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PROCEEDI NGS
(8:35 a.m)

DR. FONG Good norning. |'m Donald Fong. |I'm
the Chair of the Ophthalm c Drugs Subcomm ttee of the
Der mat ol ogi ¢ and Ophthal m ¢ Drugs Advisory Conmttee. |[|'d
like to welcome you to our neeting this nmorning. W' re going
to be discussing new drug application 21-119, Visudyne, for
treat ment of age-rel ated nmacul ar degenerati on.

First of all, 1'"d like to go around the room and
have everybody introduce thensel ves. Jack?

DR. CIOFFI: I'm Jack Cioffi from Devers Eye
Institute in Portland, Oregon.

DR. SEDDON: Johanna Seddon from Harvard Medica
School , Massachusetts Eye and Ear Infirmary, Associate
Prof essor of Opht hal nol ogy.

DR. HERNDON: Leon Herndon from Duke University
Eye Center in Durham North Carolina.

DR. FONG Donald Fong. I'mwth Kaiser
Per manent e Medi cal Center

MS. RILEY: Tracy Riley. 1'mthe Executive
Secretary for this commttee.

DR. KILPATRICK: JimKilpatrick, your friendly
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bi ostatistician, fromthe Medical College of Virginia.

Di vi si on of Anti-Inflanmatory,

(Laughter.)

DR. CHAMBERS: W/ ey Chanbers,

Pr oduct s.

DR. M DTHUN: Karen M dt hun,

Director of the sanme division.

DR. FONG Next Tracy Riley wll

conflict of interest statenments.

conflict of

part of the record to preclude even the appearance of such at

MS. RILEY: Good norning.

The foll owi ng announcenent

this neeting.

provi ded by the participants,

al

Anal gesi c,

addr esses the issue of

Deputy Director,

and Opht hal m ¢ Drug

Acting Division

read the

interest with regard to this neeting and is nade a

Based on the subm tted agenda and i nformation

t he agency has determ ned that

reported interests in firms regulated by the Center for

Drug Eval uation and Research present

conflict of

exceptions.

f ul

In accordance with 18 U. S.

wai vers have been granted to Dr.

no potential for a

interest at this neeting with the foll ow ng

Code, section 208(b),

CGeorge Cioffi

and Dr.
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Donal d Fong. A copy of these waiver statenents nmay be
obtai ned by submtting a witten request to agency's Freedom
of Information O fice, room 12- A30 of the Parklawn Buil di ng.

In addition, we would |ike to disclose that Dr.
Cioffi's enployer, the Devers Eye Institute, has a financi al
interest in a firmwhich has a product that could potentially
conpete with Visudyne. Although this interest does not
constitute a financial interest in the particular matter
within the nmeaning of 18 U. S. Code 208, it could create the
appearance of a conflict. However, in light of all relevant
circunstances, the agency has determned that it is in the
best interest of the government to permt Dr. Cioffi to
participate fully in all matters concerni ng Vi sudyne.

In the event that the discussions involve any
ot her 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 exclude thenselves from such invol venent,
and their exclusion will be noted for the record.

Wth respect to all other participants, we ask in
the interest fairness that they address any current or
previous financial involvenment with any firm whose product

they may wi sh to comment upon
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DR. FONG Thank you, Tracy.

Wl ey Chanbers will make some comments.

DR. CHAMBERS: Thank you. We'd like to welconme
everyone to this advisory subcomm ttee neeting.

The topic today is a pendi ng new drug
application. W wll be discussing the clinical aspects of
this application. We will not be dealing with any of the
chem stry/ manufacturing aspects. Everyone should bear in mnd
that new drug applications contain not only clinical
i nformation, but non-clinical information, chem stry, and
manuf acturing information, and all of that will need to be
revi ewed before any action is taken on the application. Even
I f everything was in the nost favorable |ight and there were
no i ssues raised in any aspect, that does not nean this
product woul d be approved tonorrow. There are additional
reviews ongoing. There are additional issues in the
chem stry/ manuf acturing area which the agency will handle
internally.

We are interested in the clinical expertise that
is present at the table and interested in the comments
regarding the clinical issues, and that will be the subject of

t he conversation today.
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| thank you all in advance for you comments.
Thank you.

DR. FONG Next we have the open public hearing.
I'"d like to rem nd each speaker that they need to speak into
the m crophone because the informati on you speak about will be

transcri bed.

| believe George Blankenship will be speaking.

MR. BLANKENSHI P: Good norning. |I'mG T.
Bl ankenship from Okl ahoma City. |I'ma | awer by profession,
al though I haven't practiced for a nunmber of years. |'ve been
involved in private investnments and banking. |I'min my 10th

year as a regent at the University of Okl ahoma.

| was discovered to have nmacul ar degeneration in
August of this year. |t cane about as | had gone on an
extended vacation and | started to have difficulty with ny
readi ng gl asses. | had had cataract surgery about a year and
a half earlier, and | was told by the surgeon that | had the
begi nni ngs of a cataract in the other eye and woul d,
undoubt edly, have to do the sanme thing at sone point. |
naturally assumed that that's what this problem was.

So, | arranged for an appointnent at the Dean

Magee Eye Institute in Oklahoma City and went for ny
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exam nation. Mich to ny shock, in the doctor's opinion | had
macul ar degenerati on.

It is a very traumati c happeni ng because | guess
we would all say that sight is our nost bel oved sense and t hat
the loss of it is a very enotional happening.

| didn't know exactly know what to do. At the
time it was recomended that | enter a clinical trial that was
i mmedi ately avail abl e because of the condition of the eye, and
| had some reluctance because of sonme of the conditions that
that required. So, | sought to seek a second opinion. | was
very fortunate to be able to get an appointment with Dr.
Bressler at Wl ner Eye Institute, whereupon he advi sed ne that
he thought that waiting several weeks until the Visudyne
treat ment woul d becone available in nmy situation -- that the
risk was worth the gain, which | accepted his advice and was
treated with the Visudyne treatnent.

It's a relatively sinple process. The chem cal
is injected intravenously over a precise period of time, 10
m nutes, at which time an additional 5-mnute waiting period
expires before they use a | ow powered | aser to activate the
properties of the chemcal. |It's very noninvasive. There is

absolutely no pain. It's a very sinple process.
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That was in Septenmber. | will be treated again,
or at | east exam ned again and possibly treated, in Decenber.

| would like to say that this treatnment has in ny
case given nme a great deal of hope. Macul ar degeneration is
sonet hi ng that happens to soneone el se. Most people don't
have an awareness of it. | amtold that it affects mllions
of people in this country, but unless it happened to soneone
very close to you or to you yourself, there's very little
awareness. And it is devastating from an enoti onal
st andpoi nt.

This treatnent has given ne a great deal of hope,
hope that | can preserve the sight in nmy other eye, hope that,
because of the nature of the treatnment no permanent danage
havi ng been done, as with the earlier treatnments with a nore
powerful |aser, that sonething may conme along that sight in
this eye can be restored.

And lastly, | hope that this treatnent wl|
become avail able to others affected, as | have been, for the
same reasons that |'ve already stated, that the psychol ogica
ef fect on me has been very, very positive.

| appreciate your tinme and ny ability to cone

here and express these opinions. Thank you very nuch.
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DR. FONG  George, before you go, also |I wanted
to remnd all the other speakers, when they come on, please
al so disclose your relationship with the conpany, if you have
any.

MR. BLANKENSHI P: | have none.

DR. FONG  Thank you, M. Bl ankenshi p.

The next speaker will be Charles Thonpson. He is
a radi o broadcaster for WBAC radio and is an AMD patient who
has not been treated with Visudyne.

MR. THOWSON: Thank you very nuch, and good
nor ni ng, | adi es and gentl enen.

| have no interest. | have never heard of the
conpany before, so this is brand new to ne.

| understand my function here is to tell people
how | canme into this position of macul ar degenerati on and what
| did to try and hel p nyself.

Thi s goes back about two years, and |'m just
driving in the norning one day and I'mon a two-1lane road, and
t he boundaries of the roads are painted in yell ow about 3
i nches wide on each side. And all of a sudden, as | gl anced
to |l ook at one on the left side of the road, that 3-inch span

split right in the mddle. There was a hole right down there.
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There were two sides to it which was rather startling, and |

t hought, wow, what's going on? | didn't really know, and just
as quickly as it came, it left. And I thought, well, | guess
it's just a fluke of nature. |'m not going to be that

concerned about it, and I did not run right in to have ny eyes
exam ned.

About two nonths later wintering in Florida, |
recogni zed the fact that I had a problem In ny business,
It's enphasized just a little bit. But the problens are these
as | saw themin the sunshine of Florida. Looking across the
road to the roof of ny garage, it waved. Looking at the
venetian blinds in my apartnment, they were not straight, they
were wavy. Everything had that wavy look to it. And I
realized then that there was sonmething wong that | didn't
realize, and | found out by com ng back to Baltinore and going
to the Wlmer Clinic to find out what this was all about.

| have been receiving treatnment and it is kind of

on a cycle. It seens that the capillaries and the vessels in
my eye, after laser treatnment, will be just fine, and the eye
will be normal in alnost all respects. Over a period of maybe

6 weeks or maybe sonetines a little bit nore than that, then

t he wavi ness i s there again.
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Fortunately, Dr. Bressler anticipates that and
sets nmy appointnents up that way. So, | just go in about
every two nonths or maybe a little bit nore and have anot her
treat ment.

| have vision in the left eye, but I do not have
the ability to read with nmy left eye. Thanks to the W nmer
Clinic, I still have the ability to read in ny right eye.

VWhen this condition was made known to nme and the
treatnments started, | felt, after talking to the doctors at
W Il nmer, that one of the first things | had to do was to let ny
three children know that this could be hereditary. | called
my son and ny daughters to let them know that maybe sonetime

down the road this could happen to them It didn't nean that

it would happen to them | understand that, but the
possibility is there. So, | warned themin advance of what to
|l ook for. In that all three of my children do wear gl asses, |

said go in and make sure that you have a thorough exam nati on,
do it as you have an annual physical, if necessary, anything
to protect yourself, anything to give the people who work to
help me and ny condition a chance to do their job. | was too
late with the first eye, but I amon tinme and on schedule with

Dr. Bressler with the second eye.
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Even with this eye, what are sonme of the things
that are difficult? Nunber one, reading a conmerci al
Difficult. 1In the commercial would be a sinple, little word
like "can't,"” c-a-n-"-t. M vision would let me see c-a-n,
and | would m ss the apostrophe and the t. That makes it
awfully hard to read a comercial. So, |I'm being taught to
read again, so to speak, into a m crophone, and believe ne, it
needs a lot of inprovenent. O course, people say that about
me for years, | need to inprove.

(Laughter.)

MR. THOWPSON: And that's what we're trying to
do.

But the things that happen that are so unusual.

If I look at a red light, | can still see the red |ight, but

I nstead of sitting up there in the socket that |'m accustonmed
to, it sits over here at 8 o'clock. | can still see the green
wi t hout any trouble, the anmber, and the red, but they're not
in that case that holds the traffic |ight.

|"'ma golfer and I went up to hit some golf balls
Sunday afternoon. | put a half a dozen golf balls down on the
green to put, and the first ball | putted, | tracked it

nicely, and then suddenly it disappeared, and about 2 feet
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close to the hole, | could see it again. So, when | play golf
now, sonebody has to stand behind ne to tell nme where the

drive goes, and that gets sone very interesting conversations

started.

(Laughter.)

MR. THOWPSON: But | cannot see the ball in
flight.

That means that the years |'ve spent doing
baseball, it would be very difficult, unless | can inprove

this condition in ny eye or take very, very good care of this
condition in ny eye, to track the line drive, the fly ball,
the foul balls, and things of that sort.

| think being a | ayman and not understandi ng the
probl ens that you in this roomface, |I hope I am not out of
order in asking that you give as nmuch consideration as
possible to this new drug. | have heard about it. | am not
eligible for that yet, but in talking to M. Blankenship, I
under stand how well it has worked and how nmuch better ny
future could be if this drug were avail abl e.

Thank you very nuch.

DR. FONG  Thank you, M. Thonpson.

The next speaker will be Robert Gray. M. Gay



10

11

12

13

14

15

16

17

18

19

20

21

22

21

is the CEO of the Foundation Fighting Blindness, an advocacy
group with great interest in treatnents for AMD and ot her
ocul ar degenerative di seases.

MR. GRAY: Good norning. M nanme is Robert G ay,
and | amthe Chief Executive Oficer of the Foundation
Fighting Blindness. |'mgrateful to have this opportunity to
speak with you today about the urgent need to find treatnents
and cures for macul ar degeneration. | am here of my own
volition and I am not being paid as a consultant by CIBA
Vision or QLT and have received no conpensation for being here
t oday.

We have mllions of Anericans who are | osing
their sight to retinal degenerative di seases. Established in
1971, the Foundation Fighting Blindness has an urgent nission
to develop effective treatnents and cures for blinding retina
degenerative diseases, |ike nmacul ar degeneration, retinitis
pi gnment osa, and Usher's syndronme. Through its research
centers and targeted progranms, the foundation operates the
| argest nonprofit macul ar degeneration and retinal disease
research programin the world. Since its inception, we've
i nvested over $100 nmillion on research.

We are extrenely heartened to see conpanies like
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QLT Phot oTherapeutics and ClI BA Vision devoting consi derabl e
R&D efforts to blinding retinal degenerative di seases.

Ten years ago, researchers were still scratching
their heads trying to understand what caused these di seases.
Sight-saving treatnents and cures seened hopel essly out of
reach, but what a difference a decade can make. Today severa
prom si ng experinental treatnents could soon energe from
clinical trials. There was a time not |ong ago when these
di seases were little understood and fundi ng support was
nonexi stent. This FDA hearing represents a real turning point
in the fight against these diseases. As the Chief Executive
O ficer of the foundation, | hope to soon attend many nore
hearings |ike this one today.

Macul ar degenerati on exceeds cataracts and
gl aucoma as the | eading cause of vision |loss in adults over
age 55. This blinding disease currently steals the vision of
nore than 6 mllion Americans and another 9 mllion Anmericans
exhi bit pre-symptonmatic signs of the disease. The incidence
of the disease will further sky-rocket as baby booners reach
retirenment age.

Nunmbers can only begin to Iend a sense of this

energi ng public health crisis. Wthout sight-saving
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treatnments for macul ar degeneration, we will soon be faced

wi th an aging popul ation requiring massive public assistance
prograns. People in the twilight of their productive careers
will be prematurely forced onto the rolls of an already

over burdened Soci al Security system An entire generation of
Ameri cans, conpletely dependent on the autonobile, will be
stripped of their driving privil eges, placing great strain on
nonexi stent or inadequate public transportati on systens.
Unable to live independent lives, mllions of otherw se
heal t hy, ol der-age Americans will be institutionalized in
expensive assisted |living communities.

On a personal |evel, macul ar degeneration causes
great enotional anguish and loss. Driving becones a harrow ng
and dangerous excursion. Unable to drive, patients are
I mprisoned in their homes while trying vainly to maintain
i ndependence. For avid readers, gleaning even newspaper
headlines turns into a frustrating exercise. Hobbies and
skills that have been honed over a lifetine are no | onger
possi ble. The joy of watching a grandchild's face light up is
m ssed. Tragically people with macul ar degeneration are
forced to watch their central vision fade to black and are

left to distinguish the vague images that enter their
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peri pheral vision.

M. Henry Guenwald, a forner U S. Anbassador to
Austria and Editor-in-Chief of Tinme Magazi ne, has openly and
heroically shared his struggle with macul ar degeneration. 1In
t he Foundation Fighting Blindness' nost recent annual report,
M. Gruenwal d shares that -- and | quote -- "After a lifetine
during which reading and witing have been as natural and
necessary as breathing, | now feel the visual equival ent of
struggling for breath.” In his recent published memoir call ed
Twilight, M. Guenwald relates the sonetines unbearabl e
sorrow and depression that acconpanies the | oss of the visua
worl d, a depression that became so acute that his wife forced
himto seek professional help.

Unfortunately, M. Guenwald s story is too
common. Every day people call the Foundation Fighting
Bl i ndness desperate to hear about new treatnents. There is a
central thenme to all of their calls. They want to know what
we can do for themtoday. As the |largest nongovernment al
supporter of nedical research, the foundati on hopes that
prom sing treatnments |i ke photodynam c therapy will soon
become a reality.

Thank you very nuch for allowing me to address
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t he panel

DR. FONG  Thank you, M. G ay.

Next the sponsor will present their new drug
application.

MR. MANDT: Good norning. |'mLarry Mandt, Vice
Presi dent of Regulatory Affairs for QLT. On behalf of the
conpany and our co-devel opnent partner, CIBA Vision, |1'd I|ike
to thank FDA for the tinmely opportunity to review our
experience with verteporfin therapy.

We believe that verteporfin provides a clinically
rel evant benefit to many patients where no treatnent has
previously been effective. Over the course of the next hour,
we intend to show the panel why this benefit is reasonable,
appropriate, and warrants inclusion in the physicians'
ar manment ari um

Qur presentations today are intended to highlight
the key information in the briefing docunent before you. To
t hat end, we prepared the follow ng agenda.

Foll owi ng ny introduction, Dr. Philip Rosenfeld
will review the background of AVD. Dr. Andrew Strong will
summari ze the phase 1/11 results. The phase |1l study design

and efficacy results will be presented by Dr. Neil Bressler.
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Dr. Mohammad Azab will present an overview of safety and

review the risk/benefit assessnent for verteporfin therapy. |

wll close with brief concluding remarks and facilitate

answering any questions you may have.

In addition to the presenters, there are several

experts with us today to answer quest

ions. Dr. Lee Janpol,

Prof essor of Ophthal nol ogy at Northwestern University, is a

member of the data safety nonitoring

commttee for the phase

[1l1 clinical trials. Dr. Yong Hao from QLT and M. John

Koester from ClI BA Vision have been responsible for the

statistical analysis of the data fromthe verteporfin therapy

clinical trials. Dr. Jean-Mari e Hou

e from QLT has been

i nvol ved in the pharmacokinetic and pharmacol ogi cal eval uation

of the therapy. And Dr. Al Reaves from CIBA Vision is

responsi ble for ongoing clinical trials with verteporfin.

To provide sonme perspective, 1'd like to briefly

review the key regulatory events that
neeting. QLT filed an IND to eval uat
for age-related macul ar degeneration

I/11 clinical trial proposed in this

led up to today's
e the drug as a treatnent
in early 1995. The phase

I ND was conduct ed and

provi ded evi dence of the basic safety and efficacy of

verteporfin in controlling choroidal

neovascul ari zati on.
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At an end of phase Il neeting held with the
division in July of 1996, key points related to phase 1|1
clinical trials were agreed upon. The primary efficacy
endpoi nt would be the proportion of patients with | ess than 15
letters vision loss at nonth 12. 12-nonth data to denonstrate
safety and efficacy was adequate to support filing an NDA, and
24-nmonth foll ow-up was necessary to determ ne |ong-term
effects.

Wth these key agreenents in place, we initiated
phase Ill trials in Decenmber 1996, enrolled all patients in
| ess than 1 year, and conpleted 1l-year follow up on Septenber
25t h, 1998.

It was with this data set that we proceeded with
preparation of an NDA. The NDA and the supporting PMAs for
the light delivery devices were filed on August 16th, 1999.
Shortly thereafter, the NDA was designated for priority review
by FDA.

Verteporfin therapy was submtted to FDA as a
conmbi nati on product consisting of three filing elements. The
NDA for verteporfin for injection, the drug product. Pl ease
note that verteporfin for injection is intended to be marketed

under the trade nanme of Visudyne. The other elenments of the
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filing were two PMAs for the light delivery devices used to
activate the drug.

In addition to the U S. filings, applications
have been made in the European Union, Switzerland, Australia,
New Zeal and, Norway, |celand, and Canada.

The U.S. NDA proposed the follow ng indication
for verteporfin therapy. Visudyne is indicated for the
treatment of age-rel ated macul ar degeneration in patients with
predom nantly classic subfoveal choroidal neovascul ari zati on.

| would now like to turn the podium over to Dr.
Philip Rosenfeld.

DR. ROSENFELD: Good norning. M nane is Dr
Philip Rosenfeld. | am an Assistant Professor of
Opht hal nol ogy at the Bascom Pal mer Eye Institute of the
Uni versity of Mam School of Medicine. |'ve been a principal
i nvestigator in the phase 11l clinical trials using
verteporfin therapy.

My role this nmorning is to provide you with
background i nformati on on age-macul ar degeneration. 1In the
next few mnutes, | will describe how age-rel ated nacul ar
degeneration affects the eyes and what this means to patients

who have this visually debilitating disease. Then | wl]l
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descri be the growi ng public health concern of age-rel ated
macul ar degeneration in our aging population. Finally, I wll
di scuss the current treatnent options for patients with age-
rel ated macul ar degeneration and the limtation of these

t her api es.

This slide depicts the normal anatony of the eye
with particular enphasis on the anatony of the retina. The
macula is a specialized portion of the retina responsible for
fine, central visual acuity. The center part of the macula is
known as the fovea and the fovea is responsible for the best
central visual acuity. Central visual acuity is required for
such things as reading, driving, and recogni zing faces.

Age-rel ated macul ar degeneration is a disease
that affects the outer aspects of the retina and portions of
the choroid. In particular, the layers of the retina
primarily affected include the photoreceptors, the retinal
pi gnment epithelium Bruch's nmenbrane, and the choroi dal
circulation. Bruch's menbrane is a specialized coll agenous
| ayer that separates the choroidal circulation fromthe
retinal pignent epithelium and photoreceptors.

The etiology of AMD is nulti-factorial and

conpl ex and remai ns poorly understood. Although we do not



10

11

12

13

14

15

16

17

18

19

20

21

22

know t he cause of this disease,

30

we know how t he di sease

appears and how the di sease progresses.

The earliest detectable stage of AMD is the

deposition of yellow spots under the retina known as drusen,

as shown here in the fundus photograph.

These drusen are

representative of a diffuse thickening within Bruch's

menbrane. And renenber,
separates the choroi dal

In the early stage of macul ar

severe vision | oss

the | ate stage of age-rel ated macul ar
stage can be divided up into two forns:
form or the neovascul ar

In the atrophic form of AND,

phot or ecept ors, of
circulation within

decades to evol ve,

i s not seen.

it's the Bruch's nenbrane that
circulation fromthe retina.

degener ati on,

Central vision |oss occurs

(wet) form

degeneration, and this

t he atrophic (dry)

there is | oss of

retinal pignment epithelium and choroidal

t he macul a.

and this form of

This | oss of tissue can take

| ate AMD is responsible

for only a mnority of cases with severe vision |oss.

The npst severe vision loss in AMD occurs from

t he neovascul ar form of the disease.

vessel s grow fromthe choroida

menbr ane and under

the retina.

In this stage, blood

circulation through Bruch's

These abnornm

new bl ood

in
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vessels leak fluid and protein and bl ood and fibrous tissue is
deposited. The conbination of these blood vessels and fibrous
tissue results in scarring of the macula, destruction of the
phot oreceptors, and | oss of central vision.

This | oss of central vision can occur within 3 to
24 months after the devel opment of these blood vessels.

Neovascul ar AMD is responsi ble for the vast
majority of cases of severe vision loss fromthis disease.

As these new bl ood vessels begin to grow and | eak
under the retina, the patients appreciate a visual distortion
that could be seen here on the |eft-hand i mage or what shoul d
be a normal grid. As the disease progresses, the central
vision is |lost, and when the patient | ooks, they see a black
area surrounded by distorted blurred vision. Wth this
vision, they're unable to recogni ze faces and read words, and
even normal activities that we take for granted are severely
af f ect ed.

