondered if there was any subgroup anal ysis of
patients with a diagnosis of glaucoma or if those
patients were excluded and if there is any reason
to place warnings for these patients on the | abel

DR HARRIS: W didn't do a subgroup
anal ysis of patients with glaucoma. There weren't
that many that | can remenber with glaucoma. W
could surely go back and | ook at that again.

DR. FONG If there are no other questions
for the FDA, why don't we open it up to an open
di scussi on--o0h; one nore question. Dr. Feman?

DR. FEMAN. | have one nore question and
it my be a different approach to this. But we
tal ked about death rate, the observed death rate,
and we tal ked about discontinued patient and
|l ost-to-foll owup and serious adverse events. Has
anyone thought to conbine that data or is that not
a statistical valid nmethod, if one | ooked at a
combi nation of lost-to-follow up, serious adverse
events and death rates and conpared that in the

different aspects of the trial, as a conbi ned
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nunmber ?

DR. CHAMBERS: This is WIley Chambers.
think the anpbunts are relatively simlar in each of
the groups. All it does is drop your total numnber
of observed patients. That is why it was being
rai sed an issue because it nakes the ultimte
dat abase for which we are naking decisions as far
as vitreous-henorrhage visual acuity on that nuch
| ess.

But we didn't see real differences between
groups. It is just a matter of it brings the
overall total nunmber down that we are naking all
deci si ons on.

DR. FONG How about we open it up to
di scussion to both the FDA and the sponsor at this
poi nt, questions to both. Mybe | will start off
by asking a foll owup question with the visua
acuity. What if we were to sort to take the
conservative approach and assign zero to any vision
that was | ess than one-two-hundredth, no letters
read on the eye chart?

What does that do to the analysis of the
three-step gain? Dr. Gillone or the FDA, has that
been done, | ooked at?

DR GRILLONE: Dr. Fong, | would like to
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call up a slide that eval uates inprovenent in
best-corrected visual acuity to 1.0 | ogMAR units
which, | believe, will answer your question because
this would show, of the patients--and if we could
have the slide on.

[Slide.]

O the patients who cane into the study
not having any vision, not being to read letters
on-chart at the study entry. So we | ook here at
the top line. Those patients with |ight
perception, hand notion of count fingers, certainly
the mpjority of patients across the study groups
for the integrated dataset now, at Month 1--1'm
sorry; LOGrar score of 1.4--we can see that there
is a statistically significant difference, highly
statistically significant, especially for 55 and 75
I U doses at Month 1, Month 2 and Month 3.

So this is the equival ence, said another
way, of being able to read 15 letters on-chart
whi ch sone have asked us about.

DR FONG Can | ask, again, the
presentation, sort of the process of, it is hard
for me to sort of see it integrated. So | am
wonderi ng whet her you have that broken into the

U.S. and non-U. S. and then the foll ow up question
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is, of these results corrected for multiplicity
and, secondly, is that just a subgroup? Do you
have it included for everybody?

DR CRILLONE: Let me first show you,
because you asked me about 02 and 03--so let ne
show you the North American study and Ex North
American study for 1.4 Again, with the subgroup,
however, the nmajority of patients, nearly 90
percent in the North Anmerican study who had
off-chart vision at entry. Again, the p-values are
quite statistically significant to the 0.001 and,
in the 75 1U dose group, in fact, less than 0.001

For the Month 2 tine point, at 55, 0.002.
And for the Month 5 at 75, also 0.001. So we
believe these to be highly statistically
significant although we don't have the adjustnents
done. In particular, you can see that p-values are
quite robust, if you wll.

[Slide.]

If we show, then, the Ex North Anerican
trial, which we have up on the screen now, again,
as was presented by the FDA, sinilarly,
confirmation that by Mnth 2, we see a
statistically significant difference.

Wi le that difference is not apparent out

file:///C)/Temp/0317DERM.TXT (132 of 246) [3/26/2003 1:23:32 PM]

132



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

to Month 3, you can see that the trend for

i mprovenent in the 55 and 75 11U group is there.
Approxi mately 40 percent of the patients are now
readi ng on-chart. While the difference is not
significant conpared to saline, of course saline
woul d not be a treatnment option in the clinic. So
the sane proportion of patients are able to read 15
letters on-chart out at three nonths, that being 40
percent of the patients reading fifteen letters
on-chart.

DR. FONG O her questions? Dr. Phillips?

DR PH LLIPS: Bill Phillips. | was
wonderi ng, since approxinmately a quarter percent of
the patients in the treatnment group went on
eventually to vitrectony within the three nonths.
Do you have a slide for the various indications for
the vitrectony within that tine frame?

DR GRILLONE: W don't have a slide for
the various indications within that time frame. |
can tell you that very few patients had henorrhage
cl earance that then neant that there was a
di agnosi s of retinal detachment. However, that
wasn't the only subgroup

Furthernmore, | would like to add, and if |

could put up the slide for vitrectony by three
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mont hs, because we have been tal ki ng about the
change, and | think Dr. Chanbers and Dr. Harris
mentioned, that in the saline group, 20 percent of
the patients had a vitrectonmy while, in the 55 |U
dose group, 15 percent.

Yes; that is a 5 percent difference but |
t hi nk another way that we can | ook at that is that
that is really a 20 percent relative decrease in
the proportion of patients who had a vitrectony.
So, for those patients who may be at risk, for
those patients who may not be a good candi date for
vitrectony, that certainly is a benefit to them

This can conmpare to the relative increase
in the proportion of patients who actually achieve
a decrease in henorrhage and an i nprovenent in
best-corrected visual acuity. Those relative
i ncreases fluctuate approxi mately between 50
upwards to 80 percent.

DR PHILLIPS: | guess one specific
question, then, would be, since we are dealing with
i schem ¢ popul ation, either the vein occlusions or
the diabetics, were there patients that devel oped
rubi osis during the study period that had to, then,
go on to vitrectony and | aser to prevent or

decrease the risk of neovascul ar gl aucoma?
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DR CRILLONE: | think I will ask Dr.
Chandler to speak to the patients, especially with
neovascul ar gl aucoma and rubi osi s.

DR CHANDLER: | will have the data for
you in just a nonent. The brief answer is that
there is no difference across the--this is the
easiest to see. Let's show this one.

[Slide.]

Here is North America. You can see
rubiosis is the third category, actually |ess than
the hi gher doses of Vitrase. But | don't think
that these are statistically neaningful across the
gr oups.

In terms of increased ocul ar pressure, and
these are neasurenents that reported as SAEs, and
simlar we see it with AEs, they were felt by the
i nvestigator to be inportant.

There was an earlier question about
gl aucoma. There were a few patients with gl aucona.
The hi ghest pressure that led to a serious adverse
event was a patient with a pressure of 60
mllimeters of nercury sone fourteen days after
injection in the | owdose group

It was preexisting, primarily open-angle

gl aucoma, and was subsequently managed wi t hout
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difficulty.

DR. FONG Dr. Pulido?

DR PULIDO | have a question, but,
before the question, could you | eave that slide up?

DR. CHANDLER:  Sure.

DR PULIDO  Those weren't the nunbers
that were in Table 16. | amtrying to get to Table
16 quickly here

DR CHANDLER  This is serious, Dr.
Pulido. | think that the table you are | ooking at
i s adverse events.

DR PULIDO Right. But retina
detachnent | would still consider serious and the
nunbers are different between Table 16 and these
nunbers up here.

DR. CHANDLER: One of the things | want to
point out to you, if you are | ooking at tables with
integrated safety data in your briefing docunent--

DR, PULIDO This is not integrated.

DR. CHANDLER:  Ckay; the individual. W
are fine, then.

DR PULIDO In this, saline was 5.8
percent and let's go to the 55 units. It was 10.3
percent. This was nunber percent of patients with

ocul ar adverse events reported by greater than 2
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percent of patients in any treatnment group
Reti nal detachnment seens to be serious. |Is there a
di screpancy?

DR CHANDLER: The difference is the
opi nion of the investigator at the tine of whether
this was a serious adverse event in their opinion
or just an adverse event. Mst of the traction
retinal detachments were not given a serious
adver se-event designati on.

DR FONG Dr. Cates

DR. GATES: | have one question while we
are on serious adverse effects. On average, how
Il ong did the hypopyons last? How were they
managed?

DR CRILLONE: W will have a slide up for
that and Dr. Chandler will address that.

DR. CHANDLER: While the slides are being
call ed up, nost of the hypopyon occurred two- to
three-days after the injection. A vast ngjority of
them were consi dered resol ve, given a resol ution
date by the physician, within fourteen to
twenty-one days.

Pl ease put this up. This will be fine.

[Slide.]

So, again, these all showed up in that
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very first period of time of follow up. These
eyes, by the way, were not red and angry. These
eyes were not particularly unconfortable. They had
sone disconfort but they were not like a raging
i nfectious adenophthalmtis kind of problem They
were treated typically with corticosteroids and
cycl opl egi cs and resol ved.

By Month 3, there was just very little
i nflammatory response recorded, not in adverse
events but even in cells in flare in the clinica
opht hal nmol ogi ¢ exami nations. So these things were
not lingering. They were tine-specific, happened,
resol ved rapidly.

DR. FONG This is Dr. Fong. Does that
answer your question?

DR. GATES: Yes.

DR. FONG Dr. Pulido and then Dr. Dunbar.

DR PULIDG This is directed towards Dr.
Chandl er. Considering that | think you were on the
paper with Howard Tessl er and Depak Edward about
inflammation in pignmented eyes being nore than
inflammation in non-pi gnented eyes. Again, | am
still going back to this concern of mine. D d you
do any experinmental studies in rabbits to see if

there is nore inflanmation in pignmented rabbit eyes
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using Vitrase than in non-pignented rabbit eyes?

DR. CHANDLER  The first part, thank you
for the attribution but, unfortunately, | wasn't on
the paper. | was Depak's advisor. W have done
the studies on the nodel to | ook at inflanmmation
using Dr. Beldid s pignmented iris all the way
across. To the best of ny know edge, and we can
check with the preclinical people, | don't think we
have a conparison between a non-pi gnented and
pi gnmented eye. Everything is a pignmented. Sorry |
can't elucidate that for you right now.

DR FONG Dr. Dunbar?

DR DUNBAR  Jennifer Dunbar. | wondered
about the safety of this drug in aphakic patients.
We don't have any information at all and | think
that there nay be sone theoretical considerations
that there may be increased inflammtion or
i ncreased pressure problens in these patients with
this drug.

DR. FONG Can | just follow up? What
ki nd of theoretical--

DR. DUNBAR: The sponsor nentioned in
their witten package that they sent to us that the
enzyne causes very small nol ecul ar-wei ght proteins.

I wondered if these could just diffuse forward and
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cause problens with trabecul ar meshwork. They
menti oned that they suspected even that these

smal | - nol ecul ar-wei ght proteins were causing

i nflammati on that may be what is helping to
decrease the vitreous henorrhage and if these could
diffuse forward that there could be nore
anterior-segnent inflanmmation.

DR GRILLONE: Dr. Chandler?

DR. CHANDLER: | share your hypothetica
concern. As you can see, we did not enroll very
many patients, |ike none, virtually, that were
aphakic. So we sinply can't answer that question
In theory, that is very possible.

DR. DUNBAR: If the drug was approved, do
you think that there would be nention in the
| abel i ng that these are not known?

DR. FONG Maybe we can tal k about the
| abeling later on. Dr. Tan and then Dr. Chanbers
and then Dr. Phillips.

DR. TAN: | just want to follow up on the
data di screpancy on the retinal detachnent
incidence. | think the answer that Dr. Chandl er
gave probably is not--causes some concern to ne.
Since the data for the analysis nmust have a freeze

to the data at a certain time point, you cannot--so
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the anal ysis, your report, should be based on one
dataset that is fixed based on a certain tine
poi nt .

So you cannot be different because of a
physician's evaluation or opinion. So it has to be
t he same dat aset.

DR FONG Can | followup Dr. Tan's
question? | guess there is a discrepancy between
the numbers of retinal detachnent that has been
reported by the FDA and by the sponsor. | guess
the answer that Dr. Chandl er gave before was that
sone of these detachnments were tractional in nature
and were thought not to be an adverse event; is
that correct?

DR GRILLONE: Serious adverse events.

DR FONG Serious adverse events; is that
correct?

DR GRILLONE: That's correct. | would
like to, at this point, distinguish there. Wen we
are calling them serious, we are speaking to the
i ssue of the regulatory definition of a serious
adverse event.

DR. FONG Dr. Chanbers?

DR. CHAMBERS: This is WIley Chanbers.

Let ne first address the adverse-event thing. W
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typically do not | ook at whether the investigators
| abel is serious or not. W |ook at whether we
think particular events are serious by the nature
of the event.

We woul d consider all retinal detachnments
as being serious for our proposes and we woul d
never distinguish as far as what was consi dered
serious and not serious. W would just |ook at
themall and |ook at the particular events.

But, to go back to an earlier point nade
by Dr. Pulido, let me just assure himthat we would
go through--it is routine for us to collect iris
color as a surrogate of some pignentation going on
within the eye. We will go back and take a | ook at
adverse events based on iris color to see if there
is any differentiation in any of the trial

We have not done that yet. W will go
back and do that.

DR. CRILLONE: Dr. Fong, may | add,
believe a point of clarification that will help
answer Dr. Pulido's question. | have consulted
with ny team and we believe that the table that you
are referring to in that actually includes retina
detachnents fromboth eyes; that is, retina

det achnents that have occurred--and, frankly, al
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of the adverse events that are reflected in both
eyes.

There is another table provided in the NDA
that reflects, and it is the data that Dr. Chandl er
has presented throughout. W only speak of the
adverse events, the ocul ar adverse events, that
occurred in the study eye.

DR. FONG Donald Fong. | have a genera
question, nmaybe too general to answer, but | would
like to hear how you interpret it. This is ny
question frombefore which is if you can't show
that there is a significant difference in those
patients reaching vision of 20/40 or better and you
can't show a difference in reduction of vitrectony
rate, what are we offering the patient? The third
part of it, the gain that you denonstrate in the
first nonth does not persist. So what does the
conpany say this product is offering the patients?

