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PROCEEDI NGS
(8:06 a.m)

CHAI RPERSON PRZEPI ORKA: My nane is Donna
Przepiorka, and | wanted to wel cone you to the second
day of the Oncology Drugs Advisory Conmmttee Meeting
for a discussion of Casodex. For those of you who are
new to this process, | just wanted to rem nd everyone
that ODAC is not a policy-making or a decision-naking
body. W sit as consultants to the FDA and the
agenda for today wll be an introduction from each of
the commttee nenbers, a reading of the Conflict of
Interest Statenent, an initial open public hearing,
presentations by the sponsor, presentations by the
FDA, a second open public hearing, and then a
di scussion of questions by this commttee regarding
specific questions from the FDA before we adjourn
| ater this afternoon.

And what | want to do is actually then
start with the introduction of the Commttee Menbers,
and what we? | do is just go around. |If everyone wl|
i ntroduce thensel ves, M. GChye.

VR, CHYE: Ceor ge Chye, | ndustry
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Repr esent ati ve.

DR MARTI NO Silvana Martino, Medical
Oncol ogy.

DR PELUSI : Jody Pelusi, Oncology Nurse
Practitioner and Consuner Rep.

DR. HANNO Phil Hanno, Urol ogi st.

DR. BRAWLEY: Qis Br awl ey, Medi cal
Oncol ogi st.

MR, ANDERSON:.  Ji m Anderson, Patient Rep.

DR KRIST: Alex Krist, Fam |y Physician.

CHAI RPERSON PRZEPI ORKA:  Donna Przepi orka,
Chi ef Mal i gnant Hemat ol ogy and Transpl ant ati on,
Uni versity of Tennessee.

DR TEMPLETON SOVERS: Karen Tenpl et on-

Somers, Executive Secretary to the Commttee, FDA

DR KEL SEN: Davi d Kel sen, Medi cal
Oncol ogy.

DR REAVAN Gregory Reanman, Pediatric
Oncol ogy.

DR CARPENTER John Carpenter, Medical
Oncol ogy.

DR CHESON Bruce Cheson, Henat ol ogy
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Oncol ogy.

DR. BLAYNEY: Doug Bl ayney, Medi cal
Oncol ogi st .

DR REDIVAN: Bruce Redman, Medi ca
Oncol ogy, University of M chigan.

DR. BENSON: Ceorge  Benson, Medi ca
Oficer, FDA

DR MONRCE: Scott Monr oe, Medi ca
Oficer, FDA

DR SHAMES: Dan Shanes, Director
Repr oductive Wologic Drug Products, FDA

DR. GRI EBEL.: Donna Qi ebel, Deput y
Director, FDA

CHAlI RPERSON PRZEPI ORKA:  Thank you. Next
Dr. Tenpleton-Soners will be reading the conflict of
interest statenent.

DR TEMPLETON SOMVERS: The fol |l ow ng
announcenent addresses the issue of conflict of
interest with regard to this neeting, and is nade a
part of the record to preclude even the appearance of
such at the neeting. Based on the submtted agenda

for the neeting and all financial interests reported

S A G CORP.
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by the Commttee Participants, it has been determ ned
that all interests and firns regulated by the Center
for Drug Evaluation and Research which have been
reported by the participants present no potential for
an appearance of a conflict of interest at this
nmeeting with the foll ow ng exception

Dr. Sara  Tayl or IS excl uded from
participating in today?s discussion and vote concerning
Casodex. W would also like to note for the record
that CGeorge Chye is participating in this neeting as
an Industry Representative acting on behalf of
regul ated industry.

In the event that the discussions involve
any other products or firnms not already on the agenda
for which an FDA participant has a financial interest,
the participants are aware of the need to exclude
t hensel ves from such involvenent, and their exclusion
will be noted for the record. Wth respect to all
ot her participants, we ask in the interest of fairness
that they address any current or previous financial
i nvol venent with any firm whose products they may w sh

to comment upon. Thank you.
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CHAlI RPERSON PRZEPI ORKA:  Thank you. It is
usually at this point that we have an open public
heari ng. Sone participants have expressed the
interest to actually hear the information presented by
t he Sponsor and FDA before naking their coments. W
have six individuals who have registered for the open
public hearing, and four would like to speak at this
time rather than wait until after the presentation, so
| would call to the podium M. Bob Sanuels from the
Fl orida Prostate Cancer Network, |ncorporated. And |
woul d ask that each of the speakers for the open
public hearing also please state your financial
conflict of interest, if any.

MR, SAMUELS: Thank you very nuch and good
nmorning. M nane is Bob Sanmuels, and | would like to
thank you for the opportunity to speak to you today as
Chairman of the Florida Prostate Cancer Network, and
actually on behalf of Casodex 150. W are a prostate
cancer survival organization whose mssion is to
advocate the prevention of prostate cancer deaths in
Fl ori da. | appreciate the opportunity to speak about

one of the nost serious health problens facing
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Aneri can nmen today, prostate cancer.