These abnormal bl ood vessels can be recogni zed
using a techni que known as fluorescein angi ography. This
techni que involves the injection of a dye known as fl uorescein
foll owed by specialized photographs of the macula. Not only

can we identify where these bl ood vessels are | ocated, but we



10

11

12

13

14

15

16

17

18

19

20

21

22

32

can al so distinguish the type of blood vessels and classify
theminto one of two forms. The slide on the left depicts a
| esi on that has a cl assic neovascul ar conponent. This classic
neovascul ari zation is characterized by lacy, early
hyperfl uorescence with brisk | eakage of fluorescein throughout
t he angi ogram

The i mge on the right shows a lesion with three
conponents. These conponents are occult neovascul ari zati on,
cl assi ¢ neovascul ari zati on, and bl ocked fl uorescence, which in
this case represents blood. The occult neovascul arization is
characterized by a stipple type of fluorescence with m ni nal
| eakage of fluorescein during the course of the angi ogram
The cl assic neovascul ari zati on can be seen here as brighter
fluorescence, and it is this form of neovascul ari zati on which
has been shown in clinical studies to be associated with the
nore rapid vision |loss in nost average situations.

Neovascul ar age-rel ated macul ar degeneration is
t he | eadi ng cause of blindness in individuals ol der than the
age of 50 and the preval ence increases dramatically with age.
The neovascul ar form of AMD can develop in one or both eyes of
up to 200,000 U.S. citizens every year, and nost eyes affected

will experience vision loss within 2 years of onset. Wth an
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agi ng popul ati on, neovascul ar AMD i s becom ng an increasing
public health probl em

The only accepted treatnment for neovascul ar AMD
at this tinme is thermal | aser photocoagul ation. Several
studi es have shown that |aser photocoagulation is useful in
sel ected cases of neovascular AVD. The benefits and limts of
| aser photocoagul ation can be appreciated fromthe results of
t he macul ar phot ocoagul ati on study that can be seen on the
next slide.

This slide depicts the 3-nonth and 24-nonth
followup fromthe Macul ar Phot ocoagul ati on Study Group's
eval uati on of subfoveal choroidal neovascul arization. They
were able to show sonme benefit in certain |lesions. This graph
depicts the average visual acuity |oss from baseline in a
group that was treated with |aser and a group that was
random zed to observation alone. At 3 nonths, the |aser
treated group has lost significantly nore vision than the
observation group. This vision loss at 3 nonths is the vision
| oss that occurred immediately at the tinme of |aser
phot ocoagul ation. The benefit of |aser therapy is only
realized by 18 nonths, and by 24 nonths, the vision | oss

experienced by the control group is significantly nore than
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the vision | oss experienced by the | aser group.

This graph depicts two very inportant points.
First, after |aser photocoagul ation, there is an i medi ate
| oss of central vision, and second, if left untreated,
neovascular AMD will result in continued vision |oss.

Due to the limtations of thermal |aser
phot ocoagul ati on, additional therapies are now being
i nvestigated for neovascul ar AMD. Photodynanm c therapy with
verteporfin will be discussed today, and there are other
phot osensitizing agents that are al so under investigation.
Submacul ar surgery is now being studied in a nulti-center,
randoni zed clinical trial sponsored by the National Eye
Institute. 1In addition, a nunber of clinical trials are
underway eval uating the radiation therapy, as well as anti-
angi ogeni ¢ agents for neovascul ar age-rel ated macul ar
degenerati on.

So, in summary, neovascular AMD is the primry
cause of severe, irreversible vision loss in patients over age
50, and the preval ence of the disease increases dramatically
with age. It is a major problemand a growi ng public health
concern, particularly anong our aging popul ation. And there

is no treatnent currently available for the vast mpjority of
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patients with neovascul ar AMD, vision | oss secondary to
chor oi dal neovascul ari zati on.

| would now like to turn the presentation over to
Dr. Andrew Strong.

DR. STRONG. Good nmorning. M nane is Andrew
Strong, and |I'mresponsible for the ophthalmc clinical

progranms at QLT PhotoTherapeutics.

The topics I'Il cover include, firstly, the
mechani sm of action of verteporfin therapy. Then I wll give
a brief summary of the main results of our phase I/I1 studies
whi ch provided the rationale for the phase |11 reginen,

i ncluding the drug and |ight dose and the retreatnent
i nterval

Verteporfin therapy is a two-step process
consi sting of drug and light treatnment. The drug verteporfin
is a photosensitizer. |In other words, it is a light-activated
drug. The first step is the intravenous injection of
verteporfin, after which it is preferentially retained in the
proliferative new bl ood vessels relative to the normal bl ood
vessels. Verteporfin has been shown to be retained in the
chor oi dal neovascul ar nenbr ane.

Verteporfin is inactive without |light, so the
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second step involves light activation of verteporfin by
shi ni ng nonthermal | aser |ight at the neovascular lesion via a
slit lanp and a contact | ens.

When verteporfin is activated by light, it reacts
w t h oxygen producing reactive singlet oxygen and other free
radicals locally. These free radicals damage the endotheli al
cells, ultimately resulting in localized vascul ar occl usi on of
the CNV. It is believed that this selective damage of | eaking
bl ood vessels results in stabilization of vision or reduction
in the rate of vision decline.

So, verteporfin therapy provides a dual
selectivity for the choroidal neovascul arization, firstly, by
its selective retention in the tissue and, secondly, by
shining the light only on the area where the treatnment effect
I's required.

On the basis of this nechanism of action and
preclinical studies, a phase I/11 clinical study was initiated
in 1995, study OCRO01 was an open-| abel, non-random zed, non-
controll ed study at four centers. The study included a total
of 142 patients, of whom 128 had AVMD. The objective of the
study was to establish safety and efficacy in controlling

| eakage from CNV. The study was | ater expanded to eval uate
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di fferent dosing paraneters and to identify a maxi mum
tol erated dose, or MID

The primary assessnment of efficacy was based on
the extent of fluorescein | eakage from CNV. Visual acuity was
used as a secondary assessnent of efficacy, as well as being
t he nost inportant paranmeter for assessing ocular safety.
Patients underwent assessments within 1 week before treatnent
and 1, 4, and 12 weeks after treatnent.

This slide shows a representative fluorescein
angi ogramof a CNV lesion fromthis study with extensive
| eakage of fluorescein at baseline, shown by this central area
of hyperfl uorescence.

1 week after treatnent, there is conpl ete absence
of | eakage fromthe CNV, while the perfusion of overlying
retinal vessels that had been irradiated with |ight was
unaffected. This effect was not associated with vision |oss.
In fact, on average in all patients treated in the study, the
vi sual acuity had inproved by nearly 1 line at this tine
poi nt .

However, by 4 to 12 weeks after treatnent, sonme
| eakage again can be seen, although covering an area smaller

t han that seen at pretreatnent.
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We eval uated a | arge nunber of treatnent regi nens
and varied both the drug and |ight paranmeters, but we were
unabl e to prevent this pattern of | eakage in nost, but not all
cases. We found that if the light dose was increased to high,
non-sel ecti ve damage occurred to the retinal vessels. On the
ri ght-hand phot ograph, one can see there is no perfusion of
retinal vessels in the area that received light treatnent.
This occurred in 3 out of 14 patients, with the highest I|ight
dose of 150 Joul es per centinmeter squared. No non-selective
events |ike this occurred at any light dose |l ess than 150
Joul es per centineter squared. So, the maxinmumtol erated
i ght dose was 100 Joul es per centinmeter squared.

CNV | eakage, therefore, occurred in nost patients
after 4 to 12 weeks after a single treatnent course in all the
regimens we tested. Since increasing the |light dose was not
possi ble, multiple treatments were attenpted at intervals of 2
to 12 weeks in 42 patients. Mst of themreceived
retreatments at intervals of 4 weeks. However, CNV | eakage
still recurred 4 to 12 weeks after retreatnment in nost of the
patients. Inportantly though, |eakage could be stopped after
each retreatnent wi thout inpairing visual acuity over the 12

weeks of follow up.
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Based on the phase I/11 data, our rationale for
the phase Il reginmen chosen was to use the mninum effective
dose of both verteporfin and |ight that caused conplete
cl osure of classic CNV 1 week after treatnment. The regi nen
was al so associated with the | owest percentage of |esions with
cl assic CNV progression beyond the borders of the original
| esion by 12 weeks. Also, the chosen regi nen had the nost
favorabl e nean changes in visual acuity from baseline.

Qur rationale for a reassessnent and retreatnent
interval was that CNV recurred and continued to grow i n nost
| esi ons, suggesting that if retreatnment was not adm ni stered,
further growth and macul ar destruction would occur. 3 nonths
was chosen as the retreatnent interval because in nost |esions
the area of |eakage was still confined within the borders of
the Il esion that was seen at baseline.

| nportantly, retreatnent at that time was able to
safely reclosure the | eaking CNV. 3 nonths was, therefore,
considered to be an appropriate interval for the phase 11
program It's also inportant to note that retreatnent at
shorter intervals did not appear to enhance efficacy.

As a result, the reginmen chosen for phase |11

consi sted of a verteporfin dose of 6 mlIligrans per neter
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squared of body surface area, given as an intravenous infusion
over 10 mnutes. The light dose was 50 Joul es of energy per
centinmeter squared of target tissue applied at 15 m nutes
after the start of the infusion. This was the m ninmum |i ght
dose with proven efficacy. The maxi num tol erated dose of
light in the trial was 100 Joul es per centinmeter squared and
non-sel ective events were seen at 150 Joul es per centineter
squared, which was three tinmes the |ight dose we've chosen

The retreatnent interval was 3 nonths if CNV | eakage was
detected by fluorescein angi ography.

So, in summry, verteporfin therapy is a two-step
process involving system c intravenous adm ni strati on of
verteporfin, followed by |light application to activate the
drug. Activation of verteporfin results in endothelial cel
damage and CNV cl osure wi thout harnful effects on the normal
retina.

Qur phase /11 program has denonstrated that CNV
| eakage and | esion growth can be contained for up to 12 weeks
wi t hout short-term adverse effects on visual acuity. However
CNV | eakage recurred in nost patients, requiring multiple
treatments at 3 nonthly intervals.

Eval uation of dosing paranmeters, therefore,
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provi ded the rationale for an appropriate reginmen to be tested
in our phase Ill program

"1l now ask Dr. Neil Bressler to continue the

presentation of the phase 11l study.
DR. BRESSLER: Good morning. |'m Dr. Nei
Bressler. |I'ma Professor of Ophthal nology at the WI ner

Institute of the Johns Hopkins University School of Medicine.
In addition, |I've spent over a decade designing and directing
random zed clinical trials evaluating treatnments for age-
rel ated macul ar degenerati on.

Today, on behalf of our investigators and as
Chai rman of the Study Advisory G oup, which oversees the
scientific protocol for this investigation, I'Il present to
you the study design and the results of the phase |1l program
for this verteporfin therapy.

The topics that | will cover will include the
obj ectives and design of the phase Ill studies, the pertinent
basel i ne characteristics of the patients enrolled in these
studies, the followup that was obtained, and the vision and
angi ographi ¢ outcones that proved the efficacy of this
t her apy.

The main objective of the phase Il program was
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to determne if verteporfin therapy in patients who have

subf oveal choroidal neovascul ari zati on secondary to AVMD woul d
safely reduce the risk of vision |oss conpared to a pl acebo
gi ven as a sham treat nent.

The studies were random zed, placebo-controlled,
and doubl e-masked clinical trials. Patients had a screening
visit to assess eligibility. |If they were eligible to
partici pate, they were randomy assigned to verteporfin or
pl acebo therapy within 7 days of all their baseline
assessnents. Two-thirds of the patients then were randoni zed
to verteporfin, and one-third of the patients were random zed
to a placebo therapy.

The random zation was stratified by center to
ensure a 2 to 1 random zation at each center. The
random zation also was stratified by baseline visual acuity
into two strata, approximtely 20/40 to 20/ 80 and
approxi mately 20/ 100 to 20/200, since baseline visual acuity
was believed, at the tinme that the study was designed, to
possi bly have an inpact on the visual outcones.

Two trials were identically designed to assess
reproducibility of the results and were nunmbered OCR002 study

A and study B. These trials are known coll ectively by the
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scientific comunity as the TAP investigation.

The studies were designed to allow for foll ow up
and treatnent for up to 24 nonths. However, the primary
anal ysis was prospectively designed to be performed after al
pati ents had conpleted a m ninmum of 12 nonths of foll ow up.

We then had a total of 22 centers, 11 in the
United States, 2 in Canada, and 9 in Europe, that participated
in the two studies.

The main eligibility criteria included patients
who had age-rel ated nmacul ar degeneration that was defined as
havi ng drusen or abnormalities of the retinal pignent
epitheliumthat were consistent with AMD in patients who were
no younger than 50 years of age.

Al'l patients had to have a best-corrected visua
acuity on an ETDRS chart of 73 to 34 letters, approximtely
20/ 40 to 20/ 200.

They all had to have a fluorescein angiogramwth
subf oveal choroidal neovascul arization that included evidence
of classic neovascul ari zation, although occult
neovascul ari zation could be present. All lesions had to have
a greatest linear dinmension no greater than 5400 m crons on

the retina.
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And all patients had to have an ability to return
for up to 2 years of follow up.

Only one eye per patient could be enrolled and
treated in the study.

Thus, this study was designed to assess
verteporfin therapy in classic containing neovascul arization
t hat extended under the fovea.

The verteporfin group were given a verteporfin
dose of 6 mlligranms per neter squared of body surface area,
diluted in dextrose 5 percent, while the control group was
only given dextrose 5 percent as a placebo. All the patients
then received an intravenous infusion of 30 mlliliters over
10 m nutes. The intravenous tubing was wrapped in foil to
prevent the patient and treating ophthal nol ogi st from know ng
whet her the patient was receiving verteporfin or the placebo.

The light using a diode |aser was applied to all
of the patients then 15 mnutes after the start of this
i nfusi on, which was set at a wavel ength of 689 nanoneters.
The |Iight was set at an intensity of 600 mlliwatts per
centimeter squared given over 83 seconds, resulting then in a
total |ight dose of 50 Joul es per centineter squared at the

target lesion. This is about 1,000 tines |ess than the |ight
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intensity used for typical thermal |aser photocoagul ati on.
The |ight was produced by a diode |aser that was specifically
designed for this application, using a fiber optic that
delivered the |light through a standard slit |anp.

The spot size of the light used to activate the
verteporfin was cal cul ated by measuring the greatest |inear
di mensi on of the lesion, shown here by the dotted line, on a
fluorescein angi ogram and then adding 1,000 m crons to ensure
that a sufficient margin would cover the entire | esion, as
shown by the spot size in the white circle on this slide.

2 to 4 days after each treatnent, the patient was
t el ephoned and asked standard questions that would elicit any
system c or ocul ar adverse events. The patients then returned
to the clinic every 3 nonths, at which time they again
underwent all of the procedures shown on this slide. If there
was any evi dence of | eakage from classic or occult
neovascul ari zati on or both on fluorescei n angi ography at that
followup visit, then the patients were retreated with either
verteporfin or placebo according to whatever they were
assigned at their baseline random zati on.

The prospectively defined primary efficacy

endpoi nt was the percent of responders. The responders were
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defined then as the proportion of patients who |ost |ess than
15 letters of visual acuity on the ETDRS chart at the nonth 12
exam nati on conpared to baseli ne.

This is a photograph of the ETDRS vision chart
that was used in the study. You can see that there are 5
letters per line, and every 3 lines, the size of the letters
doubl es, representing a doubling of the visual angle that the
|l etters actually subtend on the retina. A loss of 15 letters,
whi ch can be equivalent to 3 lines on this chart, would take a
patient, for exanple, from 20/40 to 20/80 or from 20/ 100 to
20/ 200, which could be the difference between being able to
read or not read with magnification aids. Experts agree that
a loss of 3 lines or worse represents a clinically rel evant
vi sion change with respect to the visual function of a
patient.

A | arge nunber of secondary efficacy endpoints on
vi sual outcones shown here were planned to | ook for
consi stency in any treatnent benefit that was suggested by the
primary efficacy endpoint. And I'll review each of these in
the results section.

In addition, there were several fluorescein

angi ographi c outcones that were planned to determne if there
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were objective features on angi ography that could confirm any
vi sual acuity benefit, including how | arge the neovascul ar
| esi on becane over tine and whet her | eakage from classic or
occul t neovascul ari zati on persi st ed.

The primary anal ysis was an intent-to-treat
anal ysis, using all random zed patients within the group to
which they were random zed. M ssing values were inputed using
the | ast observation carried forward.

A confirmatory anal ysis was done on a group of
patients defined as eval uable patients. This data set
excluded patients for gross violations of either the inclusion
criteria or the treatnment protocol and did not use data
I mputation for m ssing val ues.

Prior to starting the study, there was a training
and certification programfor all treating ophthal nol ogists to
confirmthat they understood the eligibility criteria and the
treatment protocol. Training and certification was al so
provided to the vision exam ners, since visual acuity was the
pri mary endpoint. The photographers, clinic coordinators, and
sponsor nonitors also received training, and the photograph
readi ng center graders were trained to ensure reproducible

assessnment of the | esion characteristics both at baseli ne and
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at foll ow up.

Everyone except the person assigned to prepare
and adm nister the infusion was masked. The unmasked
i ndi vi dual who did the infusion was not involved in any
pati ent assessnents and was trained to ensure that all other
t eam nmenbers remai ned masked.

An i ndependent data and safety nonitoring
commttee, chaired by Dr. Roy Beck, and including a
statistician, retinal specialists, and clinical trial
specialists, reviewed unmasked data at 6 nonthly intervals in
cl osed sessions to protect the patients' interests and to nake
sure that no safety concerns arose. The data and safety
nonitoring commttee did not raise any safety concerns and did
not recomrend any changes to the protocol during the conduct
of the studies.

In addition, a central unmasked photograph
readi ng center at the Wlner Institute at Johns Hopkins, wth
ext ensi ve experience eval uating angi ograns in age-rel ated
macul ar degeneration, including two Nl H sponsored trials,
revi ewed fundus photographs and fl uorescein angi ogranms from
the baseline and at every 3-nonth followup visit.

A total of 609 patients then were random zed to
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treatnment in the two studies. There were 402 to verteporfin
and 207 to placebo. Patient followup was excellent and

al nrost identical in both study A and study B. Approximtely
94 percent of both treatnent groups conpleted the nonth 12
followup visit, which was judged to be excellent considering
that the average age of the patients participating in this
trial was 75.

Wth respect to baseline characteristics, there
was a statistically significant difference with nore wonen
assigned to placebo. There also were nore past or current
snmokers assigned to verteporfin, and there were nore | esions
consi dered by the reading center to contain blood in the
pl acebo group

This slide shows the percentage of patients
treated at each visit. At the initial visit, all patients
randoni zed received treatnment. The percentage of patients
retreated with verteporfin was al ways | ower through follow up
than the patients that were retreated with placebo. These are
not protocol deviations, not receiving retreatment. They are
usual ly patients who did not have | eakage at their follow up
assessnment and therefore did not require retreatnent.

It's also inportant to note that the percentage
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of patients receiving retreatnment with verteporfin decreased
with each visit, with about 90 percent receiving treatnent at
nmonth 3, 80 percent at nonth 6, 70 percent at nmonth 9, and
only 64 percent at nmonth 12. This trend suggests that the
need for retreatnments likely will not go on indefinitely.

One of the issues raised by the FDA was that
| esi ons denonstrate | eakage within 3 nonths after treatnent,
but this data shows that fewer and fewer cases show | eakage
with |longer and | onger foll ow ups.

"Il now show you the results of the primary
efficacy endpoint for each of the studies, study A and study
B, and then the combined studies, and all of this based on the
intent-to-treat anal ysis.

The primary efficacy variable, the responder
rate, which was defined as the proportion of patients who | ost
| ess than 15 letters from baseline is shown here for study A
At each followup visit, the proportion of patients who | ost
|l ess than 15 letters was greater in the verteporfin group,
starting at nonth 3, and at the planned primry anal ysis at
nonth 12, the percent of responders in the verteporfin group
was statistically significantly greater than in the placebo

group, with a p value of .018.
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In study B, on this slide, the primary efficacy
results were highly consistent with those in study A, with a
statistically significant difference of 16 percent in favor of
verteporfin treatnment at the planned primary analysis at nonth
12, the p value being .01

The two studies, study A and study B, then
achi eved replication of statistically significant results of
the primary efficacy endpoi nt based on the intent-to-treat
anal ysi s.

For the conbined data, study A and B, the overal
difference on this slide at 12 nonths was 15 percent in favor
of verteporfin treatnent, again with a p value |less than .001.

As nentioned earlier, these anal yses were based
on an intent-to-treat data set, using the |ast observation
carried forward to inmpute for m ssing values. As was
prospectively planned in the analysis, the robustness of these
findi ngs were assessed by a confirmatory anal ysis using an
eval uabl e patient data set with no data inputation that
excluded either the rare gross violation of eligibility
criteria or of the treatnment protocol. This eval uable data
set results, shown on this slide, were highly consistent

across the two studies and consistent with the results
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obtained fromthe primary intent-to-treat analysis. Since the
two studies showed consistent efficacy data, the remai nder of
the presentation will use conbined data fromthe two studies,
A and B, but using the intent-to-treat analysis throughout.

Al'l of the secondary efficacy vision and
angi ographi c outcones that were prospectively defined were
statistically significantly better in the verteporfin treated
group as shown on this slide. This was true for severe vision
|l oss, tinme to noderate or severe vision |oss, nean visual
acuity change from baseline, nean contrast sensitivity change
from basel i ne, and angi ographi c out cones.

|"d like to review two inmportant secondary
efficacy endpoints that were based on angi ographi c outcones,
mai nly the | esion size and the extent of neovascul ar | eakage
at foll ow up.

At baseline, the distribution of the |lesion sizes
were wel |l bal anced between the two study groups, but by nonth
12, as you can see fromthis bar chart, the verteporfin group
had a hi gher percentage of small |esions, less than 3 disc
areas, or between 3 and 6 disc areas, while the placebo group
had a hi gher percentage of large |esions, greater than 6 and

greater than 9 disc areas. This statistically significant
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difference in favor of verteporfin provided clear evidence

that verteporfin therapy reduced the risk of |esion growth.
Anot her angi ographi ¢ outcone neasured was the

extent of classic neovascul ar | eakage at foll ow up

exam nations, and I'I|l focus on two of the inportant

cat egori es, progression of classic neovascularization and

absence of classic neovascul ar | eakage. Progression of

cl assi ¢ neovascul ari zation is defined as evidence of classic
neovascul ari zation at followup that is beyond the area of the

neovascul ar | esion noted at baseli ne. Absence of neovascul ar

| eakage was defined as no | eakage of classic

neovascul ari zation at followup either within the area of the

| esion noted at baseline or beyond this area.

As you can see fromthis bar chart, there was a

hi gher percentage of progression of classic neovascul arization

in placebo patients at 12 nonths, while the verteporfin
pati ents showed a hi gher percentage of absence of | eakage at
the 12-nmonth exam nation. Again, these results were

statistically significant at a p value of |ess than .001.

The primary efficacy endpoint, |ess than 15

letters lost at the nonth 12 exam nation, was then analyzed in

a variety of prospectively defined subgroups of patients that
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m ght possibly affect the treatnent benefit, such as age,
gender, visual acuity, lesion size, and conposition of the
| esion at the baseline exam nation.

Caution must always be used in interpreting these
uni vari ate subgroups. For one thing, this subgroup anal ysis
only used the primary efficacy endpoint, which is a
categorical endpoint. In addition, only the visual acuity was
stratified at baseline. Although nost inportant baseline
characteristics were well balanced in the total popul ation,
there always is a potential for inportant baseline factors to
becone unbal anced in other subgroups. Moreover, sanple sizes
may be i nadequate to detect statistical significance despite
treatment effects sonetimes being apparent in subgroup
anal yses.

So, | ooking at these subgroups, first the
basel i ne visual acuity. This was prospectively stratified
into two subgroups of 73 to 54 letters, which is approximtely
20/40 to 20/80, and 53 to 34 letters, approximately 20/100 to
20/ 200. I n both subgroups, there were significantly nore
verteporfin treated patients who lost |less than 15 letters
conpared to baseline by the nonth 12 visit.