DR. CRILLONE: | would like to begin the
answer to that question, or questions, and then,
per haps, call one of the physicians up to give
their viewpoint. The conpany feels that we are
offering to the patients the ability froma
dependency on, perhaps, famly nenbers or other

caretakers to the level that they can't see, for
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1 exanpl e, the syringe gradations to give thensel ves
2 injections to be able to be functional in their own
3 hones, at the very |east, because we did see a good
4 proportion of patients that was statistically

5 significant in both studies conpared to saline that
6 could now read 20/200 or better.

7 That is quite a benefit for those patients
8 who, up until that point, were conpletely dependent
9 on others just for their daily activities and, to
10 sone degree, for their own survival because they

11 couldn't give thenselves insulin injections.

12 So we believe that is what we are offering
13 to the patients if this drug were approved.

14 woul d like to have Dr. Packo add to that based on
15 his practice.

16 DR. PACKO | would like take your second
17 comrent first, and that is the relationship to

18 vitrectony. |If you look at the data particularly
19 at one year, the incidence of vitrectony across the
20 board was very, very simlar. So it is clear that
21 Vitrase does not |ower the need for vitrectony in
22 this popul ation

23 I think, as a clinician, the obvious

24 interpretation of that is that Vitrase does not

25 aneliorate diabetes and diabetic retinopathy. The
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i ndi cation being sought here is this is not a
treatment for diabetic retinopathy. What this drug
appears to do, certainly and two nonths and with
the dose suggested, is that it does clear the
vitreous of henorrhage enough to | ook and see what
di abetic retinopathy is doing.

The vitreoretinal interface changes. The
bonds that are creating traction on the retina
surface are not, in any way, being altered by
Vitrase. So it basically does what it is being
stated to do. It is clearing vitreous henorrhage.
The clinician looks in and still has a need to
potentially performvitrectony and perhaps may even
be doing it earlier on because we are able to
di agnose these traction detachnents where they
were, perhaps, invisible on a subtle B-scan

The issue on 20/40 vision is also
interesting but, again, one has to address the
popul ati on that nmakes up the nmgjority here, and
that is the diabetic. |If you | ook at the DRVS,
which was a sinmlar study and it was a group of
dense vitreous henorrhage being randomy assigned
to observation versus vitrectony, there was a
popul ation of patients, particularly out at three

years, when this was a three-year study, that about
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25 percent of those patients did achieve 20/40
vision or better.

This is a three-nmonth study, not a
three-year study. Still, in the DRVS, even at six
mont hs, there was about a 20 percent group that
achi eved 20/40 vision at six nonths. But, again,
that is in vitrectony. Vitrectony clearance of
vitreous henorrhage is certainly nmuch nore conplete
than Vitrase clearance, at least in the short-term

So | think that the study was not designed
nor is being suggested to really stratify out the
20/ 40 visions. There is data that is being
presented here of 20/200 vision which, | think,
does appear to have sone statistical significance.

DR FONG M follow up; so there is
agreenent that this does not reduce the vitrectony
rate. |Is that sonething that is agreed upon by the
conpany?

DR GRILLONE: There is a trend towards
reduction in the vitrectony rate, especially when
you | ook at the 20 percent that occurs in the
saline group versus 15 percent. It is just that
the study wasn't designed to denonstrate, to a
statistically significant degree--it wasn't powered

to show that difference. W are sinply saying that
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there are various factors here that woul d deternmni ne
whet her or not getting a vitrectony--would
determne the outcone in terns of vitrectony.

In some cases, that would be a good thing
for those patients to get vitrectony earlier
because the physician could see the pathol ogy.
Because it wasn't stratified or designed that way,
it is inpossible to say it is a bad thing,
necessarily.

DR FONG Dr. Steidl?

DR. STEIDL: | don't care who responds to
this, if anyone wants to, but it is curiosity. |
am on Page 24 of this handout, the watchfu
waiting. So it is just an n of 18. It really
seens to have quite a different effect conpared to
the saline control. | amjust wondering--it is
hard to infer anything fromthat, but are we
underestimating the effect of Vitrase? Can you
extrapol ate that at any |evel?

DR. HARRIS: Actually, we didn't put nuch
credence in the watchful -waiting part of the tria
because there just weren't enough patients to get
any information fromit.

DR STEIDL: The reason | bring it up is

because, in the real-life situation, you either
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observe or you treat. GObservation is actually what
is significant. W are not going to inject saline
i nto peopl e.

DR HARRIS: Right. But the only way that
we would be able to do that is with higher nunbers
or |l ooking at historical data.

DR. FONG Dr. Chanbers, | think--well, go
ahead.

DR CHAMBERS: Just responding, back to
this. There are two ways to look at it. One,
there are all the different problens with watchfu
waiting and the bias that is involved which is the
ot her reason why we think there is difficulty in
maki ng interpretations there besides the nunbers.
The other is that, if we are trying to evaluate
what Vitrase does, per se, that it is having to be
injected and having to go in and whether there is
any nechani cal di sturbances or any nechani cal
changes that happen w th doi ng any kind of
intravitreal injection, even if it is with saline,
the only way to see that is to conpare agai nst the
sal i ne group.

I would absolutely agree, it is not the
same as watchful waiting, but it is a better

eval uati on of what Vitrase, per se, is doing as a
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phar macol ogi ¢ agent.

DR FONG Dr. Phillips?

DR PHILLIPS: Bill Phillips. Not that
the study was directly designed to | ook at this,
but, for the patients that did undergo vitrectomny,
the treating physician, where they masked as to
knowi ng whether or not that patient had had saline
injection or Vitrase prior and, if not, did the
Vitrase seemto, in any way, enhance or ease the
Vitrase surgery?

DR. CRILLONE: The answer to your first
question, were they masked, yes; they were nasked
and nost of themactually continued to be masked to
all of the treatment assignnents for their
patients.

In answer to your second question, because
it wasn't designed into the protocol, there was
not hing particularly to say whether or not--there

was no data collected on ease of doing a

vitrectony, if you will, or not.
Dr. Phillips, we could, based on sone
Phase Il trial data for the two principa

investigators that are here, if you wi sh--that was
an unnmasked trial, however, so | don't know if you

want to hear on their anecdotal experience with
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ease of doing vitrectony or not, but that was an
unmasked, noncontrolled trial

Yes? It was nmasked for dose. It was not
a controlled trial; sorry.

DR. THOWAS: Gary Thomas. We were masked
to the dose in the Phase Il trial. So we knew the
patients either go 7.5, 37.5 or 75. | have been a
vitreoretinal surgeon for twenty-two years now.
Those patients that ultimtely came to vitrectony,

I think Barry and probably Kirk can shadow, these
were really different eyes fromthe standpoint of
vitreous. There was no, | think, difference in the
vitreoretinal attachments to fibrovascul ar tissue
but, certainly, the vitreous, itself, was al nost
nonexi st ent. These were very, very
quick vitrectomes. Barry used the term jokingly,
that we just slurped it out. It just really cane
out very quickly. But | don't think we saw a
change in the vitreoretinal attachnments. | think
that is probably why we were doing the vitrectony.
It did not rel ease those surface-traction
conponents which created recurrent henorrhage

DR. FONG Dr. Brown, did you have a
question?

DR. BROMN: Yes. Jerem ah Brown.
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Regar di ng the hypothesis that increased
inflammation may play a role in the efficacy of the
drug, did you do any subgroup analysis to see, in
your iritis population versus the ones that didn't
have iritis, did they have nore rapid cl earance or
difference in the rates?

DR GRILLONE: W did, as a matter of
fact, ook at a subgroup analysis of patients who
had iritis and what proportion of those patients
had a reduction in henorrhage density since we
believe that is the direct relationship.

Before | call Dr. Chandler to the
m crophone, though, | would |ike to point out that
this does not inplicate a cause-and-effect
relationship. It sinply gives for you a bit of
i nformati on about the relationship between iritis
and reduction in henorrhage density.

Dr. Chandl er?

DR CHANDLER: If we could have the slide
up.

[Slide.]

What | am showi ng you here is iritis
related to the reduction in henorrhage density
which, | think, gets at the question you are

asking. In the patients with iritis, here are the
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nunbers. Here are the nunbers that had reduction
in vitreous-henorrhage density, again by treatnent
groups. If you look, you will see that, in all
cases, there is a close relationship to having
iritis on or prior to the date that reduction in
vi treous- henorrhage density was recorded.

What isn't apparent to you here, but
almost all of the iritis had its onset within the
first few days after injection. These are, then,
at tinme points after that. So they all, whether it
was those that had iritis in the saline control or
the treatnment controls, had their iritis acutely
and early in relationship to when they received
their intravitreous injection and then here is what
happened.

So, if they had reduction and there was a
very close correlation with having iritis on or
prior to the day where reduction in
vi treous- henorrhage density occurred, or was
recor ded.

DR FONG If you look at that the other
way around, the ones who didn't get iritis, were
the nunbers | ower?

DR CHANDLER: No.

[Slide.]
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I will show you the other way around, sort
of back into what you are saying. Here are, now,
the patients with reduction in vitreous-henorrhage
density. You can | ook at what proportion of those,
then, by dose group, had iritis and which
proportion of those had iritis on or before--had
the reduction on or before the date of onset of the
AE called iritis--on or after; |I'msorry.

DR. FONG Does that answer your question
Dr. Brown?

DR. BROMN:  Yes.

DR. FONG | have a question and then Dr.
Chanbers. My question to Dr. Chanbers and to the
sponsor is, if we are tal king about sort of a
tenmporary gain in vision or ability to see the
retina, isn't it nore helpful to |ook at the data
intime and place, like a Kaplan-Mier sort of read
on this. Is it worth cutting this down further?

DR. CHAMBERS: This is WIley Chanbers.
Clearly, you could do, to a set paraneter, a Kaplan
Meier and look at time to a particular event that
you thought was useful vision. | think you are
then left with a question, okay, how nuch tinme is
clinically significant. 1Is it reduction in a day?

Is it reduction in a week? 1Is it reduction in a
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month? | amnot sure that that necessarily is as
hel pful in this case because, in nost cases, you
are not seeing it earlier at Month 1. You were
seeing it, basically, at Month 2

The reoccurring finding they keep seeing
is a bettering in Month 2 in the 55 group. | think
the question, then, remains is that good, bad or
indifferent.

DR CGRILLONE: Dr. Fong, may | add to
that, if Dr. Chanbers is finished. Two things
First of all, while we are not seeing a
statistically significant difference at Month 3, we
are still seeing a high proportion of patients in
the Vitrase-treated groups who do have a three-line
improvenent. | think it is inportant in the
context that, as we have nentioned before, that
patients are not likely to get treated with saline.
That is not sonething we woul d do.

So the fact renmins, neverthel ess, that 40
to 45 percent of the patients treated with Vitrase,
even at three nonths, do have a three-line
i mprovenent.

The second thing is, with regard to doing
a Kaplan-Meier, if | may call up the statisticians,

because we did think about this. But there is a
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1 statistical reason better described by the

2 statisticians of why it is not appropriate to do a
3 Kapl an-Meier in this case.

4 DR BUCK: Raynond Buck, Cato Research.
5 G ven the way the that data were collected, there
6 are actually collected at very discrete tine

7 points. So a time-to-event anal ysis, which was

8 more a live-table analysis, could be done rather

9 than a straight Kaplan-Mier and we do have that if
10 you wanted to see it.

11 DR. FONG If you have it, let's | ook at
12 it. This is Donald Fong.

13 DR BUCK: This doesn't have the

14 appearance of the usual Kapl an-Meier curve, but |
15 think it shows you the survival distribution.

16 [Slide.]

17 Again, the blue line is saline, green,

18 7.5. Again, we are plotting the probability of

19 survival rather than starting at 1 and coni ng down.

20 We are from O and goi ng up.

21 DR FONG Did you test this?

22 DR BUCK: There were formal tests on

23 i mprovenent, tine to BCVA i nprovenent. | am not

24 recalling the p-values exactly. | am/looking at ny

25 col l eagues now to see if they can provide you with
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that answer.

DR. FONG This is just a side
admi ni strative note, since we are ahead of
schedule. | am wondering how t he group thinks
about taking an earlier lunch and reconvening
earlier. Dr. Chanbers?

DR. CHAMBERS: This is WIley Chanbers.
think that was potentially the plan. W have an
open public forum neeting that it needs to nore or
|l ess stay fairly close to being on tinme. So |
thi nk our expectation would be to go ahead and take
an early lunch and then cone back for both the open
public forumas well as, then, the rest of the
di scussi on.

I comend the Chair for staying ahead of
schedul e.

DR. FONG | conmmend the sponsor and the
FDA. |s there any opposition to taking an earlier
|l unch? Can we reconvene naybe at 12:45? An hour
and fifteen for lunch; is that okay? Let ne
rem nd, again, the committee staff not to discuss
the substance of this conmittee neeting outside of
the transcript that is in process here.

[ Wher eupon, at 11:30 a.m, the proceedi ngs

were recessed to be resuned at 12:45 p.m]
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1 AFTERNOON PROCEEDI NGS
2 [12:50 p. m]
3 DR FONG W are going to reconvene the

4 Subcommittee of the Ophthal mic Drug Advisory

5 Conmittee discussing the NDA for Vitrase sponsored
6 by | STA Pharmaceuti cal s.

7 Commi ttee Di scussion

8 VWhat | would like to do is have an open

9 di scussion with the sponsor and the FDA. Then, at

10 1 o'clock, we will break for an open public hearing

11 in case there are public nenbers who want to speak
12 up.
13 Are there questions for the sponsor or the

14 FDA? Dr. Brown?

15 DR. BROMN: Just the one thing that was
16 | eft over fromthis norning. Do you have that data
17 now on the retinal detachnent related to vitrectony
18 whi ch ones had it and did not but separated between
19 the different studies. So the data that was shown
20 was the conbi ned integrated, but pre- or

21 post-vitrectony retinal -detachnent rates.