As you know, this year nore than 180, 000
men are expected to be diagnosed with prostate cancer,
and over 30,000 nen are expected to die this year from
prostate cancer. Sad to say, prostate cancer has
becone al nost epidemc anong Anerican nen. In fact,
| ast year prostate cancer was the nost comonly
di agnosed non-skin cancer in this nation.

Unfortunately, there is a segnent of our
popul ation that pays a disproportionate price for this
di sease, and that is in the African Anmerican
comuni ty. As many of you probably know, African
Anerican males have a 50 percent higher incidence
rate, and die at twice the rate of white males in this
nati on.

I am an eight-year prostate cancer
survivor, and a three-year throat cancer survivor.
And in addition to being Chairman of the Florida
Prostate Cancer Network, | am also Co-Chairman of the
Florida Prostate Cancer Task Force, and | was the
Founding Chairman of the National Prostate Cancer

Coalition. | am on the Board of D rectors of the
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Mffitt Cancer Center, and | served on the NC7?s
Prostate Cancer Progress Review G oup. However, in
1992, | retired as Vice President of what is today

J.P. Mdrgan Chase and noved to Tanpa, Florida. And in
1994, | got diagnosed with prostate cancer. That set
me off on a whole new direction in life, because |
will admt that | had very little understanding of the
di sease prior to that.

Some of you may recall that earlier this
year | testified on behalf of Casodex 150. Little did
| know at that tinme that | would wind up within three
months of that testinony actually being on Casodex
150. M/ PSA began to rise earlier this year, and it
got to 9. Needl ess to say, when | consulted with ny
physi cian about what the next line of defense in ny
battle with this disease would be, he prescribed
Casodex 150.

Had you seen ne at 7:00 this norning, |
was putting three little tablets in ny nouth, and | do

that every day in order to maintain a quality of life,

and hopefully to stay alive until we can find that
silver bullet that | hope is on the horizon, and
SA G CORP.
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t housands of us who battle this disease every day.

You hear about the statistics, but ny
friends, | live wth the faces and the voices every
day of those nmen who are |ooking for sone hope. They
need all the weapons that we can cone up with to give
t hem hope, and hopefully keep them alive until we can
find that silver bullet, so |I would just urge you in
your deliberation today to keep in mnd the faces and
the voices that the 30,000 nen this year represent,
and those who have already been diagnosed, and those
of us who have been fighting.

Ei ght years | have been living with this
di sease. There are not a lot of options left
currently in the arsenal of things that are avail able
to ne. This represents another weapon in that
arsenal, and | can just once again please urge you,
pass Casodex 150. Thank you.

CHAI RPERSON  PRZEPI ORKA: Thank you, M.
Sanuel s. Next, Anthony Caputi from the Anerican
Foundati on for Wol ogic D sease.

MR, CAPUTI : Good norning everyone. My

nane is Anthony Caputi, and | am the Manager of

S A G CORP.
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Governnment Relations and Patient Advocacy for the
Aneri can Foundation of U ologic D sease. I?m also a
prostate cancer survivor, so |I?mwearing two hats here.
A couple of things first.

My organi zation does have a relationship
with AstraZeneca, in that AstraZeneca does provide us
with unrestricted educat i onal grants for our
educati onal progranms. They also have paid sone of ny
travel expenses that were incurred in order to review
this data on two separate occasions. And also, | have
signed a confidentiality agreenent.

l7d like to read a statenment that |
prepared on behalf of ny organi zation for Casodex 150.

I?7m witing to offer the Anmerican Foundation for
Urologic D seases', AFUD s, support of AstraZeneca?s
application for Casodex 150 to be used as an adjuvant
therapy of curative intent for patients with locally
advanced, non-netastatic prostate cancer.

| am the Manager of Governnment Relations
and Patient Advocacy for AFUD, and have been in this
position for 16 nonths. This change in career

direction began for nme shortly after I was treated for
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prostate cancer in March of 2000. | was diagnosed at
the age of 43 with a PSA of 1.1. This unexpected m d-
life crisis notivated me to utilize ny experience as a
very young man diagnosed with prostate cancer in an
active way to elimnate the conplexities of the
di sease, and work towards inproved treatnent, and an
eventual cure. I, needless to say, have a keen
interest in prostate cancer from both a professiona
and a personal standpoint.