For age, we divided the patients into those under
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75 and those 75 and older. In both subgroups, the verteporfin
treated patients had a better outconme than the placebo treated
patients. Now, although the younger subgroup had a greater
treatment benefit than those in the ol der subgroup, the test
of interaction was not statistically significant. |n other
words, the difference in the treatnment benefit for the younger
versus the ol der group was not statistically significantly
di fferent.

| n subgroups by gender, the treatnment benefit was
apparent in both wonen and men. It's of interest to note that
in the placebo treated subgroups, wonen tended to have a
greater nunber of responders than nen. This trend nay have
wor ked against a treatnment effect in the overall population
since there were significantly nore wonmen assigned to placebo.

Dark and light irides both had a treatnent
benefit. Although the light irides had a slightly | arger
benefit, again the test of interaction was not statistically
significant.

The greatest |inear dinmensions of the |esions
were grouped based on the dianmeter of different disc area
circles. W prospectively categorized the | esions' greatest

i near dimensions into four groups: I|ess than the dianmeter of
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a 3 disc area circle, between 3 and 6, between 6 and 9, and in
a few cases greater than 9. All categories of |esion size
denonstrated a treatnent benefit and there was no trend for
small er or larger |esions benefiting nmore or |ess.

To understand the | esion conponent subgroups by
cl assi c neovascul arization, this slide illustrates the three
di fferent subgroups that were graded by the photograph reading
center fromthe baseline fluorescein angiogramw th respect to
t he percentage of the |esion which was classic
neovascul ari zation. For this lesion on the left, the area of
cl assi ¢ neovascul ari zati on shown here is 50 percent or nore
than the area of the entire lesion, which in this lesion is
all of classic and occult neovascul ari zation and bl ood. [I']
rem nd you that these are the |lesions for which approval is
bei ng approved that we've termed predom nantly classic
neovascul ari zati on.

Now, for this lesion in the mddle, the area of
cl assi ¢ neovascul ari zation is nore than 0 percent but |ess
than 50 percent of the entire lesion. And this |esion on the
ri ght has no classic neovascul arization. As a rem nder, one
of the inclusion criteria was that |esions were required to

have evi dence of classic neovascul ari zati on as denonstrated on
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the mddle and | eft sketches here. So, if the reading center
graded a lesion in which classic neovascul ari zation was 0
percent, like on this right panel, it was a case in which the
enrol Ii ng opht hal nol ogi st nmust have thought there was sone

cl assi ¢ neovascul ari zation that was not recogni zed by the
readi ng center grader. And this occurred in 9 percent of the
pati ents.

On the next slide, I'lIl show you the prinmary
efficacy results by these three categories. The predom nantly
cl assi ¢ neovascul ar subgroup had a | arge benefit, judged by
our investigators to be quite clinically relevant as there was
an absolute difference of 28 percent nore verteporfin patients
|l osing less than 15 letters at the nonth 12 exam nation. For
t he subgroup in which the area of classic neovascul arization
was nore than 0 but |ess than 50 percent of the entire | esion,
the responder rate was sinmlar for the two groups. However,
it's worth noting that other secondary endpoints such as
contrast sensitivity and angi ographi c outconmes showed a
treatment benefit in this subgroup.

I nterestingly, this subgroup with no cl assic
neovascul ari zati on at baseline had a | arge treatnment benefit

with a 33 percent higher responder rate in verteporfin
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patients. However, the nunber of the patients in this
subgroup was small and, as | nentioned earlier, these |esions
did not neet all eligibility criteria as judged by the

phot ograph reading center. W would prefer to reserve
judgnent on the effect of verteporfin therapy on these |esion
types until we have results froma study eval uating these
cases with no classic neovascul arization in greater detail,
which is in an ongoing phase Il1b program

We al so | ooked at the outconme in a subgroup
anal ysis by the absence or presence of occult
neovascul ari zati on, as graded by the photograph reading center
fromthe baseline fluorescein angi ogram

For this lesion on the left, the | esion has no
occult neovascul arization. There is only classic
neovascul ari zati on and bl ood.

For this lesion on the right, the | esion does
have occult neovascul arization. | would enphasize, though,
that for these |lesions that are sketched on the right, they
were a very heterogeneous group in whom nore than three-
quarters had an area where the classic neovascul ari zati on was
| ess than 50 percent of the entire | esion.

VWhen we | ooked at the outcome then in a subgroup
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anal ysis by the absence or presence of occult
neovascul ari zati on, you can see that nost of the treatnent
benefit was again found in |esions which contained no occult
neovascul ari zation. Again, |I'll rem nd you that in a group of
| esions with occult neovascul arization in this subgroup, nore
than three-quarters of the patients had an area of classic
neovascul ari zati on which was | ess than 50 percent of the area
of the entire |lesion, inpacting on the smaller treatnent
benefit you see here, conpared to the |arge treatnent benefit
noted for predom nantly classic lesions that | showed two
slides earlier.

In all of these subgroups then, the verteporfin
treated group had a nunerically higher responder rate,
al t hough statistical significance was not always achi eved.
So, based on these univariate analyses, it appears that
several factors could affect treatnment outcome, including
| esi on conmponent and possibly patient age, gender and iris
col or.

Wth so many vari abl es potentially having an
effect on the treatnment outcome, we conducted a nultivariable
| ogi stic regression analysis to correct for factors that m ght

af fect outcone and that nay have been i nbal anced bet ween
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treatnment groups at baseline. Only |esion conponent showed a
statistically significant interaction with treatment in this
anal ysis. Age, gender, and iris color had no significant
I nteraction.

As a result of the subgroup anal yses and
mul ti vari abl e anal yses, the study group concl uded that nost of
the visual acuity benefit with verteporfin observed in the
overall study could be attributed to the subgroup of patients
with predom nantly classic neovascul ar | esions. Therefore,
t he sponsors, the TAP study group, and the data safety and
nmonitoring commttee proposed that the indication for
verteporfin therapy initially be for this subgroup.
Opht hal nol ogi sts who are confortable and experienced in the
i nterpretation of neovascul ari zation in AMD using fluorescein
angi ogr aphy should be able to readily identify these
predonmi nantly classic | esions.

Anot her issue raised by the FDA is the
di screpancy between interpretation by the reading center and
the treatnment center. Wth respect to interpretation at
baseline, there were only a few discrepancies in
interpretation, and on review of these cases with the

i nvestigators, the study group agreed that nost of the
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di screpanci es were near ni sses.

For exanple, a lesion in which the photograph
readi ng center interpreted a lesion that had a greatest |inear
di mensi on of greater than 5400 m crons may have been
interpreted by the treating ophthal nol ogi st as being just
slightly |l ess than 5400 mi crons, and this occurred in from4
to 6 percent of the patients enrolled in the trials.

Since the indication proposed at this tine is for
predom nantly classic neovascular lesions, | think it's
i nportant to present the efficacy results which I'lIl show for
this subgroup on the next few slides.

For the primary efficacy endpoint in this
subgroup, there was a significant benefit seen by the very
first followup visit at nmonth 3 which then had grown by the
nonth 12 exam w th approximtely two-thirds of the
verteporfin patients at that tinme point versus a little nore
t han one-third of the placebo patients losing | ess than 15
letters. This difference of 28 percent, as nentioned earlier
was statistically significant.

Al'l secondary vision and angi ographi c outcones
for the predom nantly classic subgroup were statistically

significantly better in the verteporfin treated group, as
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shown t hroughout this slide.

Looki ng at the mean change from baseline in
visual acuity, the treatnent benefit again was apparent at the
first followup visit, and this treatnment benefit had doubl ed
by the nonth 12 visit. The nean difference at the nonth 12
visit was 11 letters. So, although verteporfin treated
patients | ost on average of 10 letters, placebo treated
patients on average | ost twi ce as much vision.

One of the issues raised by the FDA was that all
patients seemto continue to | ose best-corrected visual
acuity. However, these are average visual acuity changes. |If
you | ook at the nunbers behind these average changes in nore
detail, you can see that not everyone |ost vision, especially
in the verteporfin treated group shown in green here. This
bar chart shows the overall distribution of change in visual
acuity score from baseline at the nonth 12 exam Al nost 40
percent of the verteporfin group had stable or inproved vision
whil e the placebo group was associated with a greater
proportion of cases with vision loss. The verteporfin treated
patients then not only had a greater chance of avoi ding
noderate or severe vision |loss, they also had a greater chance

of maintaining stable or inmproved visual acuity by the nonth
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12 exam nati on.

Simlarly, the treatnment benefit in mean change
from baseline in contrast sensitivity as determ ned by the
number of letters read on a Pelli-Robson chart was apparent at
the first followup visit. This difference of 5 letters in
favor of treatnment at the nonth 12 foll owup visit represents
al nrost two segnents on the Pelli-Robson chart where every 3
letters on this chart represents a segnent or change in
contrast sensitivity. So, 6 letters, or two segnents,
represents a 2 log rank change in contrast. A two segnent
change, for exanple, being able to read a letter at this
contrast and then losing vision over time so that only letters
at this contrast or nore could be read represents a clinically
rel evant difference.

For exanple, a patient who can read these letters
with 20/ 200 vision and better contrast sensitivity can
perceive faces and signs and witten words better than a
patient with 20/200 vision who requires nore contrast
sensitivity and can only read these letters. Thus, the
difference in contrast sensitivity is considered beneficial to
vi sual function.

Finally, 1'd like to address what data we have
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that is relevant to considering bilateral treatnment. This
situation will come up since sone patients will be receiving
t herapy for one eye and then subsequently devel op a
neovascul ar lesion in their other eye. Physicians will want
to treat both eyes in this situation, so it's inportant to
review what data is avail able regarding the safety and
efficacy of this approach.

I n OCRO01, we noted that a siml|ar angi ographic
ef fect was noted whether |ight was applied at 15 or 20 m nutes
post infusion. 1In addition, in OCRO02 we saw sim | ar outcones
and safety in the 18 patients that received |ight application
18 to 25 mnutes after the start of the infusion instead of 15
m nutes after the start of the infusion. So, if in a
bilateral treatment we are activating the drug in one eye at
15 m nutes and then in the second eye at 18 or 19 m nutes, |
expect the photodynam c effect in each eye to be simlar to
what was seen for the cases in the TAP investigation.

The feasibility of this approach and its safety
are being explored further in OCR002 extension in which
patients in this situation, who mght require bil ateral
treatment, can indeed receive bilateral treatnment.

I n summary then, for the overall population in
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the TAP investigation, both study A and study B, a
statistically significant benefit was denonstrated in each
study for the primary efficacy endpoint. Consistent with the
primary outcome, all secondary efficacy outcones, including
ot her vi sion outconmes and angi ographi ¢ outcones, were
statistically significantly better in the verteporfin treated
patients. The angi ographic benefits provided an i ndependent
out conme that suggests a potential nechanismto explain the
vision benefits that were observed, specifically verteporfin
t herapy appeared to confine |lesion growth and inhibit
progression of classic neovascul arization, resulting then in
preservation of vision.

Subgroup and nultivari abl e anal yses denonstrat ed
a significant |esion conponent by treatnent interaction,
strongly suggesting that |esions in which the area of classic
neovascul ari zati on was 50 percent or nore of the area of the
entire | esion had the greatest treatnment benefit. In this
subgroup, there was a 28 percent higher responder rate at 1
year. Also at that tinme the verteporfin group on average had
2 lines better vision and on average had al nost 2 segnents
better of contrast sensitivity.

|"d like to now turn the presentation over to Dr.
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Mohanmad Azab.

DR. AZAB: (Good norning. M nanme is Mhammad
Azab and I work in clinical research at QLT Phot oTherapeutics.

In the next few mnutes, | will cover data on
exposure to verteporfin treatnment throughout the clinical
devel opnent program | would al so cover the safety
assessnments that were conducted in the clinical trials. Then
I will focus on the safety results obtained fromthe pivota
phase Il trials, study A and B. Based on the efficacy data
that you just heard fromDr. Bressler and the safety data in
this presentation, I wll finally cover the assessnent of the
ri sk/ benefit profile of verteporfin therapy in neovascul ar
AMD.

At the tinme of the NDA subm ssion, nore than
1,000 patients were treated with nore than 2,600 treatnment
courses. The clinical programincluded trials in clinical
phar macol ogy, non-ocul ar studies, mainly in the areas of
psoriasis and skin cancer, and al so several ongoing and
supportive studies.

One | arge ongoing study is the phase I11b study,
which is a | arger placebo-controlled, masked trial in patients

wi t h pat hol ogi c nyopia and mainly occult AMD | esions. Most of
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the patients, however, were treated in the pivotal phase |11
studi es and the phase | study where 544 patients were treated
w th approximtely 2,000 verteporfin treatnent courses.

The clinical programinvestigated several
treatnment paraneters. These included drug doses between 3 and
20 mlligranms per neter squared, |ight doses between 12.5 and
150 Joul es per centineter squared of the target |esion, and
retreatment intervals between 1 week in the psoriasis studies
and 3 nonths in the pivotal phase Ill studies. Mst patients
were treated with the recommended dosing regi men shown here in
yellow. This was used in 402 patients who were treated with
1,790 treatnent courses in the OCRO02 study A and B, phase
M.

The different clinical studies assessed several
saf ety paraneters. These included the visual acuity score,
whi ch was used as an efficacy parameter, but is also a very
I mportant safety variable. The results of vision assessnents
over tine were summarized in the efficacy presentation.
Patients were regularly assessed for the presence of any
adverse events. This was done daily or weekly in the early
phar macoki netics and phase | studies. In the phase 1|1

studies, this was done 2 to 4 days after treatnment and al so
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every 3 nonths before retreatnent. Angi ographic assessnents
were al so conducted every 3 nonths to eval uate subretinal or
intraretinal henorrhage and the extent of fibrosis of the

|l esion. Finally, |aboratory assessnments were done daily and
weekly in the phase | studies and | ater every 6 nonths in the
pi votal phase 11 studies.

In the phase 11l safety sunmary that will follow,
all adverse events are presented regardl ess of whether they
were treatnment related or not unless otherw se specified. At
the data cutoff at the end of Septenber 1998, sone patients
had al ready reached follow up | onger than 12 nonths and their
adverse event data are included in this presentation.

Simlar to efficacy, the safety results across
the two phase Il studies, OCR002 study A and study B, are
hi ghly consistent. Therefore, the safety data will be
presented for both studies conbined to gain nore conplete
information fromthe | arger sanple size.

This slide gives an overview of safety data from
the phase |11l studies. Overall there was a simlar incidence
of patients reporting any adverse event in the two treatnent
groups. Approxi mately 83 percent of verteporfin patients and

86 percent of placebo patients reported adverse events in the
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st udi es.

2 percent of patients in each group died during
the study. None of the deaths was considered associated with
treat ment.

Wt hdrawal from treatnment due to adverse events
was | ow, occurring in |less than 3 percent in verteporfin
patients and |l ess than 1 percent in the placebo group.

16 percent of verteporfin patients and 17 percent
of placebo patients reported other serious adverse events. O
t hese, less than 2 percent were considered associated with
treatnment in each study group.

Starting with the ocular safety results, any
ocul ar adverse event that occurred at a nunerically higher
percentage in verteporfin patients conpared to placebo is
presented in this table and is also proposed to be included in
the | abeling. The nost frequent ocular events were the ones
summari zed under the term "visual disturbance.” These
occurred at a 6 percent higher incidence in the verteporfin
group. They included events such as abnormal vision, usually
reported as blurry or hazy vision by the patients, vision
decrease, and visual field defects usually reported as spots,

hal os, or scotonms.
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For all the ocular events listed here, as you can
see, the difference in the incidence between verteporfin and
pl acebo is small, on the order of 2 percent for conjunctivitis
or even |less than 2 percent difference for the other events,
dry eyes, eye itching, and subconjunctival henorrhage.

Most visual disturbance events were transient.
They usually occurred in the mpjority of patients within 7
days of treatnent and they were nostly mld to noderate.
Severe visual disturbance events conbi ned together, shown here
in yellow, occurred in |less than 1 percent in each of the two
study groups.

The phase |11 studies have prospectively defined
four events as clinically significant ocular events. These
were vitreous henorrhage occurring at any tinme, severe vision
decrease within 7 days of treatnent, arteriolar or venul ar
nonper fusion, and retinal capillary nonperfusion of an area
equal or nore than 1 MPS disc areas. The incidence of all of
t hese events conbined was | ow, as they occurred in 2.5 percent
of verteporfin patients versus 1 percent of placebo patients.
There were no cases reported with nonperfusion of nornmal
choroidal or retinal vessels, confirmng the safety margi n of

t he chosen phase |11 dose reginen.



10

11

12

13

14

15

16

17

18

19

20

21

22

71

Severe decrease in vision as an adverse event was
prospectively defined in the ocular studies as a decrease of
at least 20 letters, or 4 lines, within 7 days of treatnent.
This slide displays the incidence of patients with this event
in all placebo controlled studies in patients with CNV. These
are the pivotal studies, OCR002, study A and B, which mainly
i ncluded classic containing CNV | esions. They also include
the incidence in the ongoing phase Illb trial which mainly
i ncl uded patients with occult AMD and patients with pathol ogic
myopi a. As you can see, the incidence in AMD patients ranged
fromless than 1 percent in the pivotal phase Il classic
containing CNV | esions and up to an incidence of 4 percent in
mai nly occult |esions from study phase Il1b, OCR0O03. Overall,
this occurred in 12 AMD patients out of 628 patients treated,
or an incidence of approximately 2 percent.

A thorough investigati on was conducted to
eval uate the features of severe vision decrease events within
7 days of treatnment. There was a snmall difference in the
I nci dence of patients with different |esion conponents as
shown in the previous slide, but there was no other
predi ctabl e baseline or |esion characteristics.

In 7 out of the 12 cases, there was evidence of
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i ncreased subretinal henorrhage, and in 4 out of the 12 cases,
there was evidence of fluid or neurosensory detachnment. There
was no evidence in these patients of any normal choroidal or
retinal vessel nonperfusion.

All patients except one reported the event
following their first treatnment course.

Finally, the event was transient in nost patients
as 10 out of the 12 cases showed nmore than 1 to 4 line
I nprovenent at the nonth 3 eval uation conpared to vision score
at the onset of the event. This included 1 patient who
conpletely recovered to a vision score better than the
pretreatment |evel.

In addition to the data on the definition and
i nci dence of severe vision decrease in the clinical trials,
the conpany is proposing the follow ng | abeling precautions to
provi de gui dance to physicians on the nmanagenent of such
cases. "Patients who experience severe decrease of vision of
4 lines or nore within 1 week of treatnent should not be
retreated, at least until their vision conpletely recovers to
pretreatment |evels and the potential benefits and risks of
subsequent treatnent are carefully considered by the treating

physi ci an. "
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Movi ng now from ocular to system c safety, this
slide shows a list of the incidence of patients reporting
adverse events in each of the body systens. There were four
body systens where the incidence was nunerically higher in
verteporfin highlighted here in yellow, and seven body systens
where the incidence of adverse events was higher in the
pl acebo group here shown in white. |In the four body systens
where the incidence was higher in verteporfin patients, the
di fference between the two groups was small, rangi ng between 2
to 4 percent difference. Most of the events reported under
t hese body systens were considered to be not related to study
treatment with the exception of some events reported under
body as a whol e body system which will be sunmarized in the
next slide.

In the body system body as a whol e, the nost
frequent events were injection site adverse events which
occurred in 10 percent nore patients in the verteporfin group
conpared to placebo. The nobst frequent ones were injection
site pain in 8.7 percent and injection site edema in 4.2
percent of verteporfin patients.

Phot osensitivity reactions, usually in the form

of mld or noderate sunburn due to exposure to direct sunlight
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wthin 2 days of treatnment, occurred in 3 percent of
verteporfin patients.

A phenomenon of transient infusion related back
pain was also reported in approxinmately 2 percent of
verteporfin patients. None of the patients with back pain had
any hemat ol ogi cal or renal function abnormalities and pain
conpletely resolved at the end of the infusion.

In the other body systens, the incidence of
anem a and increased creatinine was 1 to 2 percent higher in
verteporfin patients as shown here. As you can see, the
difference is too small and nost of these events were not
treatment related and usually represented mld, transient
| aboratory abnormalities. This is not unconmon considering
t he nean age of the patient popul ation of 75 years.

The nost clinically relevant system c adverse
events, therefore, are the ones shown here, and they are shown
with their severity grades. These are injection site events,
phot osensitivity reactions, and infusion related back pain.
Most of these events were mld to noderate as shown in the
slide. Severe injection site events were rare and only
reported in approximtely 1 percent of patients. O her severe

events occurred with an incidence of less than 1 percent. In
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general, even the severe events were still transient and self-
limting in these patients.

Since many of the injection site events were due
to extravasation of the intravenous injection, appropriate
gui dance and precautions are proposed in the | abel for the
treating physician. These are sone standard precautions to
avoi d extravasation such as establishing and nonitoring a
free-flowing intravenous line using the |largest arm vein
possi bl e and avoiding the small veins in the back of the hands
where nost of the severe injection site events occurred.

Verteporfin is a photosensitizer and as such, it
will render patients photosensitive for a period of tinme. The
eval uati on of the photosensitivity period included assessnent
of time needed for conplete elimnation of the drug based on
its short half-life of 5 to 6 hours and the fact that no
measur abl e concentrati on was detectable in the bl ood beyond 48
hours in heal thy vol unteers.

Al so by 48 hours, the skin photosensitivity
returns to baseline |l evels based on rigorous photosensitivity
testing in skin cancer patients.

In the nore inportant ocul ar phase Il trials,

t he photosensitivity precaution period was 2 days, and there
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were 10 verteporfin related photosensitivity reactions out of
1,790 treatnent courses. This is an incidence of .6 percent.
8 of these 10 events occurred during the 2-day protection
period, indicating a nonconpliance with the protocol's
instructions. 2 patients reported mld reactions on day 3.
Most inmportantly, there were no verteporfin rel ated

phot osensitivity reactions reported beyond 3 days after

treat ment.

I n order to avoid unnecessary burden on patients,
we believe that the photosensitivity protection period shoul d
not be any |onger than is necessary fromthe avail abl e data.
We are currently proposing to advise the physicians that the
phot osensitivity protection period should be up to 3 days
following treatnent. During that period, patients should
avoi d exposure to direct sunlight or bright indoor |ight.

So, in summry, nore than 1,000 patients were
treated with verteporfin for injection in ocular and non-
ocul ar studies. O these, 402 patients eyes were treated with
1,790 treatnent courses. The only clinically significant
ocul ar events were transient visual disturbances, of which
severe decrease in vision was reported in |less than 1 percent

of patients in the pivotal phase |1l studies.
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System ¢ events occurred at |ow incidence with
smal | difference between treatnent groups with the exception
of injection site events. Events leading to wi thdrawal from
treatment were less than 3 percent in verteporfin patients.

The safety results, therefore, support the
conclusion that verteporfin therapy is safe and well-tol erated
In patients with neovascul ar AMD.

Fromthe efficacy and safety results, we can now
assess the overall risk/benefit profile of verteporfin therapy
i n neovascul ar AVMD patients. In the proposed patient
popul ation, with nmean age of 75 years and a serious vision
t hreateni ng di sease, the risk of verteporfin therapy is small
There was a 6 percent higher incidence of transient visual
di st urbance events.

Acute, severe vision decrease within 7 days of
treatment was | ow, occurring in 1 percent of patients in the
pi votal phase 111 studies and up to a maxi num of 4 percent in
mai nly occult CNV | esions.

There was a risk of system c adverse events with
a 10 percent higher incidence in the injection site events.
This risk of injection site reactions could be mtigated by

careful intravenous procedures.
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Anot her clinically significant system c event was
t he photosensitivity reactions. They occurred at an incidence
of 3 percent of patients and |less than 1 percent of
adm ni stered courses. This risk could be mnimzed by patient
education to maxim ze conpliance with the photosensitivity
protection period.