22 DR GRILLONE: Dr. Chandler?

23 DR. CHANDLER: If | may have the first
24  slide.

25 [Slide.]
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This is the North Anerican study show ng,
in the same format that you saw with the integrated
study, total RDs. These are throughout the tota
follow up. These are not through Month 3 or
anything. They are the total that had a retina
detachnent and vitrectony recorded

These are the portion, or the whole
nunbers, whatever you want of retinal detachnent
after the vitrectony as opposed to before. | think
you can see the numbers. It is roughly 50 percent,
in each group, had their retinal detachment after a
vitrectony as opposed to before.

DR FONG Dr. Pulido?

DR. PULIDO Jose Pulido. Just a point of
clarification. Again, before, when we were talking
about Table 16, you told us this was ocul ar adverse
events that were--and this is North Anerica. But
those nunbers are exactly the nunbers in Table 16
Yet, you were telling ne that Table 16 was either
eye. Is this the affected eye and are the nunbers,
then, in Table 16 of the affected eye?

DR. CHANDLER: |I'msorry; | don't renenber
what Table 16 is in your thing, but if it says that
it is--

DR PULIDO It is the exact sane nunbers
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and yet you told ne before it wasn't, it was either
eye.

DR. CHANDLER: In the integrated reports
of safety in here, it is both eyes. |In the
i ndi vi dual studies in your docunent, these are
study eye.

DR, PULIDO This is--

DR. CHANDLER  Study eye.

DR PULIDO So then there were eighteen
retinal detachnments in the Vitrase-treated group
with 55 International Units in the North Anerica
group in the study eye; correct?

DR. CHANDLER  Correct.

DR. PULIDO That is 10.3 percent versus
5.8 percent for the saline-treated group.

DR CHANDLER: That is correct.

DR. PULIDO So, is that statistically
significant?

DR CHANDLER: No; it is not.

DR PULIDO  Ckay.

DR, CHANDLER: Let's show this slide, just
to give you another | ook at things.

[Slide.]

Here was tinme-to-diagnosis of the retinal

detachnents. Again, this is North America show ng
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you retinal detachnents in the study eye. The nmain
point here is that you see very fewretina
detachnents reported as adverse events in the first
month followi ng an intravitreous injection. You
see that it progressively increases and, as you get
to greater than three nonths is where you see the
bul k of them for each group. So they tend to be

| at e.

Wul d you like to see the sane data for Ex
North America?

[Slide.]

Here is Ex North Anerica, giving you the
same picture. Those that were detected in 30 days
or less, 31 to 60, again 90 and greater than 90.
Again, you will see that the majority of themtend
to show up in this greater than 90. Here you see a
good exanpl e of something cleared, in al
|'i keli hood, enough to make the diagnosis and then
report the adverse event of a retinal detachnent
because there was cl earing.

DR. BROMN: That is really hel pful data.

I think we should get that on paper, the |ast few
slides that you have shown. That is very hel pful

The other part of it was traction versus

r hegmat ogenous and you showed us this norning the
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integrated data. Do you have that separated?

DR. CHANDLER Bear with me just a nonent

pl ease.
DR FONG Dr. Steidl has a question
DR. STEIDL: Can | just ask a question?
You said what of those had cleared? | didn't

fol | ow t hat

DR. CHANDLER | said, in the
Vitrase-treated group, there tended to be clearing,
as you have seen, nore frequently, often uncovering
a detachment. So you got a chance to see it
earlier.

DR. STEIDL: What percent would you say?

DR. CHANDLER Well, clearing in the first
month went in the range of 25 to--roughly 25
percent of them cl eared.

DR. STEIDL: O the ones that ended up
wi th detachnents cl eared enough to see the
det achnent ?

DR. CHANDLER  Yes.

Let's bring up this next slide.

[Slide.]

This is Vit-02, as you have been hearing.
That is North Arerica. Here is the breakdown by

traction, retinal detachments in this group. You
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1 can see that it was in this proportion, nore

2 traction retinal detachnments, probably again a

3 relationship to nore clearing, so you had a better
4 chance to see it.

5 Her e was rhegnmat ogenous, unspecified,

6 since in the case reports, sone people did not

7 record whether it was rhegmat ogenous or traction or
8 a conbi nati on

9 DR. BROM: That is helpful. So, then, in
10 the interpretation of it and from your standpoint,
11 you are saying that probably it hel ps us see it

12 better. The other possibility is that the

13 increased inflammation creates nore traction as a
14 possibility. Have you thought about that or has

15 that been | ooked at in animal nodels or anything

16 like that?
17 DR. CHANDLER: W have not | ooked at an
18 ani mal nodel. Certainly, we have thought about it.

19 The way the nunbers cone over tinme, if it was

20 | ooking at traction, we don't see a separation of
21 this tendency in tinme between saline and Vitrase.
22 I would think you would start to see those separate
23 as you get out to three nonths, and we don't see

24  that.

25 DR. FONG Dr. Feman and then Dr. Steidl
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DR CHANDLER: | didn't know if he wanted
to al so see separately the Ex North Anerica or not.
If you don't mind, Dr. Fong

[Slide.]

Here is the 03 again, sanme setup. This is
Ex North Anerica traction. Here you see that it is
pretty nuch straight across. Only one reported
rhegmat ogenous, and you can see a mgjority of them
ended up unspecified. There was poor recordi ng of
whet her it was traction, rhegnmatogenous,
combi nation or unspecified. But, again, | think
you see this leaning toward that allow these were
traction retinal detachments.

DR. PULIDO Just a point of clarification
on this. |If your hypothesis is correct that it
just hel ps you see it better, then you would have
had, basically--in the two groups, it would have
had the sane nunbers.

DR CHANDLER: W didn't have the sane
anount of clearing, Dr. Pulido, in the two studies
at the sane periods of tine.

DR. FONG Dr. Feman?

DR. FEMAN: M concern is about the
retinal toxicity of this agent that you are

injecting. For exanple, if a person has had a
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previous vitrectony and, therefore, he does not
have, or she does not have, the vitreous that she
was born with and this agent was injected into the
vitreous cavity, what do we know about retina
responses to this agent, to an eye that no | onger
has vitreous?

DR. CRILLONE: We don't have any data with
regard to eyes that don't have any vitreous.

DR. FEMAN: There are no ani nal studies of
any kind that would address this?

DR. CRILLONE: Nothing in animals where we
have renoved the vitreous and then | ooked at
retinal toxicity. | would like to have Dr. Brooks
McCuen who is a nenber of our DSMB.

DR. McCUEN. There really would be no
i ndication for ever using Vitrase in a
post-vitrectomy eye because there was no rationale
for howit would work. The vitreous was al ready
liquified and there is nothing to break up so there
woul d be absolutely no use for using Vitrase in
that situation.

DR. FEMAN. | know that and you know that,
but I don't know if every doctor in the United
States would know that when this is comrercially

avai | abl e.
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DR FONG It is hard to solve that
probl em
Dr. Steidl?
DR STEIDL: Just a protocol question
You are saying that three-quarters of the eye, at
the tinme of detachment, would not have cl earing.
How are those categorized? Wre those continued
failures then, because that woul d not meet your
primary efficacy endpoint.
DR, CRILLONE: Certainly, if they didn't
have a reduction in henorrhage density, then they
woul dn't be counted as having a success. But | am
not quite sure that that is what Dr. Chandl er was
exactly referring to. | think he was just talking
about, in a subset of patients, the relationship
bet ween retinal detachment and cl earing
DR. STEIDL: | amjust trying to
under stand how you are defining this second bull et
poi nt of the efficacy endpoints. "Visualization of
the retina reveal ed that the surgery was required."
So, in that case, the surgery was required but, if
you couldn't visualize the retina, then that woul d
not be--
DR GRILLONE: Correct. |In that case, if

you couldn't visualize the retina and if there was
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no docunentation that surgery was conpl eted, then
that would be a treatnent failure for that patient.
This is where the distinction in the surrogate
endpoi nt conpared to the outcone by investigator is
i mportant because, to be a success in the surrogate
endpoint, for that particular one, for exanple, we
woul d have had to have had docunentation on a
case-report formthat that surgery was conpl eted
within the w ndow.

On the other hand, if the physician sinply
checked Box No. 2 and said, "Yes; the henorrhage
has cleared. | wll do surgery,"” but either the
surgery didn't get conpleted within the w ndow or
there was some failure to document that the surgery
was done, in the outcome by investigator, that
woul d be a treatment success. So those two
endpoints are really one and the sane. It is just
one not requiring the absol ute docunentation. But
the outcome by investigator, it is inportant to
keep in mind, is really the sane as a
surrogat e- endpoi nt success.

Have | made that clear to the panel ?

DR. FONG At this point, let's take a
break in the general discussion and open the floor

up for commrents fromthe public
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Open Public Hearing

DR. FONG Are there any speakers fromthe
public who would like to nake a comrent to the
conmittee? | don't see any. Does anybody see any?
If not, let's resume our discussion

Commi ttee Di scussion

DR FONG Maybe | will start with a
question for Dr. Tan. The FDA has presented to us
issues with multiplicity and the choice of p-val ue.
Do you agree with that, that there are very few
endpoints that are statistically significant?

DR TAN. Yes. | think |I do. That is why
| asked what was in the original protocol because
the primary endpoi nt now were the secondary
endpoints in the original protocol. Wen you nmake
i nference based on your efficacy on a secondary
endpoi nt, you should really adjust it for the
mul tiple conparisons. So the cutoff should be
adj ust ed.

DR. FONG Donald Fong. You agree with
the adjustment proposed by the FDA?

DR. TAN.  Yes.

DR. FONG Maybe | will just start off the
di scussion al so again tal king about the surrogate

endpoi nt that has been proposed by the conpany.
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How do peopl e feel about this endpoint that is
proposed, |aser treatment or visualization of the
retina reveal ed the surgery was required or

vi sual i zation of the macula with a 180 degrees of
vi treous base.

observations about that? Emly

DR CHEW | think that is a difficult one

to validate. Unless it is validated, | think it is
hard to use as an endpoint. GCbviously, there are
many issues involved that we, as clinicians every
day, see. As a clinical trial, I think that is a
difficult one. It is not standardized. It is not
val i dated. People have different bars as to what
they want to do surgery. | think that is a
difficult one to actually use

The only hard endpoint we really have is
really visual acuity at this point. Wat | would
like to see, then, perhaps in that conposite m ght
have been sone patient function aspect that m ght
have been incorporated in there nore than what it
has got at this point. This is all, really, what
t he physician deci des based on this and | think
function has to cone in there nore.

I think that is where | would put this.

DR. FONG Dr. Pulido?
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DR PULIDO Jose Pulido. | agree with
Emily but, on the other hand, as one can see from
the patients this was used in, this wasn't used in
your Type 1 diabetics. This was used in those
patients that were probably so sick that they
couldn't even undergo a vitrectony in a |ot of
cases. There is a huge nortality rate in the group
of patients that were picked

So, thinking about whether | would use

this nedication or not, | think it would be
reasonabl e in those patients that are so ill that |
woul dn't want to take themto vitrectony, | would

want to try sonething, an alterative treatnent.

Although it is a bad endpoint, | think it
is not an unreasonabl e endpoint to consider froma
clinical point of view

DR. FONG Dr. W/ Kkinson?

DR. WLKINSON:. | would agree. These
patients are incredibly difficult to manage. It is
no surprise that this is not a perfect statistica
anal ysis with clean outcomes. | don't know. |
hate to be a statistical nihilist, but, with all
due respect to these patients, | think the critica
issue here is that the viewin is nore inportant

than the view out.
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No matter what the p-values are, it is
pretty clear that, from 50 percent to 100 percent
nore patients experience clearing with an injection
than with saline, with an injection of the drug
than with saline. So sonething is happening.

The two things that are happening is we
are getting sone inflanmation and we are getting
some clearing of the vitreous gel. Don, you
mentioned what do we offer the patient. The key to
managi ng these patients is to control the
retinopathy. As Dr. Harris noted, the anmount of
| aser burns that a person needs to contro
retinopathy varies trenmendously from many hundred
to many thousand.

But the key to managing these patients is
to be able to see what is going on, what is the
status of the vitreoretinal interface. | think if
a sufficient nunber of people seemto be having
sonet hi ng happen that can enhance their outcone
that this type of surrogate analysis, it is not
clean. It is not--Emly stated it very, very well,
but | think it is clinically neaningful, as Jose
j ust said.

DR. FONG Anybody el se? GCbservations?

Dr. Tan?
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DR. TAN. Statistically, it conmes forward
here that the analysis is just saying if this is
going to be used in a |arger patient popul ation,
that is why | want to consider the Type 1 error

DR. FONG Tell ne that again?

DR. TAN. That is the point of condidering
the Type 1 error is that once the product is going
to be used in a |arger patient population, that is
why we want to consider the Type 1 error here.

DR. FONG Maybe | can just sort of
continue this ongoing discussion. 1t sounds |ike
peopl e |ike the proposed conposite even though it
hasn't been validated. The next issue is has the
company showed that that has been effective, that
it actually does do any clearing. What does Dr.
Tan think of this? Wat do you think of the
ef fi cacy based on the proposed outcomes?

DR, TAN. This is--the conpany--

DR. FONG Wy don't | conme back to you
Way don't you take a look. | would like to get
your read on it. Qher observations fromcommttee
menbers, general observations? Dr. Steidl?

DR. STEIDL: Maybe | am sayi ng the obvi ous
but just with comment to the conposite index, where

I am having difficulty with the visualization of
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the retina as one of the endpoints is that these
conditions are all a little different. |If you
suspected a peripheral break, you mght need to see
360. That is not really included in here. Were,
if you are suspecting vein occlusion, you may only
need to see a snall part of the eye and may only
need to treat an area.

So the potential, again--some things could
be managed by B-scan that coul d devel op where you
couldn't see it. So it is kind of hard for nme to
under stand how you lump all these different
conditions together with this endpoint. At the
sane time, | think it is valuable in concept.

DR. FONG This is Donald Fong, again. |
sort of agree with what you have said and | agree
wi th what Pat and Jose have said, and that is it is
inmportant--it would be helpful to be able to see
the retina to see if there is any pathol ogy. But
that is one step away fromthe preservation of
vi sion or inprovement of vision

What may be missing, and what Scott
pointed out, is sort of the connection between
identifying these things at one nonth and the
ultimate visual prognosis. For exanple, if you

di agnosed a detachnent that is already there, the
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macul a that has been off and so forth, it nay not
make a difference that you have picked this up at
two nmonths versus three nonths.