I have carefully reviewed the data
regarding Casodex 150, and am satisfied that this
therapy has nerit as an effective treatnent choice for
locally advanced, non-netastatic prostate cancer
within the context of the clinical realities that
prostate cancer patients deal with on a daily basis.
Those of us that have been diagnosed with this di sease
are very famliar with our PSA readings. Thi s FDA-
approved blood test for the nonitoring of progression
of prostate cancer is not w thout controversy, but the
truth is that many nmen are alerted to their disease
due to an elevated PSA reading. And those of us that

have been treated, continue to nmonitor our PSA |evels

S A G CORP.
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for the rest of our Iives. This is the reality that
we live with.

In the patient? world, changes in PSA
levels are the clinical indicators that guide a
physici an?s treat nment and reconmendati ons. As
patients, any treatnent that inhibits the progression
of PSA, particularly for those of us who are at high
risk for disease recurrence, is welcone wth due
consi deration of potential side effects.

For the patient, prostate cancer is a
conplicated and confusing disease. Sonme nen do very
well wth treatnment, noving on with their lives and
experiencing only transient side effects. A
significant nunber of patients are not so fortunate,
and find that their PSA levels are increasing at an
alarmng rate.

At this point during the prostate cancer
journey, treatnment options are Ilimted, and side
effects fromthe treatnents for advancing di sease can
be very distressing to a man?s quality of Ilife. The
current standard of care for advanced non-netastatic

di sease is admnistration of an LHRH anal og. The side

S A G CORP.
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effects of this drug therapy include hot flashes, |oss
of libido and bone loss. For many, this disruption in
quality of life is very distressing.

| f Casodex 150 mlligranms were approved by
the FDA, this would provide an additional tool for the
treatnment of high-risk disease. To ne, the data
collected during the Casodex 150 trial phase is
sufficient to warrant its approval. For the high risk
patient, Casodex 150 appears to be effective in
inhibiting the progression of prostate cancer as
defined by the standard of care in today? clinical
practice; and that is, PSA nonitoring.

The side effect profile offers certain
quality of [life inprovenents over today? standard
t herapy, such as reduction of hot flashes, retention
of sexual interest and function, and the preservation
of bone m neral density.

In summation, the AFUD believes that the
approval of Casodex 150 mlligram for the indications
under consideration is a good thing for patients as an
effective agent for inhibiting the progression of PSA

This drug therapy offers an additional tool for the

S A G CORP.
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doctor and patient to consider when faced wth high-
ri sk disease. In addition, the limted hot flashes,
preservation of sexual desire and function, and the
retention of bone nmass are desirable for many nen who
find the side effects from currently approved
treatnments very difficult to bear.

| would like to thank the Commttee for
allowing nme the opportunity to offer coments today,
and on behalf of all prostate cancer patients, we
appreciate your thoughtful consideration of this
inportant matter. Thank you very mnuch.

CHAl RPERSON  PRZEPI CRKA: Thank you for
your words, M. Caputi. Next, Jan Marfyak from the
Pennsyl vani a Prostate Cancer Coalition.

MR MARFYAK: Good norni ng. This is an
awesone group. | didnt expect to see so many of you
her e. As a former state enployee of the State of
Wsconsin, running a budget shop and subsequent to
that, 23 years with the Departnent of Energy, |?%e
conducted a nunber of hearings such as these over the
years. | would point out that normally we allowed our

people a good deal nore tine to speak than five
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m nut es.

|?m a prostate cancer survivor, and 17m
currently Co-Chairman of the Pennsylvania State
Coalition. In addition to that, I amwrking with the
NPCC, National Prostate Cancer Coalition, in setting
up state coalitions all over the Uiited States.
Furthernmore, | also sit as an evaluator, consuner
eval uator for the Congressionally mandated program at
Fort Detrick that allocates roughly $85 mllion a year
to the study of prostate cancer.

| am here as a supporter of this request
by Casodex. They have paid ny way from Gettysburg to
conme here. |?m going to be very short and to the
point. You?ll have heard all these argunents |ater on,
so |21l be succinct in what | have to say. |?m neither
a statistician, nor a pharnmacist, and so [|?m not
equi pped to address the nunbers or the science
i nvol ved in AstraZeneca?s study. But | can address the

proposal ?s efficacy from a consuner?s point of view

After all, they are the beneficiary of whatever you
deci de.
My feeling has been, in examning the
S A G CORP.
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study that has been done here, that you?e talking
basically about prom se versus risk. As Tony and as
ny friend Bob from Florida have already stated, the
consequences of prostate cancer are enornous, and
until you?ve watched people die from this disease,
wat ched the suffering that goes on, you really don?
have a full wunderstanding of what?s involved. And
anything that alleviates that, anything that creates a
possibility is a welcone piece of amunition in our
arsenal to fight this disease.

On the other hand, there is a risk, always
a risk. And as Tony has pointed out, there are a |ot
of liabilities on this. But if the patient has
i nformed under standi ng of