On the benefits side for the patient popul ation
proposed for approval, verteporfin therapy resulted in a
statistically significant benefit in all primary and secondary
efficacy endpoints. 28 percent nore verteporfin patients
responded to therapy as defined by proportion of patients who
|l oss less than 15 letters. Significantly nore verteporfin
patients avoided |oss of 3 or 6 lines of vision. On average,
visual acuity was 2 lines better and contrast sensitivity was
2 segnents better than placebo patients at the nonth 12
assessnent. Lesion growth was confined in nore verteporfin
patients and nore patients on verteporfin attained cessation
of | eakage. All these are inportant and clinically
significant benefits in this patient popul ation who do not
have ot her adequate treatment options.

We therefore conclude that verteporfin therapy

offers a favorable risk/benefit profile for the treatnment of
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patients with AMD who have predom nantly classic subfoveal CNV
| esi ons.

| would like now to turn the podium over to ny
col | eague, Larry Mandt.

MR. MANDT: To conclude, we've denonstrated the
followng for the treatnent of predom nantly classic choroidal
neovascul ari zati on secondary to AVMD. Two adequate and wel |l -
controlled clinical trials have shown reproduci ble safety and
efficacy of verteporfin therapy. In the phase Ill trials, the
clinically relevant benefit, seen in the proposed indication
popul ation, reduced the risk of visual |oss. The risk/benefit
anal ysis strongly favors verteporfin. Verteporfin therapy
represents a unique opportunity as a pharmacol ogi cal treatnment
of an otherw se intractabl e di sease.

To sum up, we believe that verteporfin therapy is
a significant advancenment for ophthal nol ogy. The results seen
to date are encouraging since a treatnent benefit was seen in
many AMD patients studi ed using the phase 111 reginen.

FDA has raised issues related to the retreatnent
regi men currently proposed for verteporfin therapy. W
acknow edge that based on our results to date, verteporfin

therapy is not for all AMD patients. There may or may not be
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a more effective reginen, and we are currently evaluating the
data generated to date to determne if potential enhancenents
to the therapy are necessary. However, we do believe that the
proposed regi men has shown an inportant benefit in the
treatnment of predom nantly classic CNV secondary to AMD.

To better understand the overall utility and
l ong-termeffects of retreatnments, in sone patients up to 4
years, QLT and CIBA Vision have al ready engaged in ongoi ng
clinical evaluations of verteporfin. The existing phase III
i nvesti gati ons have been extended and continue to study
neovascul ar AMD in classic containing |lesions. This open-
| abel program adds 2 years of treatnment and follows up the
origi nal study.

A study has been initiated to evaluate the effect
of verteporfin in early neovascular AVD with mainly occult
|l esions. In addition, patients with AVD secondary to
pat hol ogi c nyopia are included in this trial. The trial is
randoni zed, doubl e- masked, pl acebo-controlled, and has
enroll ed 459 patients to date.

An open-|abel study in CNV due to ocul ar
hi st opl asnpsi s syndrone has enrolled 26 patients.

And finally, a treatnment |IND protocol has been
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initiated for the treatnent of predom nantly classic CNV
enabling nore patients with this type of AMD to benefit from
t he therapy.

The results fromthese studies will be eval uated
and based on the results, QLT and CIBA Vision are commtted to
perform ng further research to refine the application of the
exi sting therapy and expl ore potential new indications.

| would like to conclude by rem nding the
advi sory panel of the proposed indication for verteporfin
t herapy. Visudyne therapy is indicated for the treatnent of
age-rel ated macul ar degeneration in patients with
predonmi nantly classic subfoveal choroidal neovascul ari zati on.

Wth that, the conpany's forml presentations are
conplete. Thank you for your attention. W're now prepared
to answer any questions you may have.

DR. FONG  Thank you.

|"d like to open the floor up to the commttee
and the nenbers for any clarifying questions. |'d like to
save nore detailed questions until after the FDA presentation
Are there any clarifying questions at this tinme?

(No response.)

DR. FONG | have one question. Neil, you
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menti oned that 2-year data has been collected. |s there any
possibility we can hear the 2-year data since a lot of this
has to do with the | ong-term safety?

DR. BRESSLER: You can't hear any of the 2-year
data yet because we're still in the process of conpiling it.
The patients conpleted their 2-year followup just at the end
of Septenber, and as you can i mgi ne, we don't necessarily
have all the photographs in yet to analyze them and we don't
have all the data checked and doubl e-checked. Until we've run
t hat analysis, we don't have it. So, at this tinme, we just
don't have any of the 2-year data.

DR. FONG  Jack?

DR. CIOFFI: Neil, you presented the conbined A
and B study for the secondary endpoints, and although the
pri mary endpoi nts showed consistency between the two studies,
|"d be curious to see the secondary endpoints broken down into
A and Bto see if they equally show replication.

DR. BRESSLER: They did and I didn't bring ny
not ebook up, thinking about clarification slides. But | can
put those up now. |If you want to, we could do that right
after the break where we have it by A and B. So, why don't |

pull those up after the break as your first question so |
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don't have to waste tinme to do that, but | will do that to
show you what we have with study A and B. | don't know if
you' re going to show those, Dr. Chanbers.

DR. CHAMBERS: |'mnot, although |I do agree that
they are consistent with what you' ve al ready seen.

DR. BRESSLER: Yes. So, I'Il pull it up so that
you can see it at the beginning of the next session, if that's
okay.

DR. FONG  Johanna?

DR. SEDDON: Yes. | had one question, Neil.
Apparently in the placebo group, 42 percent of those
i ndi vi dual s had bl ood and 33 percent of the Visudyne group had
presence of blood. 1Is that correct? There were nore |esions
with blood in the placebo group conpared with the Visudyne
gr oup.

DR. BRESSLER: Yes.

DR. SEDDON: What were the differences in the
size of the | esions between the two intervention groups?

DR. BRESSLER: The sizes were bal anced
t hroughout. When we did a distribution of less than 3, 3 to
6, 6 to 9, and then there was 1 percent that were greater than

9 at baseline, the nunmbers are al nost right on top of each
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ot her.

DR. SEDDON: In your slide 68, it was interesting
that only one of the size subcategories had a statistically
significant difference. So, | was wondering were the results
presented, all controlled for size of the |esion.

DR. BRESSLER: Why don't we pull up slide 68?

Ckay. So, this is looking at the subgroup
anal ysis by the lesion size at baseline, and this is for the
entire study group, just to get everyone reoriented again
because of all the slides. Wat we're | ooking for here is
whet her there's any harmto the treatnent, first of all, and
there's not. 1t's always beneficial for verteporfin
regardl ess.

Then we | ooked to see is there any obvious trend
to suggest that there's a difference in the interaction
bet ween these, and we couldn't see a statistically significant
trend across them

Al t hough we put the p values on here, that is not
rel evant to answering the question, does size appear to affect
the treatnent benefit. So, it's beneficial for all of them
and when we | ook at smaller and small er subgroups of nunbers,

we nmay not get a statistically significant benefit.
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DR. SEDDON: But the final results were adjusted

for size of the |esion.

DR. BRESSLER: Yes. \When we did a nultivariable
regression analysis, size was put in as an inportant paraneter
to that, and it did not affect the outcone that was seen.

DR. SEDDON: All right. Thank you.

DR. FONG If there are no further questions, 1'd
like to take a 15-m nute break at this tinme. | want to rem nd
the commttee nmenbers not to tal k about the issues being
di scussed today. We'll reconvene at 10: 45.

(Recess.)

DR. FONG The next thing on the agenda is the
FDA presentation. W I ey Chanbers, Deputy Director, Division
of Anti-Inflammtory, Anal gesic, and Ophthal m c Drug Products
wi Il be making the presentation for the FDA

DR. CHAMBERS: Thank you, and good norning. M
name is Wley Chanbers. |'mthe Deputy Director for the
Di vi si on of Anti-Inflammtory, Anal gesic, and Ophthal m ¢ Drug
Products, and for this particular application, | also have
perfornmed the primary nedical officer review

The proposed indication, as you' ve seen now

multiple tines, is for the treatnment of age-related macul ar
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degeneration in patients with predom nantly cl assic subfoveal
chor oi dal neovascul ari zation. The data that | wll be
presenting is the sane that has been previously presented by
t he sponsor, although |I have performed a conplete reanal ysis
of the information, and | nmay choose to enphasize a few

di fferent aspects than you' ve heard earlier this norning.

The sponsor has been advised of the issues that |
raised as | reviewed the data, but they have not seen the
briefing docunent that was sent to the advisory conmttee
members and they have not seen a copy of ny review.

Since you' ve already heard the details of the
i ndi vi dual protocols, | will not repeat the individual details
of the protocols.

The dose-rangi ng study that was perfornmed | ooked
at a nunber of different reginens to try and determ ne what
was the best both tine and dose to adm nister the drug product
and the subsequent |aser light. As you can imagine, there is
an endl ess possibility of different drug dose amunts and
durations of tinme and energy that could be applied. So, this
was an attenmpt to try and pick out a few different ones to try
and | earn what would be the best to go and deci de.

The agency is in agreement with the sponsor that
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of the different reginmens that were tested, the one that they
sel ected was the one that perfornmed the best. 1In this case,
it is regimen nunber 4.

At the 1-week tine point, green is identified
here as conmplete closure. On later graphs, you'll see sone
red, and red is a progression. So, that's the worst. But the
I deal would be if there was green all the way through.

At week 4, you already start seeing sone | eakage.
Again, while reginmen 4 is the best of the individual reginmens
that were tried, it is still show ng sonme | eakage, as
denonstrated in the yellow and white, and all the way to a
progression in approximtely 14 percent of the people by week
4,

This continues at week 12. Again, you continue
to see at week 12 reginen 4 is the best of the regi nens.
However, there is significant |eakage that is occurring in a
Si zabl e portion of the patients.

This leads to the question and led to the issue
of what should be done, or is there a particular concern that
there is continued | eakage before the next treatnent?

For each of the individual slides that | go

t hrough now, I will show what is either study 1, or study A,
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listed on top and study 2, or study B, |isted below. So, each
of my slides going through will show each of the individual
studi es separately.

The cunul ati ve nunber of treatnents obviously
i ncreased as we went through each 3-nonth interval. You see
the majority of people needing an additional therapy at each
3-month tinme point. Sone patients were able to skip one 3-
nonth period of time as you went along, but the vast mpjority
of people need therapy every 3 nonths. And the two studies
show very simlar results.

You've heard a little bit about we've raised the
i ssue there were sone di screpancies between the reading center
and the individual investigators. The treating centers did
not al ways report | eakage, while the reading center virtually
al ways identified additional |eakage in their evaluation. The
agency has reviewed a portion of the slides that were obtained
and the agency is in agreenent with the reading center on
their evaluation. Whether this is a significant issue when
the product would be used in clinical practice where
i ndi vi dual physicians would not have the benefit necessarily
of a trained reading center, | |eave open as a question to the

committee.
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Clearly you can see, if you take a | ook at the
readi ng center lines, you can barely see because -- this is
t he percentage of patients with no | eakage, and you see a very
smal | percentage of people with no | eakage as reported by the
readi ng center. Even the treating centers never report nore
t han 30 percent of the people not having | eakage.

There is a slight tendency based on the treating
center information that there is | ess | eakage as you go al ong
on subsequent therapies. |It's not as dramatic if you | ook at
t he readi ng center data.

The agency suggested that a m ni num of a 2-year
foll ow-up be performed for any of the macul ar degeneration
studi es, however, was willing to accept results at a 1-year
time point for subm ssion of a new drug application with the
feeling that if a visual acuity benefit was denonstrated at 1
year, that that would be sufficient benefit for patients and
that therapy m ght be deened approvable at that particular
point in tine.

Recogni zing that the disease will continue for
the lifetinme of the individual patients and that additional
data woul d be needed, we requested that anyone pursuing these

i ndi cations pursue trials that went for at |east 2 years and
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that that information fromthe 2-year foll owup and
subsequent, if performed, would be included in the |abeling of
the product at the time that that information becane
avai | abl e.

Vi sual acuity clearly declines in both groups.
Again, this is study A and study B you' ve heard about so far.
These are nean visual acuities going down. These are standard
errors that are displayed here. You see, starting essentially
the sanme in each case, and a clear separation going on between
the mean visual acuities. The difference here, as has been
poi nted out before, is approximately 10 letters in each case.

The agency generally has not accepted this as a
clinically significant difference in | ooking at nean
di fferences. However, as has been described before and as
"1l show | ater on, doubling the visual angle, or 15 letters,
and percentage of people with 15 letters we do believe is
clinically significant. Had this been the only factor al ong,
we probably woul d not have viewed this as being a clinically
significant difference.

The results, as you can see, we agree are al so
consi stent between the two different studies, and we have

consi dered them robust in that both the per-protocol analysis
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and the intent-to-treat analysis with the | ast observation
carried forward show consistent results.

As has been described before, an alternate nethod
of perform ng an analysis -- and this analysis was presel ected
prior to the study commenci ng, was the percentage of people
with a 15-letter loss. As you can see fromstudy A and study
B, the percentage of people with a 15-letter loss is higher in
t he placebo group in each case, starting obviously initially
at baseline but separating and becom ng statistically
significant by nonth 12 in both cases. This 15-letter |oss we
believe is clinically significant. \What's displayed here is
the | ast observation carried forward. The intent-to-treat
anal ysi s | ooks the sane.

Al t hough not a primary analysis, | have al so
di spl ayed here a 30-letter loss. The 30-letter loss has a
hi nt of leveling out, although it's difficult to detern ne
whet her this will persist and whether it is due to a bottom ng
out effect where patients only have a certain nunmber of
letters to ultimately lose. So, it's inpossible for sone
people to | ose obviously nore letters than they had to start
with. So, it would be expected to be sonme kind of |eveling

out effect along here. But there is a clear separation even
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for a 30-letter loss in both studies.

| have not shown the contrast sensitivity results
and that is because | do not believe that the differences seen
in the groups is clinically significant. There are nunerical
di fferences as was shown by Dr. Bressler, but | do not believe
that they are clinically significant.

There has been a |lot of discussion and | expect
further discussion by the commttee on the different subgroups
and trying to identify where there is a clear effect, who
woul d best be benefitted by a potential therapy. Clearly the
patients with a 50 percent classic |lesion or nore and no
occult lesions are nore likely to benefit fromthe verteporfin
treat ment.

These two tables show in decreasing frequency for
the Visudyne treatnment, which are the blue letters going down
-- they are ordered in order of decreasing efficacy or 15-
|l etter loss, and the sanme thing in this trial. You'll notice
a couple different things as you | ook at the different groups.
The pl acebo group does not always behave the sane and does not
follow the sanme simlar pattern. The same thing along here.

It averages out along here, but the subgroups don't

necessarily correlate with the Visudyne treatnment. |In other
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words, there are some subgroups where patients do better
regardl ess of whether they are placebo or on Visudyne.

Clearly you see the difference that's here with
an occult and a 50 percent classic. You see the sane thing
along here with the no occult and the difference here in 50
percent cl assic.

Patients with a poor vision at baseline, smaller
| esi ons, or younger ages are likely to have better outcones
regardl ess of which group they were in.

Wonmen al so were shown to generally do better
whet her they were in the placebo group or in the Visudyne
group.

One of the things not nentioned to date was a
quality of life assessnment that was done on a subset of the
patients fromstudy A and study B. This was a subset of the
people fromeach of the two different studies, and an attenpt
to use a quality of life measurenent was performed. The two

marks identified in yell ow here happen to cone out nom nally

statistically significant if viewed al one, and they are in the

reverse direction. The placebo does better than the Visudyne

group. However, if you were to correct for the nmultiple

conparisons -- and this is clearly many nultiple conparisons -
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- these things are not statistically significant. So, the
bottomline fromthe quality of |ife measurenent that was
perfornmed was that there was no difference between the groups
to the extent that this measure had any power to detect any

di fference, but it was obviously hoped that a difference could
be shown.

Going on to sone of the safety information, nost
opht hal m ¢ drug products don't tend to have | arge nunbers of
deaths in their clinical trials, with the exception of sone of
the | onger-term glaucoma trials where we have patients that
are 80's and 90's when they go and enroll. This study, as has
been descri bed before, had a nean age of 75. There is no
cl ear pattern that has been identified as for the reason for
any of the particul ar deaths other than they are the typical
thi ngs that happen to patients that are between 60 and 100
years of age. |If anybody fromthe advisory commttee sees
sone pattern to it, | would be interested in hearing it, but
we were unable to find any particul ar pattern.

Serious events you've heard a little bit about.
There are clearly patients that have acute, significant |osses
of vision that are early on. The percentage is relatively

low. A significant portion of these patients do have sone
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vision return after the first week. The etiology of sonme of
these severe | osses is unknown. There was no clear finding
fromthe nmeasures that we took of why the severe vision |oss
occurred, but we do believe it's inportant for individuals
potentially taking the therapy to be aware of the potenti al

ri sk of having a severe visual loss in close proximty to the
treatment tine.

There were al so sone severe |losses in the placebo
group. That does not necessarily nmean it couldn't be fromthe
| aser therapy, although this |aser power is relatively well
known and wel | studied.

|'ve selected out the individual ocul ar events
that occurred nmore frequently in the Visudyne group than it
did in the placebo group. So, this is not a conplete |ist of
all adverse events, but these are just the events that were
seen nmore commonly in the Visudyne group than in the placebo.
VWhen | say nmore commonly, | nmean literally just nunmerically
hi gher. They are not all statistically significant. 1In some
cases the percentages are relatively small because the total
numbers are relatively small. But it suggests the same types
of events that you've heard a little bit before,

conjunctivitis, sone vision abnormalities, itching,
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nonspecific events, that were nore frequently occurring in the
Vi sudyne treatnent.

From t he system c perspective, there were
nonocul ar events. You obviously heard about the injection
site events being nore frequent, nausea. Back pain has been
addressed because of the potential inplications that back pain
coul d be, although no specific identifying event or cause has
been established with the back pain.

The agency has raised the issue with the anem a
that's here because the | aboratory also found a slight hint
toward anem a. We're not tal king about an aplastic anem a
type of event. These are relatively mld changes that have
been observed.

The same thing with the creatinine increases.

They are relatively mld changes but there are differences
bet ween the placebo group and the Visudyne group. One of the
questions obviously for the conmttee is, does anybody believe
that this is a marker for sonmething else that's going on?

And you see the other injection site reactions.

To express a little bit nore clearly what |'m
tal ki ng about as far as the hematol ogi cal events -- and agai n,

you'll see these are relatively small nunmbers of patients.
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We're only tal king about 6, 5; in white blood cell count, 2
and 6, and yet there is no difference here for the hematocrit.
" mjust suggesting it as a -- because there is a difference
bet ween the different groups, don't have a particul ar cause,
and don't know that this necessarily could not have happened
by chance.

Creatinine also is identified here. Again, we're
considering relatively small percentages, but the conparison
bet ween half a percent and 1.3 percent and half a percent and
2.7 percent for the creatinine.

There was also a difference in AST and ALT, the
liver function tests, but that's primarily because these are
0's in each case for the placebo. So, even though only a
coupl e events | ooked different, but it's questionabl e whet her
you woul d make anything of this at all.

I n summary, based on the information and based on
the briefing package, we've identified a nunber of issues
whi ch the agency would like the committee to discuss. They
are just stated as particular findings going through, and the
agency would be interested in any coments that the commttee
menmbers have on any of these issues.

Dr. Fong, do you want to address questions before
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we go into the individual issues, or do you want ne to just
run through what these issues are and then you can address
guestions and then cone back to address the issues?

DR. FONG That's a good idea.

DR. CHAMBERS: Okay, just so that everybody sees
what the issues are.

Al'l patients continue to | ose best-corrected
vi sual acuity.

The | esi ons denonstrated | eakage within 3 nonths
of treatment. CObviously the goal would have been to have
peopl e go | onger periods of time wthout | eakage.

Repeat treatnments have not been studied at
intervals Il ess than 3 nonths. The studies were all designed
to essentially | ook at treatnments every 3 nonths with the
exception of sonme very early work, but it has not been
extensively | ooked at for any kind of treatnments other than
every 3 nont hs.

Repeat treatnments have only been studied out to
24 months, and only the 12-nonth data has been submtted to

t he agency. As you've heard, the 24-nonth infornmation has

recently been conpleted and has not been audited and submtted

to the agency as of yet, though obviously there will be an
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expectation and a commtnent fromthe conpany to submt that
as part of any action by the agency.

Bilateral treatnments have not been adequately
studied. It doesn't nean there haven't been some bil ateral
treatnments, but for the purposes of keeping the data
relatively clean and not initially exposing people to an
unknown therapy until we had nore information, the initial
studies did not include bilateral therapy. Clearly it would
be in the patients' best interest to have only one injection
and receive light treatnent in both eyes, if they needed it in
both eyes, and not have to go through two injections. The
exact best way to do that is being worked on but has not yet
been established, but obviously will cone up if this therapy
were to be available to the general public.

There are sone discrepancies that existed between
the reading center and the treatnent centers, the reading
center being nore sensitive. This is not an unusual finding.
It is true in nost cases where we have readi hg centers.

Phot osensitivity. There were 48-hour
precautions. As denonstrated in the adverse events that were
di spl ayed, there were clearly patients that, in spite of this

war ni ng, had photosensitivity reactions, including at | east
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one that was severe. The drug, in theory, should be gone
within 48 hours, but there is a question about any effects
| i nger on beyond that and what is the best way to have
pati ents understand that they need to stay out of the sun
whil e they have the drug on board. A nunber of photodynam c
therapies, not in the ocular area, have had extensive warnings
for up to 6 weeks as far as warning people to stay out of the
sun. Those are generally with products that have | onger half-
lives than this product does. But trying to find a way in
whi ch patients can be adequately inforned to avoid this
probl em remai ns a concern.

As | nentioned, there are signals about anen a
and creatinine increases. They are not clear indications that
there was a problemw th the product. They were just early
signals, and | would be interested in any comments that the
comm ttee has on how strong a signal you believe this is.

Then we'll get into the questions afterwards.
And |'m open to any questions.

DR. FONG  Jacki e?

MS. GOLDBERG. It's just a point of
clarification. Could you go back to the quality of life slide

and repeat what you had said previously and if you know
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anyt hi ng about the particul ar measures or the value of the

measures? Thanks.

DR. CHAMBERS: |'m sorry.

MS. GOLDBERG. Could you just repeat what you had
sai d previously about it and el aborate it at all, if you can?

DR. CHAMBERS: A quality of life questionnaire

was given to a subset of patients in both A and B. This is

i nformation collected, although it's a relatively smal

subset. There are 56 in the Visudyne group and 33 in the

pl acebo.

Thi s qual

ity of life instrument has been reported

to be validated by the National Eye Institute. It has not, in

t he past,

been used

for any drug trials as far as ultimtely

establishing efficacy. It has been used in other trials, but

has never

agency is

reverse di

been shown
concer ned,
The fi ndi

rection.

to establish efficacy, as far as the
to date.
ngs that were denonstrated were in the

The placebo did better than the Visudyne,

but if you take into account the nmultiple conparisons that

wer e done,

none of t
Ot her poi

DR. FONG

he findings are statistically significant.
nts of clarification?

Any nore clarification points for the
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FDA?  Ji nP

DR. KILPATRICK: Wley, this is a general
guestion. The sponsor has asked for approval to market this
Vi sudyne for a special class of patient, predom nantly
classical CNV. The phase IIl trials were approved by the FDA
and the sponsors beforehand. Wy were the subjects not
restricted to that particular type of patient, and why did
nore general AMD patients get included?

DR. CHAMBERS: The criteria that were identified
are primarily identified by fluorescein angiogranms. The cal
on exactly what type of classification people have is
sonetimes a judgnment call by individuals, and the
approximately 9 or 10 percent of patients that were enrolled
that did not have all the features that were expected -- it's
not that they didn't have sonme of the features; they didn't
have all the features that were expected -- can be considered
a judgnment call between the reading center and the treating
centers. And | don't have a disagreenent that that type of
t hi ng woul d happen.

DR. FONG At this point I1'd like to open up the
floor to discussion on all the issues and questions to both

t he sponsor and the FDA.
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Well, Neil, | have a question for you. To follow
up with Dr. Kilpatrick's question, | think that's an excellent
gquestion. |If we're tal king about approval of this drug for a

subcl ass, that is, eyes with classic neovascul ari zati on, why

wasn't that stratification included in the design phase of the

st udy?