So that connection nay not be present. |
am wondering if people agree with that. Thoughts
on that, the connection between di agnosing things
earlier and the ultimate visual outcone. Dr.
Phillips?

DR PHILLIPS: Bill Phillips. | think
sone of the things, we don't really have sort of a
standardi zed protocol in this study for the B-scan,
but a lot of the "traction retinal detachments," it
is not broken down into whether it is nacular or
ext ramacul ar .

Certainly, if it is a nasal extramacul ar
detachnent, you could watch | onger than you woul d
want to watch a nacul ar detachnment whenever you
find it. The other thing | was a little concerned
about, just as Scott and other people have pointed
out, to say that there is clearing to see 180
degrees, you could m ssing sonething that way.

Al so saying that you are getting clearing enough to
do "l aser treatnment."

Dependi ng on how much ischenmia there is,

you may put in some |laser but not really stop the
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process. |If you are not stopping the ongoing
process, you are not really treating the patient.
I think what Dr. Fenman was saying earlier, too,
vitreoretinal specialists would probably use this
in a different way than a non vitrial-retina
specialist and that mght also |lead to sonme sort of
prol onged observation letting things progress
further than they m ght otherw se need.

DR. FONG This is Donald Fong, again.
Dr. Ringel?

DR. RINGEL: | am not an opht hal nol ogi st .
I ama dermatol ogist. This question may be
opht hal nol ogi cal |y naive but | amgoing to go with
it anyway. | was wondering if there has been any
stratification for duration of the vitreous
henorrhage. The reason | amasking is that, as
have |istened to the conmttee, it seens that one
woul d want to use this agent as early on as
possi bl e, perhaps at |east during the first three
mont hs whereas, in the study popul ati on, npst
patients that had had their vitreous henorrhage for
nmore than three nonths, and it seenms as if the
study population is not the sane as the popul ation
it is going to be used on.

I would Iike to know if there is any
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stratification done specifically |ooking at safety
i ssues.

DR FONG Lisa?

DR CRILLONE: | will answer the |last part
of your question first, Dr. Ringel. W did not
| ook at duration of henorrhage as stratification
for safety issues. For the first part, in ternms of
ef fi cacy, because the study was not designed with a
maximum limt on the duration of henorrhage, it was
not possible to stratify well the duration of
henorrhage at entry.

What | nean by that is if we |ook at the
m ni mum we have 30 days. |f we |ook at the nean,
we have about 120 days. Nevertheless, there was a
fair proportion of patients who actually had a
henorrhage duration greater than 90 days and sone
for quite into the hundreds of days. So, given
that broad spectrumin this clinical trial, it is
not possible to, then, subset duration and get
meani ngful information fromthat.

DR BULL: Jonca Bull. On this sane
poi nt, the data provided by the sponsor has a
duration of baseline vitreous henorrhage with a
mean, on the integrated analysis, of 120 days,

about four nonths, for duration. | was just
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wonderi ng how does that data address the question
rai sed by Dr. Ringel?

DR, CRILLONE: It has a mean of 120 days
with a standard deviation of 110, so you could see
the broad range around that. It addresses it,
basically, by confirm ng that, with such a broad
range--if there were a tighter range around that
four-month period, then you woul d know t hat you can
get a tight subgroup anal ysis.

But you really can't get a very tight
subgroup anal ysi s because the range goes from 30
days, in sone patients, through beyond 120 days and
beyond 230 days, based on the standard devi ation,
and greater. So there is such a broad range, the
subset anal ysis woul d be uninterpretable.

DR BULL: | would like to point out, this
rai ses, | think, some significant challenges for us
froma regul atory perspective because, in terns of
trying to wite a label, you have to base it on the
data. Gven that you have patients that have
fairly--1 guess, if you go with your nean, four
months into a henorrhage, this does not address
whet her or not you could articulate in a | abel any
indication for patients, as | think soneone had

menti oned, who were early in the course, because
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you don't have data to substantiate its use

DR. CRILLONE: We didn't design the study
to look at that small subset. Yes; we all agree on
that but perhaps one of the physicians could
address their feeling of how they would treat
patients now based on the data that we have put
before you if they had a patient with an earlier
henorrhage. What woul d the opportunity be for them
there? Dr. Packo will address this.

DR BULL: Excuse ne. That would be
speculative. | don't think it is helpful for us to
go that route.

DR CRILLONE: Ckay.

DR. BULL: Thank you

DR. FONG This is Donald Fong, again.

Let me cone back to Dr. Tan about sort of the
eval uati on of the composite outcomes. What is your
thinking on Vit-02 and Vit-03?

DR. TAN. | think the conposite score
outconme is not really validated. | think, then,
the question is can we dissect that and extract
useful information, as you cannot take the p-val ue
gi ven here based on the conposite score entirely.

If you say sone of the conmponent of it is

clinically meaningful, then we should anal yze that
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conponent .

DR FONG | amnot sure | understand
that. Can you rephrase it?

DR. TAN. | think the conposite, the
outconme is not--1 think the correlation or how this
is correlated with clinical outcome hasn't been
validated. That is the issue, original issue. So,
in the analysis of Vit-02 and Vit-03, the Vit-02 is
significant but Vit-03 is not significant. So it
is really hard to conclude, make an inference out
of this, for ne.

DR. FONG So we have one study, Vit-02,
that shows sone positive findings at Month 2 and
not replicated in the third nonth. How do people
feel about that? Dr. WIkinson? Dr. Pulido? Dr.
Feman? Menbers of the group?

DR. WLKINSON: As | have already said, |
think that there is no way to nmake this an opti nal
statistical study with clean outcones. | think the
big picture for me is that something does happen
when these eyes are injected and it is clear to ne
that a patient has a significant chance of having
some clearing of the media as well as sone iritis
if they are injected. | think that that would help

me nmanage these patients.
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There are differences in each study. W
can anal yze these subsets until the cows cone hone.
I am always guilty of |ooking at big pictures and
not small pictures, but the bottomline is--and
this is the reason the first question | asked was
to stratify themon the basis of when the
henorrhage occurred because one of the sponsor's
consul tants, Dr. Packo, nmentioned that, for him
the first step, if you can't see an individual's
fundus and they have a big henorrhage, the question
is how active is this retinopathy. Wat is going
on? Wiat do | need to do? That is the patient
that is going to get this injection and | think the
chances of clearing are better with the injection
than with no injection.

It is unfortunate that nore people don't
cl ear.

DR. FONG This is Donald Fong again. |
just wanted to clarify, make sure | understand your
perspective in this. What do you base the
assertion that there is clearing on, because it is
not replicated in this studies.

DR. WLKINSON: It is my inpression, just
| ooking at these data, that in each and every

instance, there is a 50 to 100 percent difference
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at each tine period on the multiplicity of the
out comes that have been | ooked at, not al ways as
statistically significant with one subset as
another, but it is pretty apparent to ne.

Again, this is big picture, not small

picture, that this drug is doing sonmething. It is
doi ng sonething inportant. It is not doing it
optimally. | wi sh the nunber were 75 percent

i nstead of 35 percent, but it seens to nme that it
is pretty clear sonmething is happening.

DR. FONG Pat, let me ask this question.
Sonetinmes, it is hard to tell, when you | ook at 100
different sorts of |ooks at sonething, and sort of
get a gut feeling for whether sonething is
statistically significant or not, or whether it is
real or not.

So, when you | ook at a bunch of things,
sonetines it is hard to tell what is real and what
is occurring just fromchance. One of the purposes
of statistical testing is to give you sort of a
val uation of whether the findings that you are
seeing is due to chance

So, if the testing doesn't confirmit,
then | amjust wondering how one would sort of nake

the assertion that there is sonething happening,
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guess is what | amtrying to get a feel for.

DR. W LKINSON: Well, thank you. | don't
know much about statistics, but | know that that is
what they are for. Again, there are subsets in
which the data--Dr. Harris' nice presentation
poi nted out, the data do appear to clearly support
the fact that something is happening.

There are other subsets in which the data
are not statistically significant at a very, very
high level. Again, | feel there is clear evidence
here that something good is happening. These are
eyes that have been | oaded with bl ood for nonths.
When we start tal king about vision, we haven't
tal ked about macul ar pathol ogy in Type |

di abeti cs.

This is an exceptionally conplicated deal

We can fine-tune it forever, but | cannot escape ny
concl usion that sonething is happening in a
di sappointing mnority of patients, but, still,
somet hing i s happening that is not happening in the
control cases

DR FONG Dr. Harris, would you like to
respond? Can | just follow up with one sort of
observation? | think what Dr. Harris has shown is

that there have been three outcones. W | ooked at
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it with three different doses and you | ooked at it
at three different times. |If you look at things a
lot of tines, you are likely to find a difference
just on chance al one.

So | guess ny question is how woul d one
differentiate chance alone if you don't use
statistics. | don't want to bel abor the point.

Maybe Dr. Tan can sort of shed some light on this.

DR. TAN. That is the point. That is why

you woul d use statistics. That is what the whole
clinical trial is all about. You don't want to

base it on, obviously, a subset of patients that

the drug is working. | actually agree that Vitrase

i s doing sonmething very good. But it is just not

so clear. In a way, you say the control group
doesn't do any--in a way, | think, to ne, from
the--1 think the control group, the saline group,

i s doing sonething. They have the sane success
rate, but it just cane one nonth |ater.

They have exactly the sanme, or al npst
exactly the sane, success rate as the Vitrase but
it comes one nonth later.

DR. FONG So your point is that the
control group cane to that sanme outcone one nonth

| ater
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DR TAN. Right. That is consistent for
the ambunt on the table for efficacy that has been
pr esent ed.

DR. FONG Dr. Pulido?

DR. PULIDO | think what we are al
westling with is the fact that it is not a
penicillin. It doesn't have a 100 percent success
rate. The success rate is 30 percent versus 20
percent for the control. The statistica
significance, especially after taking Bonferroni
cal cul ations, or whatever, becomes very, very
questi onabl e and very nargi nal

But it still appears every tine to show a
little bit of effect. Again, | harken back to--I
am concerned about the Feman factor which is the
use of this by people that are not know edgeabl e,
by non-retinal specialists. Maybe in the |abeling,
we can nmake sure that there are sonme instructions
on when to use it.

But, for us that see these patients that
are on Counmadi n or have trenendous nedical problens
that can't be taken to surgery, it gives us at
| east a chance to maybe hel p these peopl e.

DR. FONG Dr. Brown?

DR. BROMN: | just want to add that. |If
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you | ook at the different ways, and you sort of put
the question to us as to say finding out at two
nmont hs versus three nonths, when is that really
going to help you clinically. There are certain
situati ons where we know, fromthe diabetic
retinopathy study, old data, but, in certain
situations, we certainly know that earlier
treatment is better, in certain clinica
situations.

The second issue is the functiona
st andpoi nt and just how does this patient get al ong
intheir own life. |If we can increase it from
being two out of ten to nmaybe three or
three-and-a-half out of ten who can actually get
back to functioning, well, that is a good thing.

Then the next part of it is at what risk
am| putting the others in that group of ten to get
that one or two? Fromny view, the iritis and
hypopyon seemto be easily nmanaged without
significant sequel ae, no increased risk of
neovascul ar gl aucoma and these issues. The one
thing that | was interested about was the
retinal -detachment rate which appears to be higher.
Whet her or not we actually are inducing traction or

is it that we are seeing it earlier. | don't think
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185
we know the answer to that.

But, on the whole, | think that, to get
that added benefit for those extra people in that
group of ten, | think that the risks are
reasonabl e.

DR. FONG The sponsor?

DR CRAIG | amDr. Craig. | amin
charge of preclinical work. | wanted to address
the Feman factor if | could, for just a second.

Dr. Feman, you had a concern you stated about
retinal damage. | didn't have a chance to junp up
and tal k about a primate study that we have done.
You were addressing it specifically, | think, for
where the vitreous had been renmoved and then the
product i njected.

We haven't done that but we have injected
the product into primate eyes without henorrhage,
twel ve animals per armand doses, in one arm two
to three tines higher than the 55 | U dose and the
other was four to six tinmes higher. Wile we did
see iritis, it did resolve itself as it has in the
patients in the clinical trial

There were sone effects on the retina due
to the inflammtion but there were no pernanent

t oxi col ogi cal effects on the retina.
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DR FONG Just to be the devil's advocate
here, Dr. Brown--this is Donald Fong--1 think there
are two issues that this drug might be useful for.
One is potential visual benefit to the patient
|l eading to inprovenment in visual function and the
other is inprovenent in the ability to diagnose.

I amjust sort of thinking aloud. | would
like to hear what the other nenbers think. It is
hard for me to ascribe a benefit that doesn't |ast.
So | amjust going to that point first. One could
argue that there really isn't a visual benefit
because it doesn't last. | want to throw it out
and see what people think about that.

DR. WLKINSON: Don, with all due respect,

DR. FONG Dr. W/IKkinson?

DR. W LKINSON: Yes; Pat W kinson, once
again forgetting to state his nane. | wouldn't
expect this necessarily to inprove vision. That is
certainly not a realistic endpoint. These patients
have vitreoretinal pathology. They all need--the
vast majority need sone kind of treatnent. Unless
you spont aneously avul sed the vitreoretina
adhesi on with some novenent of the vitreous gel,

you still have a traction upon abnormal bl ood
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vessel s.

There is no way that you can expect
chroni ¢ permanent inprovenent in vision. This is,
to ny way of thinking, sinply a managenent tool to
allow you to differentiate a person who needs
Treatnent A from Treatnent B from perhaps
occasi onal observation

But it is a treatnment tool and certainly
not a cure or a neans of inproving vision directly.
It is a neans of inproving vision indirectly by
elimnating blindness.

DR. FONG | guess ny questionis, to
follow up on that, is it a helpful tool. If the
patients need a vitrectony anyway, what have you
gai ned by doing this injection. Now, this
injection is not horrible. The risk of
ophthalmtis, risk of retinal detachment is not
huge, but it does cause a |ot of pain.

60, 70 percent of the patients conpl ai ned
of pain, even with the saline injection. So this
is something that patients may not tolerate. Now,
we don't really have data on that right now. A |ot
of patients withdrew. 10 percent withdrew. So it
is not conpletely a harnless diagnostic tool. It

is an invasive procedure and if it is only allow ng
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1 you to di agnose sonething one nonth earlier, is

2 that hel pful ?

3 DR WLKINSON: Pat WIlkinson. | think it
4 is exceptionally helpful. The one nonth is
5 critical. But let ne go back to ny origina

6 statenent. The critical issue here is being able
7 to figure out where you are. W know fromall of

8 the ETDRS, DRVS and DRS trials that certain people
9 don't necessarily need nore |aser or a vitrectony.
10 They can even be allowed to, again, become blind
11 fromthe henorrhage, assuming their other eye is
12 okay. But there are others with very, very active,
13 relatively new retinopathy that we know wil |

14 progress like crazy, and certainly over a nonth.

15 These peopl e can be identified and then

16 managed appropriately. So | think a transient peak

17 is exceptionally valuable and probably the main
18 reason to give this injection. | don't want to
19 sound condescending but | think we all, sooner or
20 | ater, need to ask ourselves a question, what if |

21 had a proliferative diabetic retinopathy and

22 wasn't even at high risk but | had a nassive

23 henorrhage. Maybe | was pagged for a coupl e of

24 days. |I'mnot clearing at all. Wuld | want this

25 drug injected? | can assure you that, based on
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these data, they are not sensational but | am
i npressed that | would want the injection

DR FONG Commrents? Dr. Pulido?

DR PULIDO | amnot sure that,
necessarily, | would, especially being an H spanic.
The data is still questionable as far as | am

concerned with that. But | think, again, going
back to the group that | envision this was used in,
if 25 percent die within the first year, and you
gi ve them one nore nonth of vision, it is back to
the time of the AIDS patients with CW retinitis
where we coul d keep their vision for a nmonth, two
nmont hs, three nmonths with gancyclovir. Their
quality of life mght be alittle bit better. So,
because of that, | think it is reasonable.

DR FONG  Paul a?

M5. KNUDSON: | would like to ask a
question. Diabetic patients would be at risk for
the vitreous henorrhage all the tine. So you have
had one in one eye. You have now taken care of
that. You have had the injection and then the
vitrectony. What happens if the other eye becones
affected. |Is this drug something that you coul d
use again in the other eye? There is no

contraindication to using it tw ce?

file:///C)/Temp/0317DERM.TXT (189 of 246) [3/26/2003 1:23:32 PM]

189



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR WLKINSON: No, but let ne clarify.
Pat W kinson. The major problemin dealing with
this epidemic in our country is getting these
individuals into the office. Sonmeone shows up with
a vitreous henorrhage in one eye and they receive
this injection. W hope they won't need a
vitrectony. W hope they will need | aser and that
is why this surrogate anal ysis was reasonabl e,
al t hough not cl ean.

Once they are in the office, then we know,
through these previous collaborative trials, who is
at risk and so we hopefully can treat them
appropriately |ong before they woul d even have any
ri sk what soever of a henorrhage.

DR FONG Dr. Tan and then Dr. Pulido and
Dr. Steidl.

DR. TAN: | just want to--1 think Dr.

W ki nson said you woul d actually expect to see

i nprovenent of vision, but the study, the trial,
was actually to show exactly that. So if that
argunent stands, | amhaving a very difficult tine
to interpret the data.

DR. FONG Can you el aborate what you are
sayi ng?

DR TAN. | think if Vitrase is really
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expected to just enhance your diagnosis, or nmake a
better diagnosis instead of increasing the acuity,
as the sponsor has presented it, the nobst study
shoul d be just on how to increase the diagnosis,
the utility of this drug.

DR. FONG Can you sunmarize for ne?

DR. TAN. | think the study was desi gned
to show i mprovenent, you know, acuity; right?

DR. FONG  Yes.

DR. TAN. So now what | am hearing is we
are not expecting this drug to show any i nprovenent
of acuity here. So what do we expect this drug to
do, then? W are back to the earlier question what
benefit does Vitrase bring to the patient. It is
not clearly defined to ne.

DR FONG | think what Dr. WIKkinson has
said is that what this drug allows the clinician to
do is a tenporary look at the retina and the
pat hol ogy and the disease in the retina and then
this will help guide as treatnent. The question
is--there are two questions. Fromyour standpoint,
I guess, Dr. Tan, nmaybe is does the data support
t hat .

DR TAN: Therefore, it is how successfu

this will guide you. That would be the information
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we want .

DR. FONG Let ne go down the list. It
was Dr. Tan, Dr. Pulido. Dr. Pulido?

DR PULIDO | think Ms. Knudson's was
actually an excellent question. At first thought,
you woul d say, well, treating the second eye
shoul dn't have any effect. But, on the other hand,
this is an inflammatogenic protein and it is a
foreign protein. So the question is whether you
inject in the second eye, you would increase the
anount of inflammtion. We don't know the answer
tothat. | think it is an excellent question

DR FONG Dr. Steidl?

DR. STEIDL: This is Scott Steidl. |
think we all would Iove to have this thing work and
be efficacious and be sonething that we could offer
patients. Perhaps each of us would choose to have
it done in our owm eye. Just fromthe data, and
amnot a statistician, it is not quite clear to ne
what it is saying.

I think that these are very conplicated,
though. Sone patients you suspect, wow, | really
m ssed giving that |aser treatment and now | can't
see. Then there are other ones, you | ook at the

fellow eye or you know the history and you really
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suspect maybe there is a little patch of periphera
neovascul ari zation and it bled, but they can
probably be foll owed.

So | think it is kind of hard to
generalize. So it seens to me that we are saying
that the people that m ght benefit early, and it
may be a different group. Maybe it is not a group
of medi cal necessity but people who just need
qui cker visual resolution. They may benefit, but
the problemis that it affects a snall percentage.

So if | amgetting a consent, | would be
sayi ng, maybe 10 percent chance, but you coul d have
eye pain, retinal detachnment, inflammtion. One
thi ng maybe sonmeone coul d address, sone of the
physi ci ans that have used this, but, frommy point
of view, hypopyon is infectious until proven
otherwise. | amnursing soneone with a sterile
hypopyon right at the noment. M bl ood pressure
went up a bit when | sawit. | bit the bullet and
I didn't inject.

But | think that this is not to be
mninmzed. | think that, in a lot of the
literature, it is described as, oh; it is just a
hypopyon and we will nmanage it. | would be curious

to see what people night say about your
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constitution, seeing that many patients with it.

DR. KUPPERMAN: To address the two parts
of that question, first the issue of eye pain that
has been raised a couple of times. Eye pain was
recorded in the context of a clinical trial but,
having injected this many tines, it is the standard
eye pain that is present from-if you were to ask
any patient after any intravitreal injection,
whet her that was gancyclovir or foscarnate in Al DS
patients, triantinolone in the other patients, et
cetera

So this is not an exaggerated response,
sir, to an intravitreal injection. It is the
standard when you ask a patient--we don't ever
bot her asking themoutside of the clinical trial do
they have pain. So it is a snmall amount of pain.
I want to put it in that context.

In ternms of the hypopyon issue or the
i nflammati on i ssue and how you react to that
compared to an endophthalmtis or how do you stop
yourself fromreacting to it, because we are all
trained to think about a hypopyon the day or two
after you give an injection as endophthalmtis
until proven ot herw se.

Two issues. One is that it doesn't | ook
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like the classic endophthalmitis. It is not a hot,
inflamed eye. It is not nassive injections. It is
not that extraordinary pain. It doesn't have the

other clinical features that go along with
endophthal mtis.

Secondl y, by our experience, again, not
one case out of all the 1500 patients that have
been injected have we seen even one case of
injection-rel ated endophthalnitis. There was, |
t hi nk, one case that was two nonths after a
vitrectony, six nonths after an injection,
sonet hing like that.

DR. STEIDL: Are you approaching these
patients differently than one that you suspect is
i nfectious?

DR KUPPERVAN:  Yes.

DR. STEIDL: Fewer visits and that sort of
t hi ng?

DR. KUPPERMAN:. Oh, yes, because it is a
consequence injection, we think that--again, we
know that there is iritis. Again, ny patient
popul ation, Jose, to address sone of your concerns,
again, in the limted popul ation has been largely
Hi spanic and | have not seen any untoward severity

of inflamation in terns of manageabl e anpbunts of
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iritis after this injection. | amsensitive to
that patient population, being a famly from
Brazil, as well, nmy own fanmly, and have been
sensitive to that. | have not seen an untoward
anount of inflammtion in those eyes.

So, again, it is a retraining of your mnd
set because one does want to react to that as if it
is an endophthalmitis but, given this known
i nfl ammat ory consequence, it is a retraining that
will need to be done.

DR. STEIDL: | guess, just quickly, the
corollary of that is if we downplay that, who
knows. Maybe Vitrase is protective against
endophthalmitis. | don't know But if we take a
nore cavalier approach to it--it is kind of hard to
say that you can put down your guard. | don't
know. Then you mi ght--

DR KUPPERVAN: | continue to have an
i ndex of suspicion but, again, wthout that beefy
| ooki ng conj and sonme of the other factors that go
along with it, there tends to be just redness at
the injection site, a quiet otherw se | ooking
conjunctiva and episcleral vessels, et cetera, and
i nflammati on inside the eye and/or a | ayered

hypopyon. It is a different picture than one would
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normal |y be concerned about with a classic
endophthal mtis.

DR. FONG The sponsor?

DR CRAIG Bill Craig, again. | wanted
to address Ms. Knudson's question and the response
toit. It is along the sane lines. In that nonkey
study that | nentioned, we did have an armt hat
received a second injection of the product. As I
mentioned, the first injection caused the type of
iritis that we expected to see. Once that had
resolved to a great degree, we did a second
injection. W saw al nost exactly the sane
reaction. It was certainly no worse

In fact, | was just |ooking over the data
the other night. The hypopyon was reported in the
first injection but, interestingly, there was no
report of hypothesis in the second injection and it
resolved as quickly as it did on the first
i njection.

DR FONG Dr. Feman?

DR FEMAN: | am Steve Feman. | would
like to expand on what | think Dr. Tan was trying
to get at earlier and correct me, Dr. Tan, if
have m sinterpreted what you have said. The

inpression is that, if the drug does not inprove
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visual acuity which is what we all seemto be
tal king about. But its nmajor effect is that it
works to allow the physician to see the retina
better. |Is there any data in the packet that we
have received that proves that? |Is the data
designed to showthat? |Is any part of the study
designed to show that it allows the physician to
see the retina better?

It may be here and it is just that | may
not have seen it.

DR. TAN: | don't see it either.

DR FONG Dr. WIlkinson? Do you have any
foll ow up, any thoughts on what Dr. Feman said?

DR. W LKINSON: Pat WIkinson. | don't
have any thoughts but | can reiterate what | have
said. | think the surrogate anal ysis, the fact
that--1 was just trying to grab Dr. Harris' data to
see if | could find anything there. Perhaps you
woul d be the best person to answer, Dr. Harris

It just seems to nme that there was 50 to
100 percent greater chance that the patients could
be managed in some fashion if they receive the
drug.

DR FONG Dr. Harris?

DR. HARRIS: | think you are asking about
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the proposed conposite, that endpoint that says,
can we see it and, froma physician's standpoint,
are they able to see it and treat patients better.
W need to |l ook at both trials independently
because we need validation fromboth trials in
order to make a decision

We can't base all of our experience on one
trial. That could just happen by chance. So we
|l ook to see if it has been replicated. That is why
| presented these two charts. W |ooked at Vit-02
to see what it actually showed. | agree that, in
Vit-02, it shows that there does seemto be sone
efficacy for the 55 units of Vitrase in the first
two nont hs.

But when we look at the Vit-03 trial to
see if anything replicates, it is a failed study.
It doesn't show that anything replicates. So we
base our decision on which trial? Do we base it on
Vit-02 and say that we see sonething or do we base
it on Vit-03 and say that there is nothing?

DR FONG Dr. Phillips?

DR PHLLIPS: Bill Phillips. | just had
sort of a general comrent, too, fromthe actua
practice standpoint. Initially, in their NDA, they

were stating that vitreous henorrhages are
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typically observed for six nonths. That was true
in the past. Then some of the physicians that were
speaki ng on behal f of the sponsors would say, well,
we will typically watch a vitreous henorrhage for

t hree nont hs.

That is certainly possible and could fal
within standard of care. Standard of care
certainly varies fromregion to region. 1In the
Washi ngton, D.C. area, when you are |ooking at the
majority of the patients that were enrolled in this
study, all being 20/200 and worse and nost either
count fingers, hand notion or |ight perception,
they would not end up waiting three nonths for a
Vi trectony.

So, if we are looking at the efficacy in
the 55 International Unit group being at two
mont hs, we are getting a view. Very few of the
patients in this area even would wait two nonths
with that dense of a henorrhage. So that is one
thing. W are sort of conparing it. | understand,
within the context of the study, we have to conpare
it either to watchful observation or saline.

But there is also another alternative
which is the vitrectony that, in the real world,

has to be discussed with any patients except for
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those that nedically could not undergo a vitrectony
whi ch may end up being the best indication for this
drug. | think it would be very useful then

The other thing is just |ooking at the
endpoint in the conposite of it is clear enough
that we can now see the retina to make a
determination of treatnent. |If that treatnent is
just laser and it stays clear |ong enough that we
can do that, that's great. But the data al so shows
that, in many cases, that determination was there
is a retinal detachment which ended up needing the
vitrectony anyway. So you have now gone through
two procedures, the injection and then the
subsequent surgery.

I think we have to take all those points
into account in |Iooking at the efficacy overall.

DR. FONG Dr. Feman?

DR FEMAN: | just wanted to speak to what
Dr. Phillips had been addressing. The reason why
the three-nmonth, four-nmonth interval has come to
practice is that, in the original derivation of the
di abetic retinopathy vitrectony study, it was found
that at approximately four nmonths, you can start
measuring el ectroretinographic abnormalities by

doi ng bright-flash ERGs, that there was a retina
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toxicity fromthe iron in the henogl obi n being
present in the eye so |ong.