DR. BRESSLER: We had very limted information
fromthe phase I and Il studies, which again were linmted
based on just some animal studies. In the phase | and 11

studi es, we noted that there appeared to be quite a prom nent
ef fect of stopping | eakage on cl assic neovascul ari zati on, and
the effect was not quite so apparent on occult. This was a
subj ective evaluation and sonme data behind that.

We t hought then that the therapy m ght work
better if we require that a case have cl assic
neovascul ari zati on. So, that was one thought.

I n addition, we suspect that cases that have
cl assi ¢ neovascul ari zation are nore likely to deteriorate
within a year or 2 tinme period, and cases that don't have any
cl assi ¢ neovascul ari zati on we know sonetines can remain with
very stable vision for years. So, until we had nore

experience using this just safely, we were reluctant to begin
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to treat people that didn't have at | east sonme classic
neovascul ari zation. Therefore, the design was, let's take the
uni verse of AMD patients who at | east present with sone

cl assi ¢ neovascul ari zati on.

Now, on top of that, we thought it's possible
that this may have an effect on cases that have |ots of
cl assi ¢ neovascul ari zati on because if you're going to admt
anyone who has sone cl assic neovascul ari zation, that could be
1 percent or 99 percent. So, we decided we better do a
subgroup analysis that tells us are the results consistent
whet her they had just a little classic or a |lot of classic.
And in fact, we found the results were not consistent. They
appeared to benefit cases that had a majority of classic
neovascul ari zati on.

So, to summarize we thought that the cases with
any classic neovascul arization had a greater |ikelihood of
deteriorating, and until we had nore experience with the drug,
we only wanted to start with that. And in addition, we needed
to |l ook at whether that classic neovascularization fromjust a
handful of cases in the phase | and Il really could
potentially have a big inpact on the study, and it appeared

fromthe analyses that it did. So, we think the best thing so
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far would be to recommend this to that subgroup with
predom nantly cl assic.

| m ght add that once we had sone experience
treating -- we knew it was 600 enrolled but only 400 got drug
-- and once they had been treated once or tw ce or three
times, we then expanded a second trial, this phase Illb trial
to |l ook at cases that were predom nantly occult
neovascul ari zation so that if we thought it was a little safer
now to try that, we could find out, which we will 6 nonths
fromnow, if that group benefits as well.

DR. FONG  Thank you, Neil. | guess ny concern
is that we're seeking approval for classic neovascul ari zation,
and yet the data for approval is froma subgroup analysis. |
think you've already pointed out all the difficulties with
interpreting information from subgroups.

Are there additional studies that are going to be
| ooking at stratifying classic neovascul arization, with | esion
size, blood, and all those other potential confounders as part
of the study for this drug?

DR. BRESSLER: Well, let me go to the first part.
| agree. | love subgroups and | hate subgroups. | love them

because | think you want to | earn as nmuch as you can fromthe
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data that you have, but I think you want to be very cauti ous
about ever making a reconmendation on that. That's the part
that | hate, if sonebody decides to do sonething usually based
on a subgroup.

However, | think this is a good exanple in
clinical trials as to the excepti on where when we
prospectively thought this group m ght do better and they do
have a very, very strong benefit, and the group that did not
have predom nantly classic | esions had no difference that we
could see for our primary endpoint, | think it's good to start
with just this smaller group.

Now, that group that did not have predom nantly
classic lesions did benefit angiographically and with respect
to contrast sensitivity, but that gives us less faith that we
shoul d go out and recomend that as a treatnment so far

So, | do feel very confortable in this particul ar
trial that went on to make a recomendati on based on a study
when it is really the exception.

Now, are we going to do additional studies to see
if this is just a fluke of that subgroup? | don't think we
have to do an additional trial where we enroll just

predoni nantly classic conpared to placebo to see if this was
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sone fluke because the nunbers were | arge enough, consistent
enough and, in every which way we | ooked at it, made sense,
that | don't think that that's warranted.

| do think that this is the first step. You
found that this worked. You had a theory it m ght work. You
had sone prelimnary information saying it may have worked,
and now in a good rigorous trial, it has sone benefit. And,
yes, | think you want to find out what are all the different
situations this my or may not work. | think we want to m nd
the data first that's here, go through the angiogranms in
detail, go through progressions in detail, and see if we can
conme up with better reginens.

DR. Cl OFFI : Don?

DR. FONG  Jack?

DR. CIOFFI: M question is related to this issue
and actually it's probably my principal concern today. To
paraphrase M. Mandt, he said, this isn't a treatnment for al
AMD patients, in one of his concluding remarks. |'m wonderi ng
if, in fact, the average ophthal nol ogist is going to be able
to differentiate who this is a treatment for. To illustrate
that point, 9 percent of the patients were thought to have

cl assi ¢ neovascul ari zati on by the investigators, but you said,



10

11

12

13

14

15

16

17

18

19

20

21

22

108

no, they didn't have any, and a very, very |large percent were
found to have | eakage by you at the reading center but not by
the investigators. That worries ne that the average
opht hal nol ogi st isn't going to be able to tell who needs to be
treated and then who needs to be retreated |ater on w thout
t he assi stance of a reading center which won't exist, | don't
presunme, down the road.

DR. BRESSLER: | think your concerns are good,
and | want to take them as two separate issues because one is
just identifying the cases that may benefit, and the second is
sonmet hing that Dr. Chanbers brought out, and that is, well,
what about deciding to retreat based on | eakage? So, let's
take identifying the cases that nmay benefit.

A 9 percent difference for identifying classic
neovascul ari zati on, given the continuum of what makes an
opht hal nol ogi st say something is classic or occult based on
the brightness and the uniformty of that fluorescence, to ne
I think is just an acceptable real world thing of experts,
that if you have sonme retinal experts used to | ooking at
angi ograns, that they will probably differ on that | think 10
percent of the tinme as a good thing. So, | don't think the

average opht hal nol ogi st necessarily yet is confortable in
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readi ng fluorescein angi ograns and nmaking this differentiation
for at least the first step of who should be treated and who
shoul dn't be treated.

So, | think it's inportant, now that we have a
reason to train and educate people to recognize this, to go
out and say, here's the therapy, here's some real strong
i nformati on about who you want to treat, and now you've got to
be able to recogni ze these differences. That's got to be
t hrough continui ng medi cal education courses. That's got to
be through nonographs fromthe Acadeny. That's got to be from
us talking to each other individually, |ooking at cases at the
i ght box or on a screen, and |learning that.

And | think it can be |learned. There's nothing
smarter about sonmeone who reads these all the tinme versus
soneone who doesn't except what they've concentrated on. So,
| think it can be done and it's got to be done, and | don't
think it's necessarily sonething everyone has right now as the
aver age opht hal nol ogi st because there wasn't a need to.

Now, let's go to the | eakage question at foll ow
up. What are we going to do about that? |If we could
summari ze what was shown at nonth 12, it was about 24 percent

of the time the ophthal nol ogi st saw no | eakage when t he
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readi ng center saw | eakage. So, what do we do about that?

Vell, | know that when we have the
opht hal nol ogi st make the decision for predom nantly classic
| esions, | know the therapy works. So, whether they call up a
readi ng center or not because they didn't have the opportunity
to get our opinion, we wanted it to represent what woul d
happen in the real work if this worked. W know that it is
going to work and that it works substantially. | think that
28 percent difference for the predomnantly classic is a rea
benefit.

Now we have to figure out if they foll owed what
the reading center interpreted, was that a better or worse
thing? Maybe it is better to keep treating that. Mybe the
readi ng center has to set their rheostat. Maybe they're too
sensitive at picking up the tiniest little bit of |eak, and
when it's real tiny and the ophthal nol ogi st who's | ooki ng at
the patient sees no subretinal fluid in the eye, sees that the
vision is the same and is biased subconsciously to say that
tiny bit of |eakage -- it was questionable. | say none.

Maybe that's the better way.
So, this was our first attenpt at a protocol, and

it worked not relying on the reading center. |If we had these
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results and they had sent the angiograns in relying on the
readi ng center, then we would have been concerned that when we
let this out in the general public, maybe the opht hal nol ogi st
has to send it to a reading center if they have to retreat or
not. So, at least, |I'mnot concerned about that, that when
sonmebody is trained, following this design, at |east they'll
benefit.

The question is will they benefit nmore if they
went by the | eakage fromthe reading center or would they
benefit less. Maybe if we did retreat it at every single
time, maybe that would be nore harnful. So, this needs to be
| ooked at to figure it out.

DR. CIOFFI: So, am | to understand then that you
did not give feedback back to the treating center about
| eakage?

DR. BRESSLER: That's absolutely correct, and
t hat was very purposely chosen because of this potenti al
problem What if it works? |If it works, you don't know if
you have to send it to a reading center. Now, that would nake
for a big reading center, so that could make a nice little
I ndustry there, but we weren't |ooking for that.

(Laughter.)
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DR. BRESSLER: And it wasn't practical. W were

| ooking to see if this works in the hand of an opht hal nol ogi st
trained with these rules, great. Now, we have a reading
center to ensure objectivity, consistency across centers and
to explore for new things. And here's a new thing. Should we
adjust to this | eakage or not? And we have to analyze this
and maybe test it in sonme other ways as well.

DR. FONG  Johanna?

DR. SEDDON: | had exactly the same question
actually, and thank you for answering nost of it.

DR. BRESSLER: It's inportant | agree.

DR. SEDDON: But | think maybe just to expand
upon this, it is a predom nantly classic subfoveal choroi dal
neovascul ar nenbrane that you' re suggesting the indication be.
So, that requires a very well inforned, well trained
opht hal nol ogi st to distinguish predom nantly classic so they
must distinguish classic fromoccult and what predom nantly
cl assic neans and al so subfoveal from juxtafoveal and
extrafoveal choroidal neovascul ar nenbranes. So, | think
that's particularly relevant given the facts that were just
presented regardi ng the di screpanci es between the

opht hal nol ogi st and the readi ng center.
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So, | think you're right. Definitely education
I s needed and training. But what are the inplications, in
terms of the anticipation that this will be used by general
opht hal nol ogi sts, that this will then be taken as an avenue
for treating all the other types of choroidal neovascul ar
menbr anes? That was the concern, | think, when this is being
di scussed in the nedia right now as the cure for macul ar
degeneration and many patients and perhaps physicians wll
think of this as an indication for all choroidal neovascul ar
menmbranes. So, | think we perhaps need to discuss that
somewhat .

It m ght have an inplication for howthis is
| abel ed and that is one of the itens for discussion here on
adequate |l abeling of this particular drug and how it will be
used.

DR. BRESSLER: So, |'ve had the sanme concerns,
and it gets back to again part of the education will be to
enphasi ze to whoever thinks they're going to do this treatnment
-- and that's got to be people who are confortable in
anal yzi ng these angi ograns and treating the macula with the
| aser light. It comes down to educating those people to

understand the clinical trial results because we have to be
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very strong in explaining to themif you have no benefit so
far for a lesion that's not predom nantly classic, why you
shoul dn't necessarily give in to a patient who's sitting
there, like some of our patients discussed today, who are very
bot hered by this loss of vision and say, oh, | can do this. |
think we have to train the ophthal nol ogists to not only
under stand when to enter a case, but what the limts are of
t he therapy.

| believe one way of doing that is to |abel it
for predom nantly classic, first of all, so people recognize
this has gone through sonme very careful peer review not only

here, but when we published this and when we discuss it with

our peers.

| f people think that they can use it on just any
case, they will learn over time that they have patients who
are not doing well, that they don't have many patients who are
stabilizing at all, and maybe this will shake out. O maybe
we'll find better ways of treating it so that we can treat
those other cases. So, | share the sanme concerns, but that
woul dn't nake ne -- and |I'm sure you feel the sane way -- want

to withhold this treatment from sonmeone who could identify a

predoni nantly classic | esion and go ahead and apply it to sone
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benefit conpared to no treatnent.

DR. SEDDON: No. | totally agree. | just think
we need to be cautious in how we discuss the indications and
limtations of the treatnent.

DR. BRESSLER: | agree.

DR. FONG Leon?

DR. HERNDON: | have sone concerns about the
frequency of retreatnents. This is a nodality that you are
giving every 3 nonths. Showi ng the 2-year data wll be
interesting to | ook at.

s there a point when you stop, when you don't
give nore treatnent based on the literature that you know?

DR. BRESSLER: There isn't a point that we stop
yet for the trial, but remenber, when designing the trial, we
didn't know what the results were going to be so far. So, we
chose a protocol that we said we hope it stops |eaking. W
hope it stops growing. W hope the vision stabilizes, and we
don't know if that was going to happen at 3 nonths, 9 nonths,
18 nonths, or 24 nonths.

So, first of all, we don't necessarily have to
treat everybody every 3 nonths through 24 nonths. | already

showed you that we saw at | east through 12 nonths that the
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nunber of cases that are getting treated is decreasing. So,
that inplies to nme that this won't go on indefinitely.

In addition, qualitatively if you |look at the
angi ogranms, you notice that there are cases -- and | don't
know i f they've gotten treatnment or placebo, but | know from
| ooking at some of ny cases that |I'mno |onger treating that
this does stop | eaking and you do stop treating.

We should and will cone up with guidelines
t hi nk as opht hal nol ogi sts as to when you shoul d consi der
stopping treating. For exanple, soneone who stops |eaking and
stops grow ng, you should stop treating. So, that's
strai ghtforward.

Someone who perhaps drops to a very low | evel of
vision, started for exanple at 20/100 and despite treatnment,
dr opped to 20/800, maybe | would believe it's no | onger going
to be of benefit to give themthe treatment. And | think this
will conme out in guidelines to people.

Soneone who |'ve treated and it grew from let's
say, 3 disc areas to 12 or 16 disc areas, that's terrible. |
wi sh it wouldn't happen, but obviously nothing works in
everyone all the tine. So, we may come up with sone

gui delines to say, you know, once it's grown beyond this point
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and you're not getting any vision benefit, you probably
shouldn't treat.

So, | agree we need it, but |I think it's going to
depend on further data we get fromthe 24-nmonth foll ow up.
For now, all you can tell a patient is this is beneficial to
you for the first year if you nmeet these criteria. W don't

know yet how |l ong treatnent would go on, but I'mconfortable

saying it's not likely to go on indefinitely.

DR. FONG Well, I'd |like to echo Leon's
concerns. | think that the benefit that has been reported is
not huge, and it's tenmporary. | think Dr. Chanbers' presented

to us that the nean visual acuity at 1 year did not reach the
15-letter difference that was a priori decided as a clinically
significant difference. So, the benefit is small, appears to
be tenporary.

"' m concerned that there is not enough |long-term
data on the safety of this drug. Leon has pointed out and
you' ve pointed out that patients need to be retreated every 3
nonths, and it doesn't seem|ike we know what the side effects
are, what the adverse events are going to be with repeated
treat ments.

| haven't seen -- maybe you have this data
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| ooking at the retinal pigment epithelial changes with
repeated treatnent. |If 2-year data is available, | think that
it's real inportant to see that to | ook at the overall safety
of the drug because how would the commttee feel, for exanple,
if in 2 years the benefit conpletely reversed itself, that
patients who are treated now are worse off? How woul d
patients feel about that? Wthout that information, | think
it's really difficult to know what the safety aspects are.

| think | ooking at retinal pignment epithelial
changes are inportant, maybe some el ectroocul ography to I ook
at the inpact on the retinal pignment epithelial cells. |
woul d just hate to repeat the approval process for a drug |ike
ecai nide or flecainide where early on you see a very
convi nci ng beneficial effect, but long termpatients are worse
of f.

DR. BRESSLER: Well, let nme go through these
points. 1'll find it helpful if we could put slide 78. Slide
78 is the predom nantly classic group. This is the group for
whi ch the approval is being suggested.

Let's go back one to 77. Now, this is the
average visual acuity change. So, this is where on average

treated patients continue to | ose vision throughout the 12
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nmonths. This is where there's a 6-letter difference here.

| don't have the right one. | want the one in ny
presentation. That's for the entire group. M presentation
slide 78. 1'msorry.

But we're going to |look now just at the
predom nantly classic subgroup and we're going to | ook at the
difference in the nean visual acuities over tine. This is
where we have a 10-letter difference which is about 2 I|ines.
| woul dn't equate having an average 2-line difference as the
sane as our saying 3 lines is a clinically relevant
difference. The 3 lines being a clinically rel evant
difference in ny mnd is for someone who -- an individual
starts, for exanple, at 20/100 and drops to 20/200. That's a
clinically relevant effect. And soneone who starts at 20/40
and drops to 20/80, that for that individual is a clinically
rel evant effect.

So, we chose not an endpoi nt where this was going
to be 3 lines, where the average was going to be 3 lines. W
chose what percent of people would have that outcone of what
we t hought was clinically relevant, 3 lines or worse. That's
where we get this two-thirds/one-third difference.

So, if we go to the next slide, to ne this
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summarizes all of the data in the best way. |It's true that we
have people who received verteporfin therapy who | ost vision
shown in the green bars here, and the clinically rel evant ones
that lost vision, when it's 3 lines or nore, that's these 21,
33, 34 percent. The clinically relevant ones that |ost vision
wi th placebo was -- here we have about 53, 60 percent. This
iIs to ne a big difference; that if your chance of going down
here is this amount versus this anpunt, to me that's a big
difference. And not everyone |ost vision over tine.

So, not everyone | ost vision over the 12-nonth
time period. You can see that these people here did not |ose
vision. They stabilized. WMaybe these inproved. This 5
percent had a big inprovenent. But at |east we have not only
that 5 percent, but these additional ones that stabilized.

So, | think you don't have to have an average 3-
line difference. To me that is different than saying a
responder who has a 3-line change, that to me is clinically
relevant, and so | |look at this and say, how many percent
peopl e had those changes going on? And that's the difference
bet ween these three green bars and these three purple bars.

So, | do think this is very clinically relevant.

To your second point --
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DR. FONG Neil, before we get off this issue, |

mentioned to you ny concerns about a subgroup analysis early
on. How would you present the sane data using the whole group
rat her than just the subgroup on cl assic?

DR. BRESSLER: That was that other slide. So, we
can |l ook at that, although again we're not recomrendi ng that
the entire group of lesions that nmet these criteria at first
be entered into the study. So, let's look at slide 78 of the
backup slides | think that is. That's the one that we had up
there first.

For that, it's the sanme answer, but the
differences are smaller. The differences are smaller because
t here does not appear to be a visual acuity difference between
t he placebo and the treated patients when we have the entire
group thrown in here. So, again not every treated patient for
the entire group | oses vision.

You can see the green bars here have a higher
percentage than the purple bars here. The differences aren't
as great, and we're not recommending that this entire
popul ation get treated. But even so, here we have 30, 48, 53
percent of the purple bars having a clinically rel evant

decrease, and here we have 24, 34, 38 percent in the treated
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group. So, for the entire population, that was rel evant and
it did work.

It wasn't as great a difference to make nme want
to recommend to these patients yet, especially when | | ook at
what's behind this information, and that is, that for the
predom nantly classic group, they're doing nmuch better.

Now, | did want to nention the appropriate
concerns about what's going to happen if this reverses. W
don't know, and that's why it's critical that we collect 2-
year data, which we did, and it's critical that we anal yze
that so that if it remains the same, we have the same confort
level. If it inproves, we're even happier, and if it
reverses, then we have to weigh, well, is it worth giving this
person a year's worth of vision increased chance versus having
wor sening vision later on? That would be a judgnent call
that, in general, nost people m ght be reluctant to do
dependi ng on how nmuch that reversal is.

But if we go back to the main presentation slide
78 of this, again let's go back to the group for which we're
recommendi ng this. The amount of damage you'd have to have to
reverse these outconmes by 2 years will be a lot, and there's

not hing that we've seen in the first 12 nonths happening to
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suggest that something is going to happen later on. That

doesn't nmean we shouldn't | ook because plenty of tinmes things

happen that we didn't expect, so we have to |look. | don't see
it yet. I'mconfortable telling a patient | don't know the
| ong-term outcone yet. | know that in the first year this is,

on average, going to give you a better outconme than w thout.
So, that's why | don't think that that will be a big problem
unl ess we see sonet hing happen | ater on.

In terms of atrophy, we graded the size of the
damaged area at every followup in the reading center, and we
did a grading just of the neovascul ar | esion, and then we
added to that the |esion plus any atrophy surrounding it. W
didn't | ook at atrophy within the | esion because the pignment
epitheliumis already disturbed within the lesion itself. But
we said, are we causing additional atrophy around the outside
of this? And at each followup visit, the size of the | esion
pl us the atrophy, whatever harm we were doing with the
t herapy, was always |ess than the size of the | esion plus any
surroundi ng atrophy in the cases left alone. So, if it does
cause sone danmage to the pignent epithelium at |least within
the first year it's not nore damage than if left alone, and at

| east within the first year, it's not associated with nore
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vision damage than if |eft al one.

So, these are concerns, and if we can cone up

with sonmething that will be even |less harnful to the pignment
epithelium | think that's great as well. W' ve shared al
t hese concerns as well, Don. | agree.

DR. SEDDON: Neil, when will that 2-year data be
avai |l abl e? You said they have been collected and they're
bei ng managed and anal yzed now. |Is that correct?

DR. BRESSLER: 1'll give you ny best guess. MW
best guess is that if it took until January working only on
t hat data one year ago, when we had the 1-year foll owup cone
in, and now we've got two trials going on and peopl e worKking

as hard as they can to get all this regulatory information in

and coll ect that data and collect the 2-year data, it may take

just within a few nonths after that.

Larry?

MR. MANDT: Go ahead, pl ease.

DR. BRESSLER: Okay. So, ny best is it's going
to take within a few nonths after January to look at that to
have that avail abl e.

DR. FONG Dr. Kilpatrick?

DR. KILPATRICK: Dr. Bressler, you have a nunber
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of backup slides, and | was wondering whether you have a slide
li ke 78 which -- no, the one that you have up there -- which
gives the sanme picture but tracks individual subgroups |ike
women or individuals by age because, in sone sense, the nean
is msleading. There is a |lot of variation in these
trajectories over tine, and we're here with the evidence from
sonme subgroup anal yses which shows that there nay be different
reactions fromdifferent types of people or different types of
| esi ons.

DR. BRESSLER: So, specifically you would like to
see the average visual acuity change or the distribution of
t he change by subgroups?

DR. KILPATRICK: I'd like to see a tenpora
di stribution like that from baseline to nonth 12 of | oss of
vi sual acuity in subgroups because if we | ooked at
i ndi viduals, it would be too nessy | suppose. But do you have
anything like that?

DR. CIOFFI: Neil, related to this --

DR. BRESSLER: Not specifically like that.

DR. CIOFFI: ~-- with particular attention to the
better vision group versus the worst vision group because the

peopl e that were down around 20/200, which nade up half the



10

11

12

13

14

15

16

17

18

19

20

21

22

126
popul ation as pre-study stratified, did better as a group --
correct -- than the people with better vision.

DR. BRESSLER: They did better but both had a
benefit.

DR. CIOFFI: Both had a benefit but the treatnent
benefit was markedly better in the people with worse vision.
Wthout this tinme analysis that was just brought up by Jim it
may be this bottom ng out phenonenon, and the reason that they
do better as a group is because you can't go too nuch further.

DR. BRESSLER: We were able to neasure
confidently dropping at least 3 lines and 6 |ines because we
had the absol ute worse vision at 20/200. Most of the cases
weren't 20/ 200 then. They were 20/ 160 perhaps or 20/125 as
well. That would nean we'd have to measure down to 20/400 to
have a 3-line | oss or 20/800 to have a 6-line |oss, and we did
have the ability to measure for that. So, the bottom ng-out
effect is not because of the neasurenment ability. It could be
t hat patients with neovascul ar | esions don't often drop to
t hose severe levels of vision, but they do so that we have
that. | don't know if we have the individual visual acuity
di stri butions by subgroup over tinme, though.

DR. SEDDON: Wuld it also be related to the fact
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that the better vision group had | ess opportunity to really
i nprove 3 |lines because they didn't have as far to go, in
ot her words, to inprove.