That is why the tinme intervals have gone
fromsix nonths down to three to four nmonths. But
I think that is where the standard is now. | don't
think there are very many practitioners anywhere in
the United States that would wait nore than three
mont hs before doing a vitrectony because of the
danger of having retinal toxicity, of having the
bl ood in the eye that |ong, which |eads us back to
this study that we are exam ning right now, when
many of the eyes that were enrolled in the study
had the bl ood present for 121 days, as | recal
froman earlier slide

Correct nme if | amwong, but | thought
that they said that the average entrance patient,
the mean of the entrance patients, had blood in
their eye for 121 days which is longer than the
standard in nost parts of the United States.

DR. FONG So what is the corollary? |Is
there a corollary to that, Dr. Feman?

DR FEMAN: Again, | just see the value of
this nmedication other than as a chance of del ayi ng
a vitrectony that the patient mght need. Again,

have this great concern about toxicity, not
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necessarily fromthe drug, perhaps, but fromthe
bl ood havi ng been present in the eye so | ong.

DR FONG At sonme point, we will need to
take a vote on the questions. But it sounds |ike
there is sone nore discussion. Dr. WIKkinson?

DR. WLKINSON:. | wanted to speak even
though | don't disagree--Pat WIkinson, by the
way--with Dr. Feman's premnmise that, in fact, those
of us that are old enough to have been around when
vitreous surgery began, our best cases, we operated
on even before the |ie-pipe was invented, had had
an eye full of blood for twenty years. This
toxicity may be visible on an ERG but many of these
patients did beautifully.

If their macula worked well, they had an
absol utely phenonenal outcone. So | don't think
bl ood toxicity is a critical issue. | would agree
with Dr. Phillips. | think very few people will
al | ow observation for three nonths.

But, again, if the patient--the critica
thing is the activity of that retinopathy. |If the
patient has had scatter, this is sonething Enmly
wanted to get into, how many eyes had al ready had
scatter. |If a patient has had scatter, they are at

no risk for trenendous proliferation and they are
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into just some mld traction, they can be watched
indefinitely if their other eye is okay.

If they have very, very active retinopathy
that has never been treated, then they critically
need treatnent i mediately. So the concept of a
preoperati ve managenent tool is, to ne, the nost
appeal i ng.

DR. FONG Dr. Chew?

DR CHEW | just have a comment, | think,
nmore than anything else. As a clinical trialist,
there are a |l ot of shortcom ngs of the study.

There is no question. | think we are having
trouble trying to decide one way or the other. W
don't have a good endpoint. There isn't a good
endpoint here. It is a difficult situation. These
are tough patients.

As a clinical trialist, | don't like the
trial because | think there are many things that we
woul d have liked nore information on. But it is
what it is. The patients, thenselves--1 think we
are going to come down to deciding as clinicians
nmore than as biostatisticians or clinicians who do
clinical trials because we don't have that
information in front of us that really allows us to

make that information really in an informed way.
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I think a lot of it is going to boil down

to what would you do as a clinician and how woul d
you feel as a patient if you were in the situation

Then it becones a bal ance of how nmuch harm are you

doing to these patients. How bad is this hypopyon?

If you look at it, 551U, | think hypopyon

was, in the first trial--was it about 1 percent?

Is that right? So it is not like it is an

outrageous anount. We are not tal king about a huge

anmount of conplication. So | think a lot of this
has to be really bal anced on how we are goi ng
to--we are looking for Dr. Tan and others to give
us guidance. | think that is why FDA has us here
because, if they knew they had a good statistica
met hod, they would have it approved by now. They
woul d have it approved and all finished.

So | think alot of it has to be
di scussed, the balance of the two, in ternms of our
practi ce.

DR FONG Dr. Dunbar?

DR DUNBAR An issue | would like to
bring up is that this is a novel therapy and the
deci sions about this therapy will serve as a
precedent for other therapies in the future.

Because the clinical situation is so grave for
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these patients, it is very tenpting to us to | ower
the bar. However, we may be | owering the bar for
many years to cone and thus di scourage even better
therapi es that may be just around the corner.

DR. FONG Dr. Steidl?

DR STEIDL: Just a quick question for the
conpany. Was there quality-of-1life data obtained?

DR. CRILLONE: No; there was not. It was
not designed to look at quality of life.

DR FONG Dr. Tan?

DR. TAN: | just want to put the
assessnent of adverse events into the perspective.
O course, the trial wasn't designed to show any
difference in terns of toxicity. O course, not.
For the original--it is 4.2 versus 6.9. Those are
not significant. The difference is sonething we
shoul d focus on. There is about a 3 percent
difference. O course, they are not going to be
significant.

Most of the time, they won't be
significant because that would require a | ot of
patients to show a significant result. That woul d
be after the drug is approved and in the
post marketing scenario. They will see nore

patients. Then you becone significant.
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So | just want to put this assessnent of
the adverse event into perspective. The magnitude
is what we should | ook at.

DR. FONG Wy don't we take a | ook at the
questions. Are there any objections to | ooking at
t he questions?

Questions and Vote

DR. FONG What | would like to do is |
would Iike to read the question and go around to
each of you and have you conmment on the answer, or
answer the question.

Kinberly just told me that we need to | ook
at the questions that are attached to the agenda,
not the book, the page follow ng the agenda.

The first question is--maybe we will just
start on one side of the room | don't want to
start with the statistician. Maybe we will start
this way. Well, we will start with the
statistician.

The first question is has sufficient
evi dence been subnitted to support the efficacy of
Vitrase for the treatnent of vitreous henorrhage.

Dr. Tan?
DR TAN: No; | don't think so. It is a

yes or no question, so | will just say no.
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DR FONG Any comments to follow that?

DR TAN. First of all, the
efficacy--there is a conflict in the result in one
trial--there are two najor pivotal trials. One is
significant and the other one is not. Also, in
terns of what is efficacy. Efficacy is not really
wel | - defi ned.

DR. FONG Thank you, Dr. Tan.

Dr. Phillips?

DR PH LLIPS: Bill Phillips. | would
al so say no. The three-nmonth data | ost the visual
benefit, | believe, for the 55 International Units.
Even just as far as the treatnent outcones, | would
need to see that stratified nore to really be sure
that that was providing a treatnment benefit over
the watchful waiting of the saline group.

DR. FONG Dr. Chew?

DR CHEW Emily Chew. G ven the
endpoi nts that were stated, | don't think we have
that evidence for efficacy. One thing I would |ike
to see, it is sort of on the next question, what
addi tional studies are needed to establish, it
woul d be nice if | were able to see the data that
| ooked from -

DR FONG W will come to nunber two in a
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second. Let's just do nunber one.

DR. CHEW Ckay.

DR. FONG Do you have any follow up to
nunber one?

DR CHEW No. | think it is the issue of
the endpoint which we can't really have a good
handle on in this particular study. | think, for
me, vision would be a very inportant aspect of this
given the conposite was nore difficult, although
know it is a different clinical question we are
aski ng there.

DR FONG Dr. WIkinson?

DR WLKINSON: Pat WIkinson. | would
vote yes. The endpoints are not optinmal. The
study is not optinal. The data are not optimal,

but there is a very, very clear trend in nost of
the subgroup anal yses that there is a genuine

change in the vitreous gel followi ng the injection

Let ne also comment, | don't disagree with Dr.
Dunbar, but | think we can all learn from studi es.
We can all insist on better studies next time, but

to state that we are |owering the bar by
consi dering acceptance of this application seens to
me to not necessarily be the question

DR. FONG Dr. Pulido?
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1 DR PULIDO Jose Pulido. | would say it
2 is mninmlly effective and there does appear to be
3 a slight inprovenment in vision, inprovenent in
4 peri pheral visualization. | guess, with respect to
5 what Dr. Dunbar said, | would hope that the next
6 drug woul d have a better effect overall.
7 DR. FONG Is that an acceptable answer to

8 FDA? No? W want a yes or a no.

9 DR PULIDO Mninmally, yes.

10 DR FONG Dr. Brown?

11 DR. BROMN: Jerem ah Brown. | would say,
12 in the application to inprove visual acuity at two

13 mont hs that, yes, it was shown in both Vit-02 and
14 03 a statistically significant benefit. And then,
15 in ternms of resolution of vitreous-henorrhage

16 density, in both Vit-02 and Vit-03, showi ng a

17 statistically significant benefit at two nonths.
18 So, inthat limted application, that is the

19 benefit that | see. That is the efficacy.

20 DR. FONG What is your answer?

21 DR. BROMN:  Yes.

22 DR FONG Dr. CGates?

23 DR. GATES: | amcertainly torn between
24 both canps here. | believe that efficacy in the

25 popul ati on as a whole, and scientifically, wearing
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my scientific hat, | would say no. Taking care of
the individual, |I think there are individua
patients out there that would certainly benefit.
But | think | have to vote, as far as for the
popul ati on as a whole, and say no. The data
doesn't show.

DR. FONG Donald Fong. | wanted to
comrend the sponsor on tackling a tremendously
difficult problem being the first in the field to
investigate the treatment for vitreous henorrhage,
trenmendously difficult endpoints that are hard to
come by. | think it is a very inportant area to
st udy.

However, | am concerned about the
surrogate endpoint. Wiat | am concerned about is
the connection between the endpoint and what we are
ultimately interested in which is vision. | don't
see that connection being presented and being
supported. So | have concerns about the endpoint
and | al so have concerns about replicability.

It seens |ike each study shows positive
findings in different endpoints. So that suggests
to ne that chance m ght be playing a role here. So
I woul d answer no.

Dr. Feman?
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DR FEMAN: | vote no, also. | believe
that the problemis that the endpoints that we are
| ooki ng at are not endpoints that were accepted by
the FDA as was initially proposed. Therefore, if
we are |ooking at just the evidence that was
submitted in ternms of what we are expecting to see,
the answer is no.

DR. FONG Dr. Dunbar?

DR. DUNBAR | also vote no. | share Dr.
Brown' s observations that, at two nonths, visua
acuity and density of henorrhage did show
statistical significance and it was replicated
between both trials. But, again, as others have
observed, there were so many endpoints. These were
not the prinmary endpoints as the study was
initially designed.

DR FONG Dr. Steidl?

DR STEIDL: | guess the way the question
is worded, | would vote no, too, given ny concerns
about the surrogate endpoint, like Dr. Fong's. The

mar gi nal benefit of three-line vision and
henorrhage at two and then not being carried
through to three months, and then it not being
shown with the primary endpoint.

MS. KNUDSON: Paul a Knudson. | am
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persuaded to say yes on the basis that if it does
provi de sone patients with earlier and better
managenent, | think it is worth having.

DR FONG | would like to nove on to
Question No. 2, if there are no objections.
Kinberly wanted me to report the vote, which
have, which is four for yes and eight for no to
Question No. 1.

Question No. 2 is, "If not, then what
addi tional studies are needed to establish the
efficacy of this product?" To answer this very
basic question, | amgoing to start with Paul a.

M5. KNUDSON: | aminsufficiently well
versed to know what kind of studies should be
desi gned.

DR FONG Dr. Steidl?

DR STEIDL: In addition to a lot of
things I would like to know including how it night
just stack up to vitrectony surgery. | think the
one thing that I would like to know nmore about is
just plain quality of life. 1In reading this, as
was clarified, the pain mght not be what it seens
when you are reading this. A lot of these things
m ght shake out a little bit differently if you

were really asking patients detail ed questions
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about what their experinment was and the val ue of
it.

DR FONG Is that enough clarification
for you? Okay.

Dr. Dunbar?

DR DUNBAR | would be interested to know
if there is some subgroup of these patients, if al
the of the diabetics were sorted out, if patients
with earlier henorrhages were sorted out in these
kinds of situations, if there is a subgroup this is
especially useful for, perhaps even just
redesi gni ng the study based on the information
here, the density reduction at two nonths and the
vi sual acuity inprovenent at two nonths, may be
enough to help the conpany to achi eve approval

DR. FONG Dr. Feman?

DR. FEMAN: | amsort of surprised that
the conpany did not pursue the surrogate endpoints
to an acceptable | evel for FDA approval. Sonewhere
in the packet that we received, they had initially
suggest ed sone surrogate endpoints and then it was
not conpleted. | think that is what needed to be
done is to prove that the surrogate endpoints that
seemto have some value to themare stil

worthwhile. | think they need to | ook at these
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surrogat e endpoi nts and make them an acceptabl e
endpoi nt ..

DR. FONG Donald Fong. | go back to what
| have said earlier. Wen | do anything to
patients, | want to know that | am doi ng sonet hi ng
that is helpful to them Wat | like to see is
evidence to support that this actually is doing
somet hi ng.

I think I would Iike to see that they are
getting sonme useful vision back or that it is
preventing a vitrectomy and, if they are getting
vi sion back, that it is persistent. So | would
like to see sort of an analysis of useful vision,
vitrectony rates and nmaybe the tinme involved, a
Kapl an- Mei er anal ysi s.

| agree with what Dr. Steidl said and that
is that too often--1 often do this nyself--forget
the patient's perspective. | would really like to
see how the patient feels about this, whether their
quality of life inproves, where they are able to
recogni ze people better, they are nore able to
anbul ate better, sonething along those lines to
support its use.

Dr. Gates?

DR. GATES: | would al so concur and |ike
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to see sone data with quality of life.

DR. FONG Dr. Brown?

DR BROM: Jereniah Brown. | would also
like to see quality-of-life data and al so
val idation of the surrogate endpoints. | think
that these are very useful. |If we could show that
earlier treatment, earlier visualization actually
made a difference in the outcone for the patient,

then that would nake ne feel even nore positive

about it.

DR. FONG Dr. Pulido?

DR PULIDO | had voted yes, so, because
of that, | will forego answering Question No. 2.

DR FONG Dr. WIKkinson?

DR WLKINSON: Pat WIkinson. | would
like to defer ny response to Question 3 except to
point out that | think these endpoints were poorly
stated. To look at this drug as a drug to inprove
vision, or to inprove quality of life just because
it is stuck in there, is not particularly rel evant.
| don't think that, theoretically, you really would
expect that without sone kind of additional therapy
in nost cases.

DR FONG Dr. Chew

DR CHEW | don't have nuch nore to add,
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other than the quality of life. | think it is very
important fromthe patient's point of view

DR FONG Dr. Phillips?

DR. PHILLIPS: | had comng at the end of
the line. | have to echo everything everyone said
about the quality of life, since Vitrase is not
really designed to treat the underlying condition
but just treat the vitreous henorrhage. So we need
to know how nuch is that treatnment inproving their
quality of life versus a gold standard for treating
vi treous henorrhage such as a vitrectony.

DR FONG Dr. Tan?

DR. TAN. | would |like the conpany to
revisit what are the really expected benefits for
this product. |If the product is really based on
the nmechani smor the size, the product really |eads
physicians to better diagnosis, then build the
endpoi nt on that.

DR. FONG Any nore observations about
Question 2? Dr. WIKkinson?

DR WLKINSON: Pat WIkinson. Don, |
woul d Iike to make one additional comment regarding
quality of life. It is critical. W all believe
init, but Paul Lee, of Duke, has done extensive

anal yses and interviews with patients. There are
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certainly many patients that have been optinally
treated with heavy scatter photocoagul ati on who
have had blindness prevented--no doubt about
it--who are exceptionally unhappy. So | would
recomrend that they are very careful on how they
structure these quality-of-life interviews because
not every patient appreciates all you have done for
them as opposed to to them Don--that you have done
for them

DR FONG As a retina specialist, | echo
that. Let's nobve on to Question No. 3. "Are
addi tional anal yses of the current data needed to
understand the efficacy or safety of Vitrase for
the treatment of vitreous henorrhage?"

Dr. Tan, would you mind if | started with
you, again?

DR. TAN: Ckay. |If they can get some--I
don't know if those data are available. |t seens,
for the final outcone, whether they would need a
better outcone fromthe patients with vitrectony
due to maybe an earlier diagnosis of the possible
clearing of the blood. So this type analysis, a
ti me-to-event analysis, would be useful

DR FONG Dr. Phillips?

DR PH LLIPS: | guess one thing we were
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| ooking for, or looking at, would be if there was
maybe a little bit better visual-acuity
qualification early on, sort of admtting we can't
do a | ogMAR for the 28,000, as he indicates,
maxi mum nunber of patients. | would like to see
that, but | think that would be very difficult.

DR. FONG Actually, | was reninded that
Question No. 3 is a yes/no answer. So | have to go
back to Dr. Tan and ask him are additiona
anal yses of the current data needed to understand
the efficacy or safety of Vitrase for the treatnent
of vitreous henorrhage? Yes or no?

DR. TAN. That woul d be yes

DR FONG Dr. Phillips?

DR PHILLIPS: | will vote yes.

DR FONG Dr. Chew?

DR. CHEW | would say yes. | would Iike
to go down the same line that Bill Phillips is
going dowmn. | would like to see anal yses | ooking

at that very severe n and, instead of giving them
one line for each junp is to consider themall to
be at zero and see what happens, what proportion
woul d actually gain fifteen letters if we start off
with that. | can't tell fromthe data here,

al t hough, at one nonth and two nonths and three
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mont hs, and see whether there is sonme inprovenent
fromthat.

DR FONG Dr. WIkinson?

DR WLKINSON: Pat WIkinson. |
initially responded yes, so | amrespondi ng yes
again, as illogical as that may sound. | Kkind of
agree with what Dr. Dunbar brought up and that is,
if you can, perhaps, restratify these cases and
particularly | ook at the relatively fresh
henorr hages and sonehow i dentify what the doctor
was able to do for that patient, or to not do, and
conparing the control and the treatnent arns.

DR FONG Dr. Pulido?

DR PULIDO Jose Pulido. Yes, there are
other data that would be worthwhile | ooking at.
The Bul | - Dunbar effect, stratifying in terns of how
| ong the henorrhage has been there, deternining
whet her there are differences and nunber of
patients on Counadin in one group versus Counadi n
in the other group. Mentioned tine and again, are
differences in race and it mght be worthwhile, if
there are any second eyes that have been treated,
to see if there is any inflammatogenic effect in
the second eyes.

DR. FONG Dr. Brown?
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DR. BROM: | would also say yes. The
vi sual -acuity issue is probably the nost inportant
one fromwhat | saw. | was | ooking at sonme data
that | had during the break. Jerry Fishman, who
does a lot of work on patients with | ow vision due
to hereditary retinal diseases, has a scale that he
has used for assessing LOGrar in patients who
cannot read 20/400, even down to count fingers.

I just noticed that the nunbers that he
chooses are not as beneficial--well, they are quite
a bit lower than what was used for this study. So
1.84, | think it was, count fingers, he uses a nuch
| ower nunber at 2, or a greater nunber; poorer
vision, in other words.

So, looking at the assessnent of the
LOGrar and if that were changed how that woul d
affect the results. That is another thing that |
would like to look at. Then the third was the
stratifying based on the tine of the vitreous
henorr hage

DR FONG Dr. Gates?

DR GATES: | would also like to see that
stratification and | would say yes.

DR FONG | would answer yes, also. Wat

I really want to do is really understand what is
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happening. | agree with Jose and Jereni ah and Pat,
what they said, that something is happeni ng here.

I really want to figure out what is happening,
these patients that we are getting sone transient
clearing. What is being done? Does that actually
lead to a treatnent that affects the final visual
acuity.

So | need nore sort of connection between
final visual acuity and the proposed outcone.

Al'so, | agree with Dr. Dunbar that it would be
hel pful to know whether this treatnent night be
effective in certain groups.

Dr. Feman?

DR. FEMAN: | agree with you all. |1
agree, yes, that additional analyses of the current
data are needed to understand the efficacy of
Vitrase. A lot of the data is currently avail abl e,
it seens, and we just have not |ooked at it. But |
think we also need nore data, but to answer the
speci fic question, yes.

DR FONG Dr. Dunbar?

DR DUNBAR A minor point, in addition to
the stratification, that | touched upon earlier. |
woul d be interested to see a subgroup anal ysis of

patients with previously diagnosed gl aucona for
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safety issues.

DR. FONG Dr. Steidl?

DR STEIDL: | guess yes, in answer to the
question, sinply because | think further analysis
m ght convi nce soneone such as myself to change
their opinion about the efficacy. But | agree
about the early versus late treatnent. That would
be very interesting and of value in terns of
functional vision.

Another thing | amsort of curious about
is maybe a little bit nore detail than just three
steps, who had it, who didn't, for those who had
i mprovenent, what percentage in the treated group
had five steps, six steps, seven steps, versus the
control. It mght be interesting to know that, if
you did get an effect, the effect in the treated
group woul d be bigger. It would be curious.

DR FONG Paul a?

MS. KNUDSON: Yes. | would like to see
the data mned for who are these patients who
actually had the benefit. |Is there a difference in
age? |Is there a difference in race? | would just
like to know nore about those peopl e and see
whet her we coul d do sonet hing al ong those |ines,

maybe structure the drug specifically for a type of
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patient, specific type of patient.

DR. FONG There is unanimity that there
needs to be additional analysis. That is the
answer to Question No. 3. Let's go ahead and nove
on to Question No. 4, if there are no objections.
"Shoul d the potential interaction, positive or
negative, of Vitrase with current treatnents for
Vitrase henorrhage be eval uated?"

I know it is unfair, but Ms. Knudson?

MS. KNUDSON: O course, | would have to
say yes. | think it would be extrenely inportant
to know.

DR FONG Dr. Steidl?

DR. STEIDL: | agree yes, but it is hard
for me to fornulate a response at this tinme. |If it
were possible to just take equal groups and conpare
themto vitrectony, it would be interesting for ne.
But | amnot sure that that is appropriate. | am
not sure what the right study is, but I think it
woul d be--if it could be properly thought out, the
answer is yes.

DR FONG Dr. Dunbar?

DR. DUNBAR: Actually, no. | think that
the conpany described in various different ways the

rel ationship between vitrectony and the drug.
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1 DR FONG Dr.

2 DR FEMAN: |

woul d vote yes. |

Feman?

t hi nk

3 that the drug mght be very effective in

4 prepl anni ng doing a vitrectony.

5 what we are seeing is the correct

6 and | amnot sure if that is,

In other words,
interpretation,

this would clear up

7 the eye in such a manner that one coul d, perhaps,

8 pl an a vitrectony although one does that when you

9 are doing a vitrectony. So

don't know how t he

if

10 drug woul d offer any benefit. But | still would
11 vote yes fromthat perspective.

12 DR FONG | wll answer yes. | think
13 that the interaction between vitrectony and use of

14 this product needs to be investigated further.

15 This is sort of what |

16 hard for ne to tel

said earlier,

that it is

what Vitrase is doing if we are

17 going to do a vitrectony very soon after diagnosis

18 anyway.

19 Dr. CGates?

20 DR GATES: |
21 DR. FONG Dr.
22 DR. BROMN

23 DR. FONG Dr.
24 DR PULI DG |

25 negative, would it--just

woul d say yes,

woul d al so say yes.
Br own?
Jerem ah Brown. Yes.

Pul i do?

only for

| ooki ng at the present
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data and not having to do another study for the
company, does the use of Vitrase in any way cause a
del eterious effect following vitrectony to vision?

I don't think any further study has to be done just
| ooki ng at the present data.

DR FONG Dr. WIkinson?

DR WLKINSON: Pat WIkinson. | would
agree with what Dr. Pulido just said. There really
is no other treatnent for this and the only
question mght be howit alters the performance of
a vitrectomy. A vitrectony is sinmply designed to
create a liquid-filled cavity also elimnating the
cortical vitreous. This drug does the first half
of that. Since there is no other treatnment but
vitrectony, what Jose said is sonething | agree
Wi t h.

FONG Dr. Chew
CHEW | would agree with that also.

FONG Dr. Phillips?

3 3 3

PH LLIPS: | would al so say no. They
essentially already have that data in that if the
Vitrase works and your view is clear enough to

ei ther see, nothing needs to be done, they need or
| aser or a conbination of |aser and vitrectony.

You are already going on to those endpoints so |
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don't think anything additional needs to be done
for that. So the answer is no.

DR FONG Dr. Tan?

DR TAN. M/ answer is that | agree
exactly with Dr. Pulido, they don't need a
concurrent conparative study because they don't
really know the endpoint should be there. | think,
in addition, what would be interesting or usefu
for us is sone type of maybe a historica
conparison versus a concurrent study.

DR. FONG That is a yes or a no?

DR. TAN. Technically, a yes

DR FONG Let nme go back to Dr. Phillips.

I think we didn't wite it down. Was yours a yes
or a no?

DR. PHI LLIPS: No.

DR. BROM: May | amplify just to give a
reason? The one thing that | noticed in the data
was that trend toward fewer vitrectomes in the
Vitrase group. It would be very interesting to
know what were the indications for those
vitrectomes. |If this is going to be a real thing,
that perhaps we reduce the need for vitrectony by 5
percent, why is that and just to see what were the

i ndi cati ons.
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DR FONG So the tally for the answer to
Question 4 is tw no, ten yes. So, if there are no
objections, | would Iike to proceed to Question No.
5.

DR. CHAMBERS: Dr. Fong?

DR FONG Yes? Dr. Chanbers?

DR CHAMBERS: | would cone back a little
bit to the question we just asked and ask whet her
there is a feeling within the conmttee that
sonething like the follow ng scenario, which | want
to propose, would be useful looking at. It has
been di scussed that there is a possibility that
Vitrase would nore liquify the vitreous naking
vitrectony easier, faster--easier in sone fashion
whi ch was not collected in the present study
al t hough, obviously, vitrectom es were done.

Is there a feeling, if you were to go back
and | ook at vitrectony time, surgical tine, would
that be reflective of an easier surgical case?

DR. FONG Do you want a discussion or do
you want a vote?

DR CHAMBERS: | want to know whet her
there is a general feeling that that would be a
useful paraneter to | ook at.

DR. FONG Dr. Pulido?
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DR PULIDO | don't think so because the
under | yi ng pat hol ogy that caused the henorrhages is
as inportant or nore inportant than the ampount of
time it takes to get that henorrhage out of there.
So there woul d be so much data that woul d have to
be | ooked at retrospectively that it would be very
difficult to do. Again, my concern nore is is
there a negative effect, not if there is a positive
effect.

DR, WLKINSON: Pat WIkinson. | would
agree with the answer no for this trial. | would
thi nk, based on what the sponsor's consultants
sai d, we woul d expect renoval of blood to be
somewhat faster but the guts of a vitrectony
operation in a diabetic patient are the interface
between the cortical vitreous and the retina.

It is extensive. You have got a very,
very difficult case. If it is sinply an insertion
on the optic nerve, it is very, very sinple. So
the essence of the operation and the difficulty of
the operation and the I ength of the operation are
going to be nuch nore related to the underlying
vitreoretinal pathology than to sinply renoving the
bl ood.

DR. FONG Dr. Feman?
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DR FEMAN: | wll take the other tack,
al though Pat is a friend of mne. | disagree with
the concept in that | think that there may be
sonet hing special to offer patients with this in
that, if you can reduce the time in the operating
room as a hypothetical case, imagine a patient with
heart failure and renal failure that you want to
just operate on as little as possible because of
their danger to them of the anesthesia, whether
| ocal or any other type of anesthesia.

Thi s woul d, perhaps, shorten your
operating time by a significant anount. Would that
be a benefit that this agent would offer?

DR. W LKINSON: Pat W1 Kkinson, again. |
agree. There is no doubt that it would shorten the
operating-roomtine, but you are tal king about,
per haps, one mnute versus seven mnutes. \When the
di ssection and del ami nation at the vitreoretina
interface can take an incredibly nuch | arger anount
of tinme.

So the variable of tinme for this surgery
inthis indication, | think, would be a difficult
study to set up and should probably be limted to
very specific indications for the vitrectony.

DR FONG Thank you. Let's nmove on to
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Question 5. "Are there adverse experiences that
are of particular concern for this product?" W
will start with Ms. Knudson.

MS. KNUDSON: Paul a Knudson. | was struck
by the amount of pain that people reported. | am
uncl ear and would like nore clarification. Does
every kind of injection into the eye produce this
ki nd and anount of pain, because | don't know that.