DR. BRESSLER: Yes. They certainly can't inprove
as nmuch necessarily.

DR. SEDDON: That m ght also, | think, explain
the difference. There's a lot nore of an interval envisioned
for the individuals who have worse vision to begin wth.

DR. BRESSLER: Yes.

Mohamrad?

DR. AZAB: | just wanted to say that the
prospective plan of the protocol was that all the subgroups
woul d be | ooked at at the primary endpoint, which is the
percent age of the patients who |lost |less than 15 letters. So,
t he subgroup anal yses that we have are all |ooked at at the
primary endpoint. These were the subgroups that were
presented in the main presentation. You have the subgroups
according to the VA stratum by age and by gender. W can
qui ckly review that if we can have the main presentation slide
64 and all the next ones.

So, this is the subgroup. AlIl of them are

presented by the primary endpoint anal ysis which was the
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prospective plan in the protocol. It was percentage of
patients who lost |less than 15 letters. This is the subgroup
as Dr. Bressler presented, the two VA stratum and | think we
totally agree with Dr. Seddon's interpretation of that about
the difference. But the nobst inportant is there is a
consistent difference and in the sane direction for the two
subgr oups.

Next slide. This is the subgroups for age. The
sane thing on the difference. There was a consi stent
difference in the two subgroups. There was an indication, as
agreed with the FDA interpretation, that there is higher
benefit in the patients |ess than 75.

But actually one interesting point, if you would
be interested, if you're |ooking at the individual studies,
because that was al so raised, that difference in the two age
subgroups was only present in one study, study A -- actually
study B. The difference between verteporfin and placebo was a
15 percent difference in both groups. In the |less than 75 and
nore than 75, they had exactly the same benefit in study B and
t hey had | ess benefit in study A So, that difference was not
consistent. Actually, Dr. Chanbers showed that slide in the

bar chart that he had. So, overall both subgroups benefitted
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fromtherapy.

The next one was | believe the gender
information. The sane thing. Consistent difference in the
two subgroups of gender, as Dr. Bressler presented.

And the next one | think is the information on
iris color, difference in the direction of benefit for the two
subgroups of dark and light irides.

The next one is | believe the | esion size, and
Dr. Seddon asked initially. There was actually no inbal ances
of any of these lesion sizes at baseline. They were al
bal anced between verteporfin and placebo, and as you can see
here, once again as presented, the difference is in the sanme
direction of treatnment benefit for all different |esion sizes.

DR. FONG It's 5 of 12:00. Should we continue
or should we take a lunch break at this point? Wy don't we
take a lunch break for 45 m nutes or an hour? An hour, okay.
An hour and 5 mnutes. W'IlIl reconvene at 1 o'cl ock.

| wanted to rem nd the conmttee nenbers not to
tal k about the issues being discussed today.

(Wher eupon, at 11:55 a.m, the subcommttee was

recessed, to reconvene at 1:00 p.m, this sane day.)
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AFTERNOON SESSI ON
(1:04 p.m)
DR. FONG Let's go ahead and get restarted.
Wel conme back fromlunch. W' re at the Ophthal m ¢ Drugs
Subcomm ttee of the Dermatol ogi c and Opht hal m ¢ Drugs Advisory

Committee on Visudyne therapy.
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| wanted to open the floor up for open discussion
of the issues and al so questions for both the sponsor and the
FDA.

DR. Cl OFFlI : "1l start.

DR. FONG  Jack?

DR. CIOFFI: | have a nore basic question about
safety, and it m ght get at sone of these other issues that
came up earlier, and that is the predilection for this just
going to new vessels. How do we know that? Wth the thought
being that with all these retreatnents, if it is somehow
affecting other vessels there m ght be sone danger to
retreatnent. How do we know about the new nenbranes? It's
stated over and over, but the evidence for that we've never
been shown.

DR. STRONG We do know from preclinical studies,
t he angi ographi c studi es have shown that there is selectivity
for choroidal neovascul arization. There may be sone getting
into the other nonproliferative vessels, and that seen by the
nonsel ecti ve events at the very high doses. The thing is that
we do know that this therapy in the current reginen does work
and that we get a good outcone.

DR. CIOFFlI: But that still doesn't get out
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whet her or not, with recurrent dosages, you're going to be
shutting down the fine capillary network of the
choriocapillaris or even of the retina itself. So, | guess ny
question remains, how do we know that it's only concentrating
in the neovascul ar nets?

DR. STRONG. We know that there's selectivity.

DR. CIOFFI: On what sort of order is that?

DR. STRONG Julia, would you like to coment?

DR. LEVY: There is selectivity in terns of the
absol ute amount of drug that is taken up by proliferating
tissues as opposed to tissues that are not proliferating as
rapidly. This is nediated by the fact that the drug is
di stributed al nost instantaneously to |ow density |ipoproteins
once it's introduced into the blood. Those cells which have
an el evated | evel of LDL receptors take up between 5 and 10
times as much drug as is taken up by normal cells. This has
been shown in many, many preclinical nodels, including tunor
nodel s, as well as neovascul ar nodels. Therefore, the finite
anount of drug taken up by the neovascul ar endothelia is
probably in that order of five tinmes as nuch drug. You can
see this by fluorescing the drugs at the tinme of

adm nistration. It's taken up very rapidly. Maxinum uptake
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is wthin 15 mnutes. By nmeasuring the |light very carefully,
you can therefore have a very large safety margi n between
damagi ng normal vessels and abnormal ones.

DR. FONG Before you go, can you identify
yoursel f for the record?

DR. LEVY: Yes. [I'mDr. Julia Levy. 1'mthe CEO
of QLT.

DR. FONG Dr. Herndon?

DR. HERNDON: | have a question perhaps for Dr.
Azab regardi ng photosensitivity. A two part question. Nunber
one, if you can go into nore detail, what kind of reactions
you were seeing with your photosensitivity, particularly the
nore severe photosensitivity reactions.

And nunmber two, how do you advi se your patients
prior to their beginning the study as far as precautions to
t ake?

And anot her question | should throw in as well.
When you see these photosensitivity reactions, do you see them
nore likely with people who have had further treatnment
options, or is there a dose response to further treatnments?

DR. AZAB: Can | have the photosensitivity

slides, starting with 329, please?
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This just gives a brief introduction to the
details of the photosensitivity that woul d answer your
gquestion, Dr. Herndon. The first is just the details of sone
of the bullet points that were on the summary slide that |
presented. So, these are the details of these data.

This is just the evaluation of the
phar macoki netics of the drug. Although you would see that
there are slight differences between 3, 6, and 14 mlligrans
per nmeter squared, and these are high doses. These are nore
t han doubl e the dose recommended, which is 6 mlligrans per
meter squared. And all of them the |ast detectable
concentration, are well below the 2-day period, well below the
48 hours. These are nean concentrations. But as | said also,
there were no individual concentrations that were neasurable
beyond 48 hours.

The other piece of data that | showed just a
summary of is the DK of skin photosensitivity. There was a
very rigorous skin photosensitivity testing done in one of the
skin cancer trials, trial BPDOO1. What we've done is that for
patients, we evaluated their mninml erythematous dose, which
Is the dose of light that is capable of producing m ni mal

erythemn, to define this as their baseline photosensitivity
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bef ore taking any drug. And then after taking the drug, at
di fferent doses we eval uated when they're going to get back to
t hat baseline m niml erythematous dose.

These are the different doses. Luckily in this
trial we went up to the dose of 20 mlligrans per neter
squared, so that's nore than triple the recommended dose that
we have for the ocular indication. As you can see, as you go
to the highest dose, this represents the 5-day period. This
line is the baseline m niml erythematous dose. So, when they
go back to this line, they go back to their baseline
phot osensitivity of their skin. As you can see, all of them
go back within 5 days at the highest dose. At the | owest
dose, which is the 6 mlligrans per nmeter squared, which is
t he recommended dose, all of them go back within 48 hours.

Now, the next slide would give the information on
the details of all the skin photosensitivity reactions that we
have. As | said, the patient is at risk of devel oping the
phot osensitivity reaction at every treatnent course. So,
really the denom nator for the incidence of these reactions is
t he number of courses, not the nunber of patients. From1, 790
courses, these are all the photosensitivity reactions that

were reported in the study.
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These are what actually happened to the patient
in each of studies A and B, and as you can see here, we have
i ndi cated the course where this happened and al so the day when
t hi s happened.

There were a couple of reactions that were not
included in the verteporfin related reactions. | would |ike
to point to the commttee where these are. This one, because
this one occurred 90 days after verteporfin. It was clearly
related to a fluorescein injection before the patient receives
any verteporfin. The other then that was not related was a
nonspecific termthat was used by the investigator of red
i nflamed skin that described a reaction that was described by
the investigator as sonmething that is definitely not rel ated
to treatment. As you can see also, there is no tenporal
relation to that. |t happened day 40 after treatnent.

Al'l the others, as you can see, occurred at day O
or day 1 with the exception of the two events that | nmentioned
that occurred at day 3. Both were mld and both represented a
skin rash. One has a skin rash of an area exposed to the sun
and the other one at day 3. This one had sunburned knuckl es.

If you can see, all of themrepresent mld to

nmoder ate reacti ons. Al'l of them are descri bed as sunburn,
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which is the usual reaction that you will get from being
phot osensitive to a drug. So, all of themare really
nonspecific erythema or sunburn, and all of themwere mld to
noder at e.

Now, the two severe reactions -- actually these
were two once again fromthe overall 1,790 treatnent courses.
Actually we have docunentation of actually what happened to
the patients. |It's interesting to note both of them occurred
because the patient exposed to sun alnost immediately after
treat ment.

One of them-- it was not the systemc
photosensitivity. This event actually occurred from an
extravasation of the drug, and the patient imediately after
treatment, which had extravasated, exposed that area to the
sun. So, that of course was a severe reaction. Certainly we
do have a long list of instructions in both the protocol and
in the labeling to try to prevent that.

The ot her patient who had the severe reacti on was
a patient that we have docunented also inmediately after the
i njection, went and exposed to the sun for several hours. So,
severe reactions only occur if the patient exposed thensel ves

to the sun alnost imediately after injection without really
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payi ng attention to the instructions.

As | said, these are two events from al nost 2, 000
courses, a chance of about 1 in 1,000. |In terns of
conpliance, we have done everything possible to try to educate
the patients about this, and | think the fact that these, as
little as they are, is an indication that there has been a
very good conpliance fromthe patients in ternms of protecting
thensel ves fromthe sun.

We had di scussed this extensively in the conpany,
and we have actually designed a full education training
program for the physicians and an educati onal program for the
patients to educate themon the fact that they need to protect
thensel ves fromthe sun.

| believe Dr. Rosenfeld would like to make a
comrent too from his personal experience.

DR. HERNDON: | have another question too al ong
the same lines. There are other ways to measure things that
are happening in the macula, OCT being one. What do you tell
pati ents whose physician may want to follow their lesions with
OCT or provide sone other nodalities to assess the nerve fiber
| ayer or the retina?

DR. AZAB: Wuld you like to address that, Dr.
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Rosenfeld or Dr. Bressler?

DR. ROSENFELD: | would like to comment just
briefly about your concern regardi ng photosensitivity. Wen
patients cone in and receive treatnent, they're al so educated
as to the need to avoid direct sunlight and bright lights for
48 hours in the TAP programfollowi ng treatnment. Patients
were given dark gl asses. They were all wearing w de-brim
hats, |ong sl eeves, and |long pants when they |left the
hospital. W were particularly concerned about this being in
Mam , Florida, being appropriately called the Sunshine State.
We were worried that sun exposure could result in sone
phot osensitivity reactions, which were not a problem

Regardi ng your question about ancillary studies,
regardi ng OCT, we generally do not recommend any additional
studi es be done within the first week after fluorescein
angi ography. | know additional ancillary studies are sone
things that many centers are interested in doing to further
eval uate how this drug works and how we can i nprove and
enhance the treatnment. But currently those ancillary studies
wer e not done.

DR. FONG Dr. Seddon?

DR. SEDDON: Yes. As Dr. Chanbers presented,
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there's an increase or trend for an increase in creatinine and
SGOT and SGPT levels. | wondered if we could discuss that a
bit, and also is there any evidence in any related studies for
liver or kidney dysfunction?

DR. CIOFFI: Actually I was going to ask the sanme

question as well. The creatinine |evel was 5-fold. Although
the numbers are very small, it was 5-fold nore likely in the
treatment group. |If we could just add on to the question how

do you plan to follow that up with your ongoi ng studies.

DR. FONG Let me just interrupt. | wanted to
rem nd everybody to say their name for the record so that the
transcriptionist can note it.

DR. AZAB: Can | have 338 pl ease?

Just a rem nder to start the discussion about
t hese abnormalities, patients were supposed to have the
| aborat ory neasurenents, and these events that were reported
as adverse events were things that the investigator recorded
as a |l aboratory abnormality. W would expect in patients in
this population will have sonme | aboratory abnormalities, but
this could vary fromvery small changes of their henopgl obin,
hematocrit in this study and creatinine to very w de ranges.

So, this slides shows, first addressing the issue
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of anem a, conmbining the data from both studies A and B. As
you can see, this is the total and this is the intensity of
the event. The total nunber of the events -- it's very

i nportant to be rem nded that the trial has a 2 to 1

random zation ratio. So, you always expect that there will be
a doubl e nunber of any verteporfin patients. So, the nost
appropriate is to |l ook at the percentages. There were 3.2
percent in verteporfin, 1.9 percent in the placebo group that
reported anem a. As you can see, there was only one case of
severe anem a that was reported. Actually we will see the
outcone of these patients as well.

Of course, we were mainly interested in | ooking
at the clinical difference and clinical significance, but just
for information, this of course is not statistically
significant.

These were the three cases, two reported as
noderate, and one reported as severe. Once again, in all our
experience fromthe phase |1l studies, only 3 cases. The
rel ati onshi ps were unknown, not related, and one the
i nvestigator said that this is possible. |If we |ook at the
course and day of onset, it occurred about 3 nonths after the

injection of the drug. All of themeither resolved or
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i nproved. The one at the data set was unchanged at the tine
of the subm ssion. That event actually occurred al nost 9
mont hs after treatnment. So, it's very highly unlikely that it
was caused by the drug.

One thing that | forgot to mention in the
begi nning, that this class of drugs, verteporfin and nost of
t he photosensitizers, are really pharmacologically inactive
drugs until they're activated by light. There is really no
evidence fromany animal data or fromthe other first
generati on photosensitizers that there is any effect on
hemat ol ogi cal or renal function.

Can | address the creatinine in the next slide,
pl ease?

The picture of the serum creatinine, these slides
woul d show once again the total serum creatinine and the
severity. There was none which was recorded as severe, and
nost of the events -- all the events actually -- not nost --
were recorded on mld to noderate.

| do have a slide actually show ng the actual
val ues of creatinine. This slide shows that all the patients
who reported el evation of creatinine at nonth 12, at nonth 18

had their creatinine going back to normal despite continuous
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treatnment. So, if there was really a toxic effect of the
drug, with continued treatnent you woul d expect that the
creatinine would remain stable or would go up. Actually it
went down in all the patients for whom we have | ong-term data.

Unli ke the efficacy data, which just | ooked until
the 12 nonths, as | said in ny presentation, the safety data
t hat we had beyond 12 nonths are included here. That's why
actually we do have, in ternms of adverse events nunbers,
events up to nonth 18 and very few up to nonth 21 as part of
the subm ssi on.

| can give you the nunbers of the creatinine and
anem a because | have them here. The creatinine cases by
severity, there were 3 percent and 1.4 percent mld. There
were .5 percent, 2 cases, and none in placebo. And there were
none whi ch were severe events in creatinine. That was a total
of 3.5 percent and 1.4 percent. Once again, the p value is
. 2.

Just for information, there were 10 cases which
had an invasion of serumcreatinine at nonth 12 for whom we
had 5 patients who had their followup at nonth 18 and all of
the 5, their creatinine turned back to | evels below the |evels

t hat we had on nonth 12 despite continuing treatnent.
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DR. Cl OFFlI : But not normal ?

DR. AZAB: Well, | can give you the actual
val ues. Most of the patients at this age, as you know, start
wi th borderline serumcreatinine. So, all of themare in the
upper -- just around 100.

The patient had baseline 84, went to 93 at nonth
12 when they reported as an adverse event. So, that went from
84 to 93. Actually many of our |abs consider that still
normal. It went back at nonth 18 to 91.

At baseline, the other patient was 97. Was
reported as an adverse event when it went up to 126, and then
after that it went to 104.

The third patient was 97 at baseline, reported as
an adverse event when it went from 97 to 105, and then cane
back to 97 which is exactly the baseline value for the
patient. That's another patient.

One patient was 134 at baseline. So, really that
was abnornmal, went up to 151 when the event was reported, and
came back to 142 despite continuing treatnment.

The | ast patient was nmeasured in mlligram per
deciliter so the units are slightly different. [It's 1.4, went

up to 1.7 when the event was reported, and cane back again to
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1.3 which is actually | ower than the baseline val ue.

So, we really believe, having | ooked at this data
extensively and knowing this class of drug, that there is
really no evidence of changes in hematol ogi cal or renal
par anmet ers.

DR. FONG Johanna?

DR. SEDDON: | know the nunbers are small, but
were there any common thenmes in the series of patients with
abnormal values in terns of predisposing nedical conditions
such that you m ght want to caution the use of this nedication
in certain patients, or do you think it was not rel ated at
all?

DR. AZAB: Looking at all the events, the
interpretation that we have is, as you see in the figures that
| mentioned, these are all variations of |ab values. Whenever
you neasure |ab values at different tinme points, you get sone
variations. Sone centers reported that as adverse events, and
these are the figures that we're dealing with today. But
| ooking at the followup of these adverse events, they really
all resolve despite continuing treatment, which we think
provi des strong evidence that it's not really related to the

drug. As | said, there's nothing in the mechanism of the drug
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that |leads us to believe that there is any effect on anem a,

creatini ne.

The nunbers are extrenmely small. As we see, we

have this 1 and 2 percent difference. The

ot her events or from 10 to 14 ot her events

hi gher incidence in placebo, and the diffe

re were about 10
whi ch happened at a

rence that was

hi gher in placebo was between 2 and 4 percent higher than

verteporfin. OF course,

we can't make the

argunment that this

means that the placebo is causing sone of these other events,

but the key nessage is that all these diff

The only factor that we found,

interesting, but | don't

erences were small.

whi ch was

really think it explains the matter,

but npst of these events we tracked down to one center in one

study. If you | ook at study B,

for anem a and creatinine. The percentage

t he percentages are identical

s are slightly

different for study A, and that drives the total popul ation.

We tracked nost of these differences in study A to one center

who used to report a | ot of these m nor variations as an

adver se event. Now, of course, it still d

they're slightly higher with verteporfin,

this is just a random vari ation.

DR. CI OFFI

Stayi ng on safety,

oesn't explain why

but we believe that

t he one event
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that you did present that was slightly greater than 13 percent
was injection site events.

DR. AZAB: Correct.

DR. CIOFFI: Is there any repetitive nature to
that? Does a patient that reacts once -- does that predict
that they're going to react again, or was this nore to do with
the IV site itself? O can you explain?

DR. AZAB: That's a good question. W also
| ooked at safety in this data that's summari zed in the
briefing document but not presented today. But we also | ooked
at the incidence of adverse events over tine by course to see
if there's any trend of increasing adverse events or any
safety issues increasing over tinme. Actually there was quite
t he opposite. The trend was for nobst adverse events to be
reported early, and we believe that as the patients and the
physi ci ans get nore experience, actually there was | ower
i nci dence of adverse events being reported over tine, which
was a good safety reassurance for us.

For the injection site reactions, that's exactly
what happened. As the centers gained nore experience with the
i njections, the incidence of injection site reactions dropped.

There was absolutely no prediction that if a patient gets a
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reaction, that he will get it next tinme. |It's nost likely
that they will never get it again because the physician now or
the setting for the intravenous procedure had been very strict
and they enforced the routine procedures that they should do.
So, there was actually quite the opposite. W have
i ndi cation, when we |ooked at it by course, that the incidence
of these reactions drops.

Once again, we tracked these back to find out any
predi ctable factors so that we can use it for the educati onal
material for patients. W found that nost of these reactions
come fromthe fact that some physicians, despite the
instructions in the protocol, use very small needles, the
butterfly needles, in very small veins in the back of the
hands. Wth this patient population with their fragile veins,
actually nost of the injection site reactions, especially the
severe ones, occurred when using very small needles in very
smal | veins.

That's why | raised the issue in the safety
presentation that we are enforcing the nmessage in the
educational material and putting that in the |abel that the
physi ci an should really apply strict intravenous procedures

and should avoid the small veins in the back of the hands and
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usi ng | arge veins.

One interesting fact about the safety that was
not the subject of today in the ocular trials, but for
exampl e, the pharmacokinetic trials which were, as you know,
all are done in institutions which are very famliar with
i ntravenous procedures and with pharnmacokinetics. W have 73
subjects receiving these injections. W don't have a single
i ntravenous injection reaction fromthe pharnacoki netic study
in 73 subjects. O course, they were younger patients and it
was done in institutions very famliar with IV procedures.
But once again, it indicates that these reactions are
probably, at |east sonme of them preventable if we really
follow strict procedures for these patients and being nore
car ef ul

DR. FONG | have a question. What | said before
was that | thought that the treatnment benefit is relatively
noderate and the effect appears to be tenporary. M concerns
have to do with the safety of this drug, both ocul ar and
system c. Has there been any other experience with this drug?
This drug is a new nolecular entity. AmI| correct? There has
been nothing else that's been approved for this rel ated?

DR. CHAMBERS: That's correct.
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DR. FONG So, for a totally new nol ecul ar

entity, I'mjust concerned about what the adverse effects are.
Is there any data fromthe other trials? | know you've done
sonme trials outside the U.S. Is there any data from approva

meeti ngs from Europe about the safety of this conpound?

DR. AZAB: As nentioned, we have extensively
studied this nolecule in different indications. Of course, a
| ot of healthy volunteers received this nolecule wthout the
light. So, that addresses system c safety. W had studies in
psoriasis and skin cancer patients, and of course, we have the
ocular trials. Al this material was submtted in the NDA for
revi ew.

Actually all the systemic events in all the other
trials were lower than the ocular trials, and we interpret
that by the difference in nean age of the patients. In the
phar macoki netics studies, there were healthy, young
volunteers. In the dermatol ogy studies, the nean age was
about 50 years old, between 50 and 54. The nean age for the
ocular trials was 75. So, the fact that there was a higher
incidence in the ocular trials actually relates to the age.

What is interesting -- and that the good thing

about running random zed, placebo-controlled, nasked trials --
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is if you look at all the system c safety and all the ocul ar
safety, the incidence of any adverse events which are shown in
one of the slides here -- and maybe we can bring up the slide
on the main presentation on the overview of safety. There was
an incidence of 83 percent -- any patient who reported any
adverse event, ocular or systemic -- in verteporfin and 86
percent in placebo. So, that gl obal nmeasure already indicates
that there are really no safety concerns with this nol ecule.
We've al so | ooked at the different body systens that | have
shown there, and there was no indication of any difference in
the incidence of adverse events in any one of the body
systems. So, that's the slide that we have fromthe main
presentation where you can see incidence of any adverse events
was about 83 percent in verteporfin, 86 percent in placebo.

| think the npst inportant factor that we al ways
take a l ook at is how about the withdrawals due to adverse
events because this indicates that if the patient is really
havi ng somet hi ng of concern, that the physician has to stop
treatment. Once again, the incidence was small. Mbst of
these were the ocular events that we have di scussed because we
I ndicated to physicians that if a patient has a severe vision

decrease, we should stop treatnment until the vision recovers.
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In the protocols, they should have stopped treatnent. And
al so sone of the ocular events |like the vitreous henorrhage
that |'ve shown -- npost of these are indicated in these
wi t hdrawal s, 2.7 percent, and placebo also had 1 patient
w thdraw, .5 percent. Always there was a 2 to 1 random zation
ratio.