DR. FONG That is an interesting
question. | guess before we answer that, let's
have a di scussi on about that issue. Maybe WIey
and Jennifer can give us nmaybe sone baseline on
what you guys think of it. How does it conpare,
let's say, to Vitravene or gancyclovir injections?

DR. CHAMBERS: W /ey Chanbers. Actually,
I don't think | am probably the best one to be
answering it in this particular case since I am
readi ng the papers fromthe sponsor. You have
peopl e who have actually been in the roomwth the
patients that have received it. | would suggest
they are better ones to ask

DR. FONG Maybe, Barry, you gave us sone
data before. Maybe you can sort of tell us again
and conpare that agai nst gancyclovir injections and

so forth.
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DR. KUPPERMAN: | nmay, in fact, have the
nmost experience here with giving injections because
of ny history of treating AIDS patients with
gancyclovir. | sawand | did have a fair nunber
of patients that we have treated with the Vitrase.
| saw di fference between the responses to the two
types of injections. That includes also having
done a significant number of triantinol one
injections and other sorts of injections as well
for endophthalnmitis, et cetera. Endophthalnitis,
of course, is typically nore associated with pain
because of the nore inflaned eye, but this is very
simlar to the sort of site-injection pain
associated with either a gancyclovir, foscarnate
injection for an AIDS patient or with a
triancti nolone injection for a patient with diabetic
macul ar edema.

DR. FONG Barry, do you renenber, sort
of , the nunber or the percentage of pain that was
reported for those studies? Do you happen to
remenber that?

DR. KUPPERMAN:. No. Again, this is sinply
a matter of asking--the patient's conplaint and the
comment about the pain and the irritation that

followed. It was typically simlar across al
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these types of injections. W do injections on a
regul ar basis, and there was not hing that separated
the subset of patients that received Vitrase
injections fromthe patients who received all the
other types of injections | have been invol ved

wit h.

M5. KNUDSON: | was just curious whether
it was the injection, itself, or whether it was the
drug, itself, that was inducing the pain.

DR KUPPERVAN: There was no evidence that
it was the drug, itself. It was the site injection
fromthe needle stick

DR FONG Dr. Steidl?

DR. STEIDL: M answer is no.

DR FONG Dr. Dunbar?

DR DUNBAR My answer is yes, | am
concerned about the iritis.

DR. FONG Dr. Feman?

DR FEMAN. M answer is no.

DR. FONG | amthe sort of a person who
likes nmore information. So, do | have particul ar
concern? My answer would be yes, just until | had
more i nformation to understand exactly what is
going on with those retinal detachnents. Is it

related to the injection or not, just sort of nore
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anal ysi s al ong those lines.

Al so, | am concerned about the issue of
pi gnent and inflammation that Dr. Pulido raised
especially if one is concerned about, or one is
interested in, injecting in both eyes. Certainly,
we woul d not want to insight a severe inflanmmtion
response with injection into the second eye.

Dr. Gates?

DR GATES: | aminterested in the
mechani sm of action of the hypopyons although
feel like the conpany has a good handl e on what is
goi ng on and how to handl e and how to foll ow t hese
folks. | think that is sonething you are going to
see.

DR. FONG No concern? Ckay.

Dr. Brown?

DR. BROMN: Jereniah Brown. M answer is
yes. M basic issue is the saline rate of retina
detachnent, 5.8 percent, 55 International units of
Vitrase rate was 10.3 percent. If, in fact, it is
that the viewis clearing, another thing that could
be done is to go back and | ook at those records and
| ook at the patients who never had--who did not
have a detachnent early but maybe still had

vitreous henorrhage so we couldn't see that.
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How about when that henorrhage eventual ly
cleared? Do those rates start comng up to match
each other? That would be one way to look at it.

DR FONG Dr. Pulido?

DR. PULIDO Yes, for the concerns already
raised.

DR FONG Dr. WIKkinson?

DR. W LKINSON: Pat WIkinson. A mld yes
for the issues that you and Jose brought up.

DR FONG Dr. Chew

DR. CHEW Yes, just for the retinal
detachnents in particular.

DR CHEW Dr. Phillips?

DR. PHI LLIPS: No.

DR FONG Dr. Tan?

DR TAN: Yes. | feel that the rate for
retinal detachment is too high for ne.

DR FONG So the tally for Question No. 5
is eight yes and four no.

Wth no objections, | would like to
proceed to Question 6. "Is there a concern about
the death rate observed in these studies?" Dr.

Tan?
DR TAN. No. It seens the death rates

are conparable to the patient popul ation.
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FONG Dr. Phillips?

PHI LLI PS: No, for the sane reason.

FONG Dr. Chew

CHEW No. W know that patients with

just hope that the next studies that

FONG Dr. WIkinson?
W LKI NSON:  No.

FONG Dr. Pulido?
PULI DO No.

FONG Dr. Brown?
BROAN:  No.

FONG Dr. Gates?

GATES: No.

FONG Donal d Fong.
Feman?

FEMAN:  No.

FONG Dr. Dunbar?
DUNBAR:  No.

FONG Dr. Steidl?
STEIDL:  No.

FONG M. Knudson?

KNUDSON:  No.

is significant.
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DR FONG So it is unaninmous no to
Question No. 6. | would like to go to Question No.
7. "Do the benefits of using Vitrase outweigh the
risks in the treatnment of vitreous henorrhage?" |
forgot which side | started on. Paul a?

MS. KNUDSON: Paul a Knudson. | think yes,
not the nost positive yes, but yes.

DR. FONG Dr. Steidl?

DR STEIDL: In view of everything said so
far, this is a difficult question to answer. |
think I mght give a mld yes. W acknow edge the
difficulty with statistical significance but both
the benefits and the risks are snmall, so | guess
yes, with a few qualifications.

DR PULIDO Can | ask a point of
clarification? The first question was, has
sufficient evidence been submitted to support the
efficacy. So if people have voted no for efficacy,
can they vote yes for benefits?

DR. FONG | think, to be consistent,
will defer to Wley and Jennifer and see what their
experience was. It seens like, if you are going to
say that there is no evidence subnitted,
insufficient evidence. It is hard to be consistent

and say that there nowis a benefit. Scott? Dr.
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Chanber s?

DR. CHAMBERS: We bring products before
the committee because we have not made fina
decisions. W wite questions because we don't
know what the vote is going to be ahead of tine.

So we try and provide the different contingencies.
The assunption was that this question is nore
relevant if the first question cones out a majority
of people thinking there is sufficient efficacy and
then there is a question of efficacy versus risk

If there is not felt to be sufficient
efficacy initially, then we think it was unlikely
that you would conme up with a vote that said that
the benefits outweigh the risks in the |ast
question, but we were trying to cover the various
potential contingencies not knowi hg how a vote
woul d cone out ahead of tine.

DR FONG Would you like us to poll the

yes--no? | hear a no fromDr. Bull.
DR. BULL: Jonca Bull. | guess the
conmmittee will have to weigh whether or not there

may be sonme internal contradiction as WIley has
articulated relative to the questions trying to
anticipate the contingencies, as he stated. |If

there is a consensus that the vote on the first
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guestion, on efficacy, it sort of puts you in
somewhat of a dilemma here to coment on benefits
and risk when the comments we received before don't
go in the direction of having established
sufficient efficacy. So | will defer to you all as
to whet her or not you want to pursue respondi ng or

to just overall provide sone coments.

We are hearing rather tepid responses from

the fol ks who have responded al ready.
DR. FONG W/ley, would you accept just an

overal |l discussion instead of a yes/no answer to

t his?

DR. CHAMBERS: Yes.

DR. FONG Dr. Pulido?

DR PULIDO Since | brought this question
up, | would like, then--if people are saying yes
for this last one, | would like themto reconsider,

then, their vote for the first one.

DR STEIDL: Let nme say sonething to that.
Maybe with nmore clarification of what we are
answering, it would be easier. | take the first
question to be sonething quite specific relative to
statistical proof and the last one a letter of the
| aw versus spirit of the law. Is there a tine when

you woul d use it where you are thinking maybe you
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don't have an alternative, is this a dangerous
drug.

I amstill not conpletely clear what the
question is asking but, if it is a broader
question, | could say very mldly yes, but
dependi ng upon how we are approaching it.

DR FONG | think there are two issues
Wley said you don't need to vote yes or no and
second is that, if you have specific comments,
think you definitely want to report it so that the
company and the FDA knows what the issues are.

DR. CHAMBERS: This is WIley Chanbers.
The assunption was that this question would only
come up if we decided or if the cormttee had
deci ded there were sufficient benefits and
sufficient efficacy established in what was
Question 1. W then asked other questions to get a
fuller discussion to try and get additional aspects
as far as the anal ysis.

Renmenber, the agency will take back all
this infornation and make a determ nati on whet her
we think the drug should be on the market or not.
That is not the question that we are asking, per
se. Wiat we are asking for are are there clear

benefits that outweigh the risks for the particul ar
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drug in this particular case based on the
i nformati on you have seen

We understand and will take in all the
various comments and we understand the issues of
the individual patients and the other factors that
go in with providing treatnent. But we are | ooking
at the overall benefits versus the risks based on
the data that you have seen presented.

DR STEIDL: | will say no. | think it is
an issue--

DR. FONG You don't need to say yes or
no, just so you know.

DR STEIDL: Al right. | think what this
brings up are sonme interesting issues. First of
all, the person who m ght not be able to have a
vitrectony and a nunber of other scenarios where,

i f you had somet hi ng avail abl e where soneone was
scared of surgery, would you consider using it if
you didn't think that the risks were too high

Agai n, maybe just as an adjunct to the
greater question if you are trying to | ook to other
areas for insights, | think that nmaybe at face
val ue, this should be linked to Question 1. But |
amtaking it as a broader question. | think there

m ght be situations where you want to consi der
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using it | guess is all | can say, if it were
avai | abl e.

DR FONG So, to summarize, | think you
woul d say yes you could inmagine a situation if it
can be shown to be effective.

DR STEIDL: Right.

DR FONG Dr. Dunbar?

DR. DUNBAR: | appreciate Dr. Steidl for
clarifying this because the way he expressed it is
the way that | feel. This also gets back to the
stratification issue. | amvery hopeful that we
will be able to determ ne a subgroup of patients
that this is helpful for, but in light that |I voted
no for the efficacy, I would have to vote no the
way things stand at this point in tine.

DR. FONG Dr. Feman?

DR. FEMAN: To read the question the way
it is phrased, the risks in the treatnent of
vitreous henorrhage using this is not really nuch
different than the risk of injecting saline except
for the hypopyon and the other things that we find
are easy to treat.

The benefits potentially could outweigh
the risk of injecting saline but just barely. So

think, to answer this question the exact way it is
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1 phrased, | would say yes even though | voted no on
2 the first portion.
3 DR FONG | agree with what has been said
4 so far which is that the risks are relatively | ow.
5 However, | am not convinced of the benefit so, if
6 you have a no on the nunerator, let's say, or one
7 portion of the equation, then the whole equation
8 woul d have to be no.
9 Dr. Gates?
10 DR GATES: | would concur. | amalso
11 optimstic that there is a subgroup of patients,
12 perhaps a very, very sick group of patients or a
13 fearful group of patients that can benefit from

14 this in the data that | have seen so far.

15 DR. FONG Dr. Brown?

16 DR. BROMWN:  Yes.

17 DR. FONG Dr. Pulido?

18 DR PULIDO Yes, mninally.

19 DR FONG Dr. WIKkinson?

20 DR. W LKI NSON:  Yes.

21 DR FONG Dr. Chew

22 DR CHEW | would also say yes. | think
23 that nmy answer is simlar, | think, to what Scott

24  was saying earlier that statistically looking at it

25 in general, it was difficult to give an efficacy.
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1 But | can imagine sone clinical situation where

2 think it would be very useful and there are some

3 patients who may benefit fromthis.

4 I amnot that a separate anal ysis can be
5 done in this case. It is such small nunbers to

6 begin with that it is always dangerous to go on

7 subgroups, but | amsure there are probably sone

8 patients who really are benefitting fromthis.

9 DR FONG Dr. Phillips?

10 DR PH LLIPS: To be consistent with how I
11 voted on No. 1, | amgoing to say no. But | do

12 think that a specific subgroup, either nedically
13 unable to go through a vitrectony or just literally

14 refuse to go through surgery may benefit. But,

15 | ooking at the overall group of patients with

16 vitreous henorrhage, | will say no.

17 DR. FONG Dr. Tan?

18 DR TAN: | understand we don't have to

19 vote here, but nmy answer is no, not as presented.
20 DR. FONG W have a split vote, six for
21 yes and six for no. |Is there anything el se that
22 the FDA or the sponsor would |ike--

23 DR. CHAMBERS: Nothing fromthe FDA' s
24 perspective except to thank you very nuch for your

25 time and efforts.

file:///C)/Temp/0317DERM.TXT (244 of 246) [3/26/2003 1:23:33 PM]

244



file:///C)/Temp/0317DERM.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR KUPPERMAN: | don't mean to interrupt,
but I got seven/five. I1'msorry. | guess | would
like to sort of clarify as | was running through ny
math. | didn't get whether Scott ended up being a
yes or a no because that woul d have made it six/six
versus seven/five. | don't know if that matters or
not, but when | was doing the tally, | had
seven/five. That is the only reason | want to
clarify.

MS. TOPPER. According to the records,
Scott did change his mind to no; is that correct?

DR. FONG Scott, what was your vote?

DR STEIDL: | ama little confused about
the question, personally. But | did say
simlarly--ny feeling is simlar to what Stephen
Feman stated that, although | said no to the first,
I am thi nking about the | ast question in a broader
sense. So | guess you could put me as a yes. |
could clarify that in detail, if you want, but--
think that there probably are subsets and patients
where | would consider it so | kind of feel that I
woul d have to say yes to this even though it nmay
seen contradictory.

DR FONG Scott, when was the last tinme

you stopped beating your wife? This concludes the
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1 subcommittee neeting of the Ophthal mc Drug

2 Advi sory Conmittee of the FDA. The final vote was

3 seven yes, five no |ooking at Vitrase sponsored by

4 | STA Pharrmaceuticals. Thank you

5 [ Wher eupon, at 2:45 p.m, the neeting was

6 adj our ned. ]
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