If we | ook at any other serious adverse events,
whi ch woul d address really any concern of serious events of
any kind, once again it's alnost identical between the two
studies. It's 16 percent and 17 percent between verteporfin
and pl acebo.

If | can go back to the backup slide 324, please.
This runs over the all body systens that we've presented.
Once again, we wanted to look at the clinical differences, but
at the sanme tinme for information, we've conducted statisti cal
anal ysis for any p value just |ooking for any trend. As you
can see here, these are all the body systens that are coded in
the dictionary for our evaluation of adverse events. None of
these differences was statistically significant and none of
them | ooked to us as clinically significant.

As |'ve shown in the slide in the main

presentation, there were four body systens where nunerically
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t hat nunmber was hi gher than that nunber, but there were seven
ot her body systens where that nunmber was higher than
verteporfin. We believe once again that these were norm
vari ations of reporting adverse events, but to our
interpretation, for a systemc drug this is an extrenely well
tolerated drug especially considering the nean age of the
pati ent population treated in these trials.

Dr. Bressler, you want to nmake a coment ?

DR. BRESSLER: | was just going to expand, Don.
Nunmber one, when we see a benefit, whatever this benefit was
and what ever qualifier you want to put on it in ternms of
having 28 percent difference for that primary endpoint, we of
course then want to know, well, is it safe in this patient
popul ation. | for one was al ways concerned -- nore
trepi dati on when you're dealing with an average age group that
is in their md-70's, as this was. So far, it appeared
remar kably safe. There are exceptions that are listed here.

Then you have to worry about the unknown. Ckay,
it's safe for 1 year. What about if soneone does need 3, 4,
5, 6, 8 applications? W don't have a |ot of that information
yet systemi cally, but Mohanmad's data, it is worth

enphasi zing, is any of these events even beyond the 1-year
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follow-up. Anything that we had, even if soneone had 15 or 18
or 21-month followup, at the tinme that we had the entire
study group followed for at |east 1 year. Since they didn't
all come in at the sane day, we do have this longer-term
follow-up included in this safety analysis system cally.

Now, ocularly we only have the vision data out to
1 year. So, the question is, is there sone delayed reaction?
Is there sone atrophy that's going to cause problens |ater on?
This was al so alluded to when they said, how do you know it
doesn't cause nore damage? | just know it causes | ess danage
out to 1 year in the treated eyes than if you | eave them
al one, because leaving it alone, the disease is so bad.

The data and safety nonitoring commttee does
| ook at data beyond that. | don't think they can share the
details that they have, but I'd like to ask Lee Janpol, if |
could, to just coment on what information he knows in general
about ocul ar safety. Does this cause vision damge in general
to whatever they have to 18 nonths or something? Because that
al so woul d give you nore confidence in do we have | onger
safety or not. So, Lee, did you want to coment just fromthe
data nonitoring commttee?

DR. JAMPOL: M nane is Lee Janpol and I'm
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University in Chicago, and I'ma nenber of the data nonitoring

comm ttee which functions as an i ndependent

moni t or of t

he

safety and efficacy in the study. | don't play any role in

t he presentation today.

But there have been several

ti mes when the point

about efficacy beyond 1 year has been brought up and about

toxicity beyond 1 year. | have no data for you,

but | c

an

tell you that the data nonitoring commttee has nonitored a

consi der abl e amount of data at 15 nmonths and at

18 nont h

sonme data beyond that. |1'mauthorized to tell you that

s and

there's no evidence of a | oss of efficacy of the treatnent up

to that time, nor

is there evidence of the toxicities that

you're concerned about, either systemi cally or |

ocal ly.

that m ght be sonmewhat hel pful to you w thout dat a.

So,

DR. FONG W/l ey, has the FDA seen the 2-year

data? Have they seen any brief analysis of this 2-year

It seenms to me the job would be a | ot easier

year data.

DR. CHAMBERS:

dat a?

if we had this 2-

The cutoff on the safety data is

at a later particular point, and dependi ng on when people

happen to enroll,

there are people that went al

t he way
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through to 2 years. There are people that did not go as far.
The basic breakdown in the data that we had -- and that
i ncl udes sone efficacy information -- was we had everybody at
12 nonths. At 15 nonths, it was approxi mtely half of the
peopl e had gone through 15 nonths. At 18 nonths, it was
approximately a quarter. At 21 nonths, it was approxi mately
an eighth. It basically fell off as you went down. [It's not
that there was no data. They were not conplete data sets, and
there's always the question about what the selection is when
you're | ooking at those particul ar things.

There have not been signals in any of the things
t hat we've seen of any data later on, but the nunbers are
smal |

MR. MANDT: If | could just add a comrent to
this. The conpany is in the process of preparing the safety
update which we're required to provide before FDA nakes a
final decision on the application. That's going to be
submtted to FDA within the next 2 weeks or so. So, there
will be nore information that will be provided.

DR. CHAMBERS: That's safety, though. [It's not
efficacy.

MR. MANDT: Correct.
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DR. FONG Let nme just follow up with one
question for Dr. Janpol. That 2-year data, that's the full 2-
year data set that you've | ooked at?

DR. JAMPOL: No. You m sunderstood ne. We have
not seen very nmuch 2-year data. We've seen a | arge anmpunt of
data at 15 nonths and at 18 nonths and then some data beyond
that. At our last nmeeting, we reviewed that and we di scussed
that, and it was clear to us that there was no evi dence of
decline in efficacy at that point.

DR. FONG Neil, it seens |like visual acuity is a
fairly straightforward endpoint. Nobody has | ooked at that at
all? 1 mean, that's sonething that doesn't need much
analysis. It seenms |like you would have that avail able for
di scussi on.

DR. BRESSLER: The visual acuity data is what Lee
is referring to that they | ooked at. The prospectively
pl anned anal ysis was that we would | ook at it at 1 year,
present that data to the FDA, and then |look at it at 2 years
because it wasn't likely things were going to keep changi ng
back and forth, back and forth. Froma safety standpoint, we
wanted the DSMC to | ook every 6 nonths in case there was a

clue that sonething is reversing down the |ine.
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So, it is sort of easy to |look at visual acuity,
on the one hand, but | can tell you preparing this visual
acuity in these 600 patients at 1 year even was an enor nous
effort. So, it isn't so easy to put together 24-nonth just
visual acuity data. It does take a bit and it's not all in
yet, so we can't do that.

But again, | would sunmmarize by saying the
evidence is clear at 1 year and then we ask ourselves is there
any reason we think this could reverse. WIlIl, there are sone
unknown reasons that it could, but we didn't see anything out
to at least 1 year to suggest it would reverse. And then |
know t hat we've had the data nonitoring comrmittee continue to
| ook at that data, and as Lee suggested, he still doesn't see
any surprises to suggest that there will be a reversal.

That doesn't nean there won't be at 2 years sone
unbel i evabl e trend that happens to reverse it, but we just
don't see it yet. W' re concerned that it could happen
theoretically because it could be that there's sone delay to
t he photoreceptors or whatever, and maybe that happens at 3
years or at 5 years or at 8 years. But to the best of our
know edge, this benefit at 1 year appears that it likely would

t hen continue into our second year unless some unknown factor
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t hat we haven't thought about reverses it.

| do think it's appropriate for the FDA to then

say, okay, whatever we do with this, we still need that 2-year
data so we can conplete the story. So, | do think that's
appropriate, but | also think it's appropriate to make sone

general decision in the interimfor 1l-year data given the
i npact this has on visual acuity and the nunber of people
getting that each year.

DR. CIOFFI: Dr. Bressler, this is Jack Cioffi.
On a related issue, actually in the review that the conpany
provi ded us on page 26, there's a set of Kapl an-Meier curves.
They have it for the overall study and also for the subgroup
analysis. In both groups actually, there really appears to be
atime |lag of about 6 months, 3 to 6 nmonths, in patients until
they go to approximately a 20/200 level. So, you keep on
tal ki ng about the clinically significant vision saving that's
going on, but really isn't this the issue? And maybe you
could comrent on the clinical significance of the 6-nonth
grace period, if you will, before these patients go on to
20/ 200.

DR. BRESSLER: | think it's a representative

average again. | look at this |like we | ook at average visual
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acuity where you see the entire group is deteriorating, but
not as great as if you left themalone. Wthin that entire
group, there are people that at 3 nonths or 6 nonths or out to
9 nonths, 12 nonths, sone 15 or 18 nonths are then preserved
at a certain level. So, | think this tells us that overal
there's a continued decline going on in both groups on
average, but it's not the entire population so that you should
tell a person this will reduce your chance of |osing vision.
It doesn't guarantee. For each person that |oses vision, it's
added into that survival curve that they've now | ost vision.

To ne the translation of this is if you have a
person, for exanple, that stops deteriorating at 3 nonths or 6
nont hs and doesn't deteriorate until 18 nonths or sonething,
that's a benefit for that person for that short period of
time.

DR. FONG Dr. Seddon?

DR. SEDDON: 1'd just like to go back again to
t he di scussion on side effects. So, ny understanding fromthe
data that were presented then is there should be no nedical or
system c contraindication at all to the use of this drug. |Is
that correct? Based on the avail able evidence, there should

be no contraindi cati on?
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DR. BRESSLER: I1'mgoing to let Dr. Azab still

handl e the nedical related questions.

DR. AZAB: There are really no rel evant
contraindi cations, but there are sonme specific
contraindications that for nedical and regul atory issues we
put there. The ones that are in the | abel and shared with the
FDA were the ones for this class. This is a porphyrin and
there are people that seemto be allergic to porphyrins. So,
it's contraindicated to patients who are known to be allergic
to any of the conponents of the drug injection, and al so
patients with porphyria because patients with porphyria would
be highly sensitive to this. W have not studied that. It's
a generic contraindication to this class of drug. It is not
really a contraindication that is specific for verteporfin.

DR. SEDDON: W Il be there any warning at al
about el evated creatinine or SGOT, SGPT prior to the use of
the drug in terns of taking precaution in those patients? O
do you feel that that's not necessary?

DR. AZAB: Usually the process for the label is
t hat we have put a very identical |ist of events that happened
in any numerical high percentage in the verteporfin group even

if it's a .5 or .6 percent difference. W put that in the
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i st of potential adverse events. | think the list that we've
di scussed and submtted to the FDA are al nost very simlar
We put all these as potential adverse events.

Dr. Chanmbers, do you want to comment ?

DR. CHAMBERS: That's one of the things that the
agency is interested in coments fromthe advisory commttee
on, the | abeling aspects that you think should be placed in
the | abel .

DR. SEDDON: That wi |l be decided here or
di scussed here?

DR. CHAMBERS: |If you have suggestions, we would
like to hear them

DR. SEDDON: Well, it does seemreasonable to
list the adverse events that have occurred on the | abel.

DR. CHAMBERS: Just listing the adverse events
wi || happen. There's no question these things will --
certainly anything that was above a placebo rate
unquestionably will get listed in the adverse reaction
section. The question would be whether we add anything el se
to either the precaution or warnings section of the |abel.
The usual assunption in a precaution is that there's sonething

you can do somet hing about.
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DR. SEDDON: | think that decision would be

greatly aided by having the followup from 18 nonths and from
24 nmonths. But | think this is certainly sonething that is
worth noting and perhaps should be in the warning | abel.

DR. CHAMBERS: In addition, not just this product
but all products gain additional history as they are marketed.
The agency reviews the adverse reactions that are reported
both at the tinme of approval, subsequent studies and
subsequent marketing, and does frequently alter the | abel of
products. You should not assume that the |abeling that went
out at the time of original approval is the same a year or two
| ater as we |earn nore information.

DR. SEDDON: | think photosensitivity and these
abnormal bl ood tests should be |listed as potenti al
contraindications to the use of this nedication.

DR. CIOFFI: I'mnot sure | agree with that. |
think listing, as you said, just running the |list of adverse
events that occur nore with the drug than with the placebo is
one thing. | think the conpany has done a good job at
following up on the creatinine |levels, and they seemto
bal ance just above and bel ow abnormal or normal. | think they

followed up well on the other. | think they should continue
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that, but |I'm not sure that we have any evidence to show us
t hat we should put an actual contraindication for some sort of
hemat ol ogi ¢ or renal function neasure.

MR. MANDT: Dr. Fong, could |I add one comrent?

DR. FONG Pl ease.

MR. MANDT: Just to address the |onger-termissue
and not having the 18- or the 24-nonth data, in two different
pl aces in the PI we have proposed having a statenment that says
| ong-termeffects are not known at this point. So, there wll
be two places in the PI where that will be disclosed.

DR. CHAMBERS: One of the other things, though,
for consideration is that it's probably not in the patient's
best interest to be on another photosensitizing agent at the
time that you have therapy. The expectation is there would be
sonme discussion in the | abel about not conpiling multiple
phot osensitizi ng agents.

DR. FONG Dr. Kilpatrick?

DR. KILPATRICK: Also, I'd like to hear the
commttee' s response to the 3-day w ndow under which patients
are supposed to be kept out of sunlight or other radiation.

DR. FONG The conmmttee's or the sponsor's?

DR. Kl LPATRI CK: The committee. "' m not
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qualified to speak, but I feel that the evidence for 3 days is
based on young, healthy volunteers, and although I know that
the half-life here is short, we're dealing with an elderly
popul ation and | don't know the biology of it.

Dr. Azab wants to talk.

DR. FONG Go ahead. Please state your nane
agai n.

DR. AZAB: Mhanmmad Azab, Clinical Research, QT
Phot oTher apeuti cs.

The slide that 1've shown on all the
phot osensitivity reactions, these were the ocular trials
patients. These were all the patients fromthe trial, the
rel evant patient population. As | indicated, there were 10
reactions in the 1,790 treatnent courses that were given.
None of the reactions occurred beyond day 3. AlIl of them
except 2, occurred within the first 2 days. So, | totally
agree that we shouldn't stop the evaluation by |ooking at just
the PK in healthy volunteers. That's why we | ooked at each
single one of themto identify when it happened and how it
happened. Also | explained the origin of the two severe
events that occurred just immediately after the injection.

DR. KILPATRICK: Wth respect, sir, you used the



10

11

12

13

14

15

16

17

18

19

20

21

22

166

word "population.” If this is marketed, it will go out to a
very general population which is nmuch | arger and not
necessarily representative of the group that you've been
studying. So, ny concern is about the untypical patient or
situation not sinply being in Florida but other situations.

DR. AZAB: | agree all clinical trials are in an
artificial setting. Wen you do a clinical trial, you have a
pati ent popul ation. The belief fromthe patients’
characteristics that we had in the trials -- it's in the
briefing document and we can share with you -- is that the
patients' characteristics that were included in the trials
were reasonably representative of the patient population with
neovascul ar AMD and predom nantly classic, but that's as far
as we can go. | totally agree with your point.

DR. FONG | have a question for Dr. Chanbers.
G ven that the treatnent effect here is nodest and it's
tenmporary and the long-termeffects still are being debated,
is there any mechani sm for expanded access of this drug to
patients short of approval, or are there other avenues?

DR. CHAMBERS: Short of approval, there are
addi tional avenues such as a treatnment |IND which the conpany

has al ready undertaken. It should still be remenbered,
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t hough, even under a treatnment IND that's not as easy an
access for the vast mpgjority of patients. It is still limted
as far as the nunber of sites where individuals can go and you
are basically then presel ecting individual physicians, which
I's not necessarily the same as the individual patient's norm
opht hal nol ogi st that they are follow ng or normal referral
pattern.

A treatnment | ND has generally been felt to be
hel pful in providing a therapy while review was ongoing but is
not expected to continue |ong past the review process. So, if
you really want w de access, the nmechanismis approval.

DR. FONG  What about the possibility of a
treatment IND until the 2-year data are available? 1s that
sonet hi ng that precedent has been set on or peopl e have done
bef ore?

DR. CHAMBERS: Any of those things is possible.
It's a matter of whether there is a belief whether the
benefits outweigh the risk at whatever particular point in
time and whether you feel your recomendati on and the agency's
concl usi ons of whether there is a benefit that should be
approved now or whether it's necessary to go and wait.

DR. FONG | was just | ooking over the draft



10

11

12

13

14

15

16

17

18

19

20

21

22

168
gquestions, which we'll talk about in a little bit. 1Is that
one of the questions you want us to address whether we want to
vote for approval ? Because it's not specifically listed. And
if so, is treatnment IND al so going to be part of the questions
that you want us to address?

DR. CHAMBERS: The questions didn't specifically
tal k about approval. As you know, there is information going
on fromthe 2-year trial. The question was how nmuch wei ght
necessarily to put on the 2-year trial, but even nore
i nportantly, should we be encouraging |onger trials than 2
years, not necessarily waiting for approval in either case for
the 2 years or beyond, but based on what you' ve seen and based
on your clinical experience.

You have to renmenber that at the tine the various
di scussi ons went on with the conpany -- not just this conpany,
but ot her conpani es developing this -- there was not even the
information that you see now. So, it was experts' best guess
that 2 years was a relevant particular point of time and that
clinical benefits at 1 year were relevant. They are based on
t he know edge we had at the particular time. That was a
coupl e years ago. As we l|learn nore, we adapt.

DR. FONG Dr. Kilpatrick?
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DR. KILPATRICK: It m ght be appropriate for me

to voice a concern that | have apropos of what Dr. Chanbers
has been saying. |'mconcerned that an inportant scientific
principle is being eroded here. Forgive ne if | sound like a
prof essor, which I am

Phase | and phase Il studies are by their nature
exploratory. A phase Ill study is by its nature confirmatory,
randoni zed clinical trials which are designed to test
explicitly stated hypotheses. Phase |V studies are |largely
foll ow-up, post-approval to establish long-term safety.

Now, here what we have in this situation is two
phase Il trials in which we're relying -- an undue reliance
in nmy opinion -- on the p values of subgroup anal yses which
are at best exploratory in nature. They, for exanple, don't
have the power, as Dr. Chanbers has pointed out, to detect
i nportant differences, and we al so have the probl em of
multiple tests of significance which are not addressed.

So, in nmy viewthis information can at best serve
as the material in terms of pilot studies for future focused
randoni zed clinical trials. So, | am/leaning towards the
implicit suggestion by Dr. Chanbers that what we need here is

a spectrum of studies targeted to confirm sone of the
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observati ons that have cone out of this subgroup anal ysis.

DR. FONG Dr. Chanbers?

DR. CHAMBERS: One of the difficulties in
studyi ng di seases which have rel atively sl ow progression --
and macul ar degeneration is not unique in this aspect. The
one that obviously conmes imediately to mind is also glaucom
-- is that you cannot run the nunber of pilot trials early on,
get an answer, and redesign, if anybody expects to have any
products developed in any of our lifetines. W have to take
ganbl es at what we think are the best endpoints and the best
times to go and | ook at them at sonme point in tinme based on
everybody's best knowl edge. We carry themout. Cbviously,
there will be refinenments as we go on |ater on, but you have
to remenber these calls were all made several years ago. |If
we think we don't have enough information now or have limted
i nformati on now, everybody should realize how nmuch information
we had at the time that we were forced to go and make those
calls. There really is not another option at the present
time.

DR. CIOFFlI: Although we're being asked to
recommend or suggest approval or not, we're basing that |

think on the overall study popul ation. Where the
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subpopul ati on analysis cones into play mainly is in a
recomrendation for an altered | abeling, not for approval I
don't think. \Whether we like it or not, once this is in the
hands of physicians, they're going to apply it how they see
fit. 1'mnot as concerned about the subgroup anal ysis because
it's only a portion of it.

DR. FONG Dr. Janpol ?

DR. JAMPOL: Yes. 1'd like to comment on your
statenment about the 1-year data. |In our estimate, the data
nonitoring commnittee, the study was very well powered, in
fact, over-powered because of the necessity for two separate
trials. Because the trials were so simlar, conbination of
the data is very appealing. Because of that, this subgroup
that you're tal king about, greater than 50 percent classic, is
a huge subgroup with a very consistent response to the
t her apy.

Subgroup anal yses can | ead you down sone big
m stakes, but it was our feeling that the nunbers here were so
| arge and the difference between the subgroups was so dramatic
and consistent that we didn't have any trouble accepting the
fact that in a sense the efficacy was identified

retrospectively.
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DR. KILPATRICK: Dr. Fong, I1'd like to come back

on that.
Thank you, sir. | have no problem w th what |
think was the primary aimof the two phase Il1l studies to
i ndi cate and have found a statistically significant difference
in predom nantly classical CNV under the two treatnment
reginmes. M concern is about the other subgroup anal yses by
di fferent age groups, by wonmen. Although we have heard
various anal yses, both univariate and multivariate in terns of
| ogi stic analysis, I'"'mnot sure that those were powered to
answer the questions that the data was bei ng asked to yield.
Part of this is tied up with your concern, Dr.

Fong, about the fact that we have a nodest treatnment effect in

a very serious condition with lots of variability. [|I'm
struggling here to suggest -- and the sponsors have made sone
comment about this -- that maybe we need a nore focused,

targeted therapy. What that is no one knows, however.

DR. FONG | have anot her question for the
sponsor. Dr. Chanmbers presented the health-related quality of
life studies and showed to us that the benefits were in favor
of the placebo group. | wanted to hear the sponsors address

t hat and what they thought the reasons m ght be.
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Also, | don't conpletely agree that it was
multiple testing involved because fromthe NEIVFQ studi es we
know t hat di stance vision and near vision are the main scales
that patients with AVD are going to have problens with. So,
Nei | ?

DR. BRESSLER: | would say we don't know anyt hi ng
nmore now than we did before the study was done in terns of
quality of life because with only 89 patients selected out who
had this questionnaire so far, we don't have the ability to
make any sort of comrent even if you find sonething that's
statistically significant. W didn't have this for everyone
because the instrunment, the NEIVFQ wasn't even published to
be validated until after we started enrolling the patients.
It's only been validated in English at that time, and we did
this in many centers, both English speaking and non-English
speaking, for both study A and study B.

But we did this in order to be able to gain sone
fam liarity with incorporating this sort of instrument so that
as we foresaw that additional studies do need to be done, we
do need better treatnents for this, if we can. W had none so
far. Now we have sonething. |If we see that we're going to be

doi ng sone in the future, we thought it was good as an



10

11

12

13

14

15

16

17

18

19

20

21

22

174
i nvestigative group to learn how to incorporate these sort of
instrunents to gain additional data beyond that. So, this was
nmore an internal exploration to be able to | earn nore about
this, and I would wait till we have nore information.

For example, if the second eye was the eye being
affected by the disease, this alone could ness up your
interpretations. So, if you figure out the first eye versus
second eye, cut those nunbers in half already, and say, okay,
well, maybe we're dealing with even smaller ones. And then if
there are other factors that affect the outcone |ike the

| esi on conmponent or other factors that nmay have sone inpact on

it, like the age or gender of the patient, if you can't
control for those as well, you al so have probl ens.
So, with just a handful of patients, | would say

we don't know anything yet, and | doubt we woul d have
presented that information as any reason to figure out howto
| abel this versus not howto [abel it even if we found
sonet hing positive in the other direction because it's just
too small a nunber.

DR. FONG It's interesting you should say cut it
by half. The original designers sort of talk about a nuneric

change of 3 as being clinically significant. W're seeing
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changes of 7 here in favor of the placebo group in the near
vi sion and di stance vi sion.

DR. BRESSLER: No, no, no. | neant | don't know
how many nunbers we're dealing with if, for exanple, one group
has nore of their second eye involved and one has their first
eye involved. So, | wasn't tal king about how to adjust the
nunbers. | was sayi ng how many nunbers we actually have to be
able to evaluate. Clearly if you did 3 patients and you found
2 of them had a big change and 1 didn't, that wouldn't give ne
faith either in ternms of what we found.

Mohammad?

DR. AZAB: Can | have 271, please? | just wanted
to clarify the situation of the quality of |ife data.

As you know, these trials were done in 609
patients. This slide shows what we have done just to clarify
t he weight that we want to give to this data. O course, at
the time when we started the trial, we didn't start a quality
of Iife because the VFQR5 hadn't been validated yet, was
val i dated during the conduct of the study. So, the conpany
tried to introduce that, and unfortunately, that came |ate.

So, we used the validated question, but by the time that the

trial had finished enrollnent, only 89 patients had been
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enrolled in the quality of life from 609 patients. So, that's
a very small fraction of the patients that we have on the
trial. These were the patients who had baseline and 12
nont hs' eval uati on.

As you know -- and Dr. Seddon had published and
ot her menbers of the commttee had published on the quality of
life -- it is very inportant that we ook if the study eyes
were the better seeing eye because that's where you get the
effect on the visual function in ternms of quality of life.
So, actually fromthese 89, only 39 study eyes were the better
seeing eye, which further reduces the value of the data from
the quality of life.

There was no treatnent benefit on visual acuity
gl obal score. There were, as you know, several scales of this
analysis with the factor that Dr. Chanbers alluded to in terns
of multiple analysis of nultiple scales. The data was really
I nadequate to draw any concl usi on because of these smal
numbers conpared to the total nunber of the popul ation.

But what was very conpelling in the data is that
| ooking at this cohort of 89 patients to find out why we could
not detect any difference, we |ooked at their VA scores and

the primary endpoint in this cohort of patients to see if this
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cohort had a treatnent benefit |ike the overall trial
popul ation. So, that's 275, please.

VWhat we found | ooking at the primary endpoint and
at the secondary endpoint, that in this cohort of patients,
which is once again 89 patients, 56 and 33 considering the 2
to 1 random zation -- the primary endpoint, which is the
percent age of patients who |ost less than 3 |ines was
identical in the two groups in this particular cohort of
patients. In this particular cohort of patients, the nmean
change in VA score from baseline was al so al nost identica
bet ween the two groups. So, really it was very difficult to
have a reasonable interpretation of the quality of life data
based on such a cohort in the trial.

DR. FONG If there are no further questions,
maybe we shoul d tal k about the draft questions for the
advi sory committee now. Should we nove to that stage?

DR. CHAMBERS: | think we still are obligated to
have at |east call and see if there are any additional public
-- reopen the public forum

DR. FONG Yes. | want to open the nmeeting now
to the public. Are there any speakers fromthe public who

woul d like to speak before the commttee?



10

11

12

13

14

15

16

17

18

19

20

21

22

178

(No response.)
DR. FONG If there are none, let's go ahead and
tal k about the draft questions for the advisory commttee.
Number 1, how can the subgroups for which
Vi sudyne denpnstrated a visual acuity benefit be best
descri bed?
Maybe we'll start with Dr. Cioffi here.
DR. CIOFFI: | think, short of what's been
di scussed here as far as predomnantly classic, any of the
ot her subgroup anal yses or attenpts to put any other sort of
qualifiers on it is probably fraught with the probl ens of

smal | subgroups and we should avoid it. Taking Dr. Janpol's

comment to heart about the subgroups, when we're tal king about

nostly classic versus not, they still remain fairly |arge
groups which seemto be adequately powered. If we go down to
ot her recomendations, | think we're going to get into trouble

with very small nunbers.

DR. FONG Johanna?

DR. SEDDON: Well, | think it stands that the

predoni nantly classic subfoveal choroidal neovascul ar nenbrane

group woul d be the subgroup is targeted here as having the

nmost beneficial effect.
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DR. FONG. Leon?

DR. HERNDON: | agree that we should not break it
down further than just the classic subgroup of CNV as show ng
a benefit fromthe treatnent.

DR. FONG Dr. Kilpatrick?

DR. KI LPATRI CK: | agree.

Dr. Goldberg -- is she going to comment ?

DR. FONG [|I'msorry. Jackie Col dberg.

MS. GOLDBERG: That's okay. | think this
particul ar question is outside my expertise. | wanted just

the | abeling stuff.

DR. FONG  Thank you.

DR. Kl LPATRI CK: | agree.

DR. FONG  Well, ny observati ons about the study
Is that the treatnment effect is definitely there for the
entire study. | think it's nodest. It's not huge. However,
" m concerned about subgroup analysis. |'mnot sure that |
woul d necessarily agree on a purely academ ¢ standpoi nt that
t he subgroup analysis data is good to be relied upon.
However, given that the sponsor did denonstrate an overall
treatment effect, | think it's fine to narrow it down just a

little bit to classic treatnment because they did al so show
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that there was a significant treatnent effect anong the
cl assic group

Any ot her comrents on question nunber 1? W/ ey,
is that hel pful enough for you?

DR. CHAMBERS: Yes, that's fine. Thank you.

DR. FONG  Question nunber 2, has the safety
profile/risks been adequately addressed? Let's start with
Jacki e.

MS. GOLDBERG. Well, this really dovetails into a
| abel ing question. 1'd like to ask the sponsor a little nore
specifically about the way they' ve got the |abeling
precautions set up for the photosensitivity issue. The way I
understand it now, it's just in the package insert directed to
whoever has got the package to | ook at the insert.

| was wondering if there was a nechani sm where
t he i ssues of photosensitivity could be described in a handout
particularly or a set of instructions directed directly to the
patient so the physician would have sonmething to give to the
pati ent as opposed to having the physician the total control
for the information. It would just be sort of a backup
system

DR. FONG Mohanmad?
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MR. LANG |I'm Steve Lang. |'mw th CIBA Vision.

Shoul d verteporfin therapy be approved by the

FDA, the plans that we have in place to educate the patients,

the physicians, and the technicians will begin in a training
program continui ng education prograns that we'll be
schedul i ng across the country. Part of that programw || be

on the inportance of educating the patients on the concerns
about bei ng exposed to sunlight.

The tools that we'll be using: one will be a
vi deotape that will be nmade avail able for the patients.

MS. GOLDBERG. For the patients?

MR. LANG  For the patients, yes. This will be
shown to the patients during the infusion process. Wile
they're doing the procedure, they' Il be able to watch the
vi deot ape, and as part of this videotape, it will once again
reinforce the inportance of staying out of direct sunlight.

This will be supported by a patient brochure that
once again supports the inmportance of staying out of direct
sunl i ght.

Then finally, each of the patients will receive a
wri st band, conparable to what you see when you check into the

hospital. On the wistband will first identify the patient's
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nane, the date on which they were treated with verteporfin
t herapy, and then the warning that they should stay out of
direct sunlight for the proposed period of tine.

MS. GOLDBERG. Okay, thank you.

DR. CIOFFlI: One question about that. WII there
be a charge for those courses or is that going to be provided
as free nedi cal education?

(Laughter.)

MR. LANG The plan right nowis to have courses
schedul ed across the country. W're still evaluating two
things: one, the financial inpact of those courses. But we
bel i eve nost inportantly that we don't want physicians or
technicians to not be educated because of particul ar reasons
of not being able to fund attending those courses. So, the
ultimte intent is to ensure that the physicians, the
technicians, and even the office staff are educated on all of
the benefits, features, and inportant events associated with
Vi sudyne t her apy.

DR. FONG Jack, did you want to coment on
question 27?

DR. CIOFFI: The safety risk. Actually one other

question cane to nmnd. Was there an exclusion on hepatic
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dysfunction going into the study so that sonebody that may
have hepatic dysfunction and not be able to clear this drug
woul d have to have sonme sort of special precaution about the
phot osensitivity?

DR. FONG Dr. Strong?

DR. STRONG. The product is hepatically
el imnated and, yes, there was an exclusion of noderate to
severe hepatic inpairnment. W have conducted a study in mld
hepati c dysfunction and shown no kinetic differences. So, we
at this point have a warning proposed for noderate to severe
hepati c dysfunction.

DR. CIOFFI: Well, then ny only additional
recomrendati on on question nunmber 2 about the profile to risk
benefits is that we may have to address sonepl ace about
hepati c dysfunction and possibly these patients need to be
tested beforehand.

DR. FONG  Johanna?

DR. SEDDON: Well, related to the previous
di scussion, | was concerned about that as well because of the
el evated SGOT, SGPT | evels suggesting sone effect on liver
function and the elevated creatinine levels. | think until we

have further data -- and it's reassuring that Dr. Janpol said
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that there are not any other concerns denonstrated so far at
18 nonths and that some of these values did revert back to
their baseline values -- | think we still need to be cautious
until we have the 18- and 24-nonth data to actually eval uate.
So, | would suggest that we indicate the warnings about
hepatic function, as well as having periodic blood tests
during the course of the treatment. | don't know what had
been pl anned fromthe sponsor in ternms of nonitoring bl ood

bi ochem cal anal yses. So, maybe we can hear from them about
t hat .

DR. CIOFFlI: Don, can | clarify? M concern was
that these people with dysfunctional |ivers would not clear
the nedicine. So, my concern was about getting the nmedicine
initially, that they wouldn't be able to clear it, and
t herefore woul d have a prol onged photosensitivity time period.
" m not concerned again about it inducing hepatic dysfunction
or renal dysfunction.

DR. FONG So, would you like to see like a
relative contraindication, Dr. Cioffi?

DR. ClIOFFl: Yes.

DR. SEDDON: What is the recomendati on regarding

nonitoring these val ues when the patient is on the nedication?
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DR. CIOFFlI: Fromny standpoint, | --

DR. SEDDON: |'m asking the sponsor.

DR. AZAB: We did follow the patients in the
clinical trials with |aboratory abnormalities, but |I hope |'ve
shown that nost of these were normal variations for the
patients, especially for the anem a and creatinine data that |
have shown. There were two cases in the whole of the trial
that had also mld variation of the liver function
abnormalities as .8 percent related to O in the placebo. W
don't believe that at this point in time this warrants
nmonitoring of |aboratory values during treatnent specifically
because also there is really no basis for an effect on the
i ver functions.

As Dr. Strong nmentioned, the elimnation is
mainly biliary elimnation with little netabolism The
cytochrome P450 enzynmes do not play a role in the metabolism
of this drug. This drug is nostly elimnated unchanged in the
bile. So, as long as the patient doesn't have a biliary
obstruction, there's also no problemin the elimnation of the
dr ug.

We have studi ed doses of the drug nore than

triple the recommended dose for the ocular trials, and there
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were no indications of any system c effects on the livers in
the trials that studi ed higher doses.

So, at this point in tine, we are not -- of
course, for patients to be treated, they have to have nor mal
functions or mld hepatic functions. W have data to show
that there's no problemin these patients. W have indicated
in the | abel that we did not study noderate or severe hepatic
i npai rnment for that purpose, but we are not proposing a
foll ow-up of the | aboratory values during treatnent.

DR. FONG Dr. Herndon?

DR. HERNDON: One of ny main concerns was brought
up earlier when we tal k about the differences that the reading
center and the treating center had with actually docunmenting
what was persistent | eakage. | guess this will fall under the
safety profile and ri sk.

| would like to see not only that patients get
educated and the technicians, but also the treating physicians
-- | think that was nmentioned earlier -- perhaps could get
certified. W get certified in lasik and refractive
procedures. But | think it would be nice to know t hat
physi ci ans who are treating actually know what a cl assical CNV

| esion | ooks like. That is ny main concern, that we know what



10

11

12

13

14

15

16

17

18

19

20

21

22

187
we're treating.

DR. FONG Dr. Kilpatrick?

DR. KILPATRI CK:  No conment.

DR. FONG Well, | guess I'll just restate what |
said earlier, which was that | don't conpletely feel that the
ri sks have been conpletely addressed, although it's nice to
hear from Dr. Janpol that there is nothing alarmng in the 18-
nont h data. However, if we were just to |look at the data
today, it doesn't look like there are any glaring safety
I ssues.

The third question is sort of a followup to 2.
Has the safety profile/risks been adequately | abel ed? Dr.
Seddon, let nme start with you?

DR. SEDDON: Well, the labeling thus far includes
t he photosensitivity reaction and baseline hepatic
dysfunction. |Is that correct?

DR. CHAMBERS: The copy of the | abel that you --
you have seen both what the sponsor submtted, as well as a
first cut that was made fromthe agency. The initial
recommendat i on on photosensitivity was the 48-hour/2-day |
believe. Was it not? Was it 1l-day?

DR. FONG 24 hours.
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DR. CHAMBERS: 24 hours. | stand corrected.

My initial response to that was that it should go
to 1 week.

What |'ve heard today fromthe sponsor was 3
days. |Is that correct?

MR. MANDT: Yes.

DR. CHAMBERS: | aminterested in coments from
the commttee on a tine frane if they have particul ar
comments. Either way, we'll go back and | ook at the
particul ar information and the overall programthat's proposed
to try and warn peopl e about that.

As for the hepatic dysfunction, yes, there are
currently statenments in there and we will make sure that they
st ay.

DR. SEDDON: | have no other comments.

DR. FONG  Leon?

DR. HERNDON: The | abeling, particularly when it
cones to photosensitivity, 3 days seens adequate to ne based
on what was presented. It seens that the two patients that
had severe reactions were basically nonconmpliant with their
physi ci ans recommendations, as | understand it. So, 3 days is

adequate from my stance.
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DR. FONG Dr. Kilpatrick?

DR. KILPATRI CK: W thout the background, | think
because of safety it should be 1 week because of the
possibility of untypical individuals who do not follow the
protocol. At 1 week, what's the cost to this? The cost is
that you get a | ot of old people who are sitting inside
wat chi ng tel evision.

(Laughter.)

DR. CIOFFlI: And hopefully seeing it.

(Laughter.)

DR. FONG  Jackie?

MS. GOLDBERG. As you're making this judgnment,
you should go with the npst conservative estimate. Err on the
side of caution on this issue.

DR. FONG Jack?

DR. CIOFFI: No further recomendati ons.
DR. FONG | agree with Dr. Kilpatrick. A week
seens reasonable. It doesn't seemlike there's any harmto

it.
Question 4, is additional testing beyond 2 years
recommended? Since we're going around the table, we'll start

with Dr. Herndon.
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DR. HERNDON: | certainly will like to see that

2-year data. So, |I'mgoing to reserve judgnent at this tine.
DR. FONG Dr. Kilpatrick?
DR. CHAMBERS: Dr. Fong?
DR. FONG  Yes.

DR. CHAMBERS: The question actually is beyond 2

years.

DR. FONG Right.

DR. CHAMBERS: Do you think that the sponsor or
t he agency shoul d encourage testing beyond 2 years?

DR. HERNDON: No, | don't think that's
appropri ate.

DR. KILPATRICK: | differ obviously in the tenor
of my remarks. | think that given the tinme course of this
condition, it is inportant that studies be done beyond 2
years.

DR. FONG  Jacki e.

MS. GOLDBERG: No comment.

DR. FONG  Jack

DR. CIOFFI: | believe, again as Leon said,
wi t hout seeing the 2-year data, assuming it |ooks identical,

| " m probably confortable with typical followup as far as
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vigilance of safety data, but | think I"'mfine if it holds

true.

DR. CHAMBERS: | think you can assune that al
bets are off if the data does not | ook the sane between year
and year 2.

(Laughter.)

DR. SEDDON: | think the 2-year data will be very
inmportant. | think there certainly should be continued
eval uation, as I'"'msure there will be, by the investigators

and the sponsors with regard to this treatment and naybe even
I nproving upon it in the future. But in ternms of requiring
that for the approval process, | would say that would depend
on seeing the data at 2 years.

DR. FONG | guess it conmes to ne.

| think the 2-year data is extrenely inportant.
If it doesn't confirm obviously we'll need to reeval uate al
the endpoints for the study.

| think that one of the issues that | raised
before was the long-termeffects of nultiple treatnments of
this medication, and | certainly would like to see nore
anal ysis of the potential harmto the retinal vascul ature and

also to the retinal pignent epitheliumjust to see what | ong-

1
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term changes are being inflicted.

As far as any additional testing beyond 2 years,
| don't think that's necessary if the 2-year data is
confirmatory.

Question 5, what additional clinical studies
woul d be hel pful in further evaluating the potential benefits
and/ or risks of Visudyne therapy? Dr. Kilpatrick?

DR. KILPATRICK: Well, thank you. This question
is tied into ny answer to question nunber 4 because nmaybe |
interpreted the word "testing” differently fromthe rest of
the panel. As indicated by nmy comments, | do not know what
t hese studi es would be, but |I'm hoping that some attention
wi Il be given to inproving the potential benefits and
decreasing the potential risks of this therapy. | sinmply
don't know how to advi se the sponsor or anybody else to do so
except in terns of ny general remarks about specified, focused
studi es.

DR. FONG  Jacki e Gol dberg.

MS. GOLDBERG. | have nothing to add on this.

DR. FONG Jack Cioffi?

DR. CIOFFI: | guess | would just suggest, as was

just pointed out, that we expand the subgroups. | think
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that's the obvious next step, is to expand to see who this
wor ks best in.

DR. FONG  You nmean do repeat studies,
stratifying for the subgroups.

DR. CIOFFI: Well, I'"mnot recommendi ng repeat on
the classicals, but I think that they've got some hints that
In certain subgroups this may be nore beneficial than others.
If we could focus the therapy on those other subgroups, that
woul d be i deal

DR. KILPATRICK: May | ask a followup? Jack, do
you nean that in 2 years' tinme an equival ent subgroup anal ysis
m ght give you the information that you're | ooking for?

DR. CIOFFlI: No, no, no. M suggestions were for
sone of their further breakdowns of patients where they | ooked
at ol der versus younger, and the nunbers becane so small in a
| ot of those breakdowns, that we don't really have any useful
information on it. | think those would be the obvious phase
IV's that they shoul d pursue.

| think, as has been pointed out nmultiple tines,

t hat the nmaj or subgroup analysis of the classic is good, and I
think it's adequately powered and they saw a consi stent change

in both groups that was consistent with the overal
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popul ati on.

DR. KILPATRI CK: Again, nmy whole focus here is to
try and presune that this will happen, that the sponsor and
ot her groups will try to inmprove on this therapy.

DR. FONG Johanna Seddon?

DR. SEDDON: Yes, | agree that the subgroups
shoul d be evaluated nore closely and with | onger foll ow up
time. | think the sponsor has already indicated that they
have expanded their investigation to occult nenbranes and
choroi dal neovascul ar menbranes associ ated with ot her
di seases, and | think that's appropriate.

Al so further evaluation of the effect of retinal
vascul ature and retinal pignment epitheliumand so forth in
ancillary studies such as that also would be inportant.

DR. FONG  Leon Herndon?

DR. HERNDON: |I'm happy with the study design,
al though macul ar degeneration affects the great majority of
t he caucasi an popul ation, | think other subgroups needs to be
studied. There are sone studies that have shown that other
groups, African Anericans, have a greater rate of nmacul ar
degeneration than we thought previously. So, | would like

ot her popul ations to be | ooked at as well.
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DR. FONG The treatnent effect that's been
presented, as |'ve said earlier, is very nodest, and it's not
overwhelmng. 1'd like to see sone additional studies trying
to understand which patients are the ones that really get the
best treatment. And |I'd like to see sone additional studies
to ook at multiple repeated treatnent, whether that m ght
| ead to inprovenment or worsening of the visual acuity should
patients be treated at 2 nonths instead of 3 nonths, nore
frequently, and also with the repeated treatnent, whether
there are additional risks. That would be real helpful.

Dr. Seddon?

DR. SEDDON: Just a comment to Dr. Herndon about
macul ar degeneration in African Anmericans. Actually the early
stages of macul ar degeneration are somewhat nore connon than
previously presumed in ternms of drusen, pignentary
irregularities, but the advanced stages of the disease,
geographi ¢ atrophy and the choroi dal neovascul ar type, which
is what we're discussing today, is actually very rare. So,
think it would be very difficult to assenble a | arge enough
sanpl e size to adequately study this treatnent in that group.

DR. FONG W'IIl nove on to question 6,

addi ti onal recomendati ons and comments. | guess I'll |ead
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of f that one.

|"d like to see the 2-year data. That's what
|'ve said before |I guess, just to confirmthat there's no
| ong-term safety and that the efficacy results are borne out,
that there's no reversal of the treatnent.

Addi tional studies. Again, to repeat nyself, |
think there need to be sonme nore studies |ooking at the | ong-
termeffects on the retinal pignent epitheliumand the retinal
vascul ature that's being treated.

Dr. Kilpatrick?

MS. GOLDBERG. Can we formally request that we
see the 2-year data when it's in? Can that be brought back to
this comm ttee whenever we neet the next tinme as an add-on? |
mean, we'd all like to see it.

DR. CHAMBERS: As you know, the scheduling of
t hese nmeetings has been based on when we've had particul ar
needs for things. | guess | would hope if we have that

i nformati on sooner and our neeting is later, that you m ght

want to see it sooner than waiting till the next neeting.
MS. GOLDBERG. | was | ooking for a mechanismto
make it easy just so that we would see it. That's all | was

suggesti ng.
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DR. CHAMBERS: 1'll look into what's possi bl e.

MS. GOLDBERG. Okay, thank you.

DR. FONG Jack Cioffi?

DR. CIOFFI: Is this for sunmary statenents now?
I's that what you're | ooking for?

DR. FONG Addi ti onal recomendati ons and

comments. |'mjust reading what W ey Chanbers has presented
to us.

DR. CIOFFI: This drug isn't a panacea. | don't
think that it's the end all/be all. It doesn't seemlike it's
likely to stop loss of reading vision. It seens like there's

essentially a time lag that it offers people of 6 nonths,
maybe up to 18 nonths. Even in the best subgroup, the effect
i s nodest .

On the other hand, AMD is a terrible disease. It
steals vision away from a huge population, and it's a grow ng
popul ation. [It's devastating both functionally but also
enotionally to the patient, and we don't have anything right
now. So, even that npdest effect of a 6-nmonth w ndow added on
to an 81l-year-old s |life of being able to see and function |
think is significant. So, | don't want to underplay a 6-nonth

or 18-nmonth or 2-year window in being able to read or function



10

11

12

13

14

15

16

17

18

19

20

21

22

198
as insignificant.

Wth the excellent safety profile, | think this
is a reasonable drug and | think we should seriously consider
approving it.

DR. FONG Dr. Seddon?

DR. SEDDON: | agree. | think the sponsor has
done an excellent job of presenting the data and summari zi ng
the safety and efficacy of this drug. There are sone issues
t hat we have discussed here | think that should be brought out
in the labeling of this particular drug, with enphasis on
education, on limting the treatnent at this time to the one
subgroup of individuals, and then with adequate | abeling and
warnings. | think I would agree that at this tine it should
be approved.

However, | also would like to echo the other
feelings of others around the table that it would be inportant
to see the longer-termfollowup data at 2 years. But | think
based on what has been presented today, | think it's
reasonabl e to approve it.

DR. FONG Dr. Herndon?

DR. HERNDON: 1'd like to go back to the

i npassi oned pleas of M. Blankenship and M. Thonpson as they
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presented their stories earlier this norning. That patient
popul ation certainly needs sonething. There's nothing out
there at this present point, and this nmedication seens, at
|l east in the early stages, to offer sone benefit.

| definitely echo what Dr. Cioffi said. It's
definitely worth paying further attention to this nedication.
We would |ike further data. That will be given to us I'm
sure. But | think it is a step in the right direction.

DR. FONG | agree with you, Jack, that if we had
neovascul ar AMD, there's not a real good treatnment out there.
We were pushed to either doing macul ar translocation or
subf oveal surgery. This drug | ooks real good.

However, as you pointed out, | think the
treatment effect is very nodest and it's not a panacea and
iIt's not penicillin.

(Laughter.)

DR. FONG  Dr. Chanbers?

DR. CHAMBERS: | just want to thank everyone for
their comments and for spending the time in discussing the
vari ous i ssues.

Both now or certainly in the future, we are

al ways interested in how best to run and have these neetings
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function. If the material that you got as background was
particularly helpful, was not particularly helpful, if there
are ways that we can inprove that for the future, please |et
me know, not necessarily just now but at any point. We'd like
to try and nmake this process as easy for you since you are
provi ding us with invaluable informtion.

| wish everybody a safe trip back. Thank you.

DR. FONG  Thank you.

Well, this should conclude the neeting of the
Opht hal m ¢ Drugs Subcommi ttee on Vi sudyne.

(Wher eupon, at 2:40 p.m, the subconmttee was

adj our ned.)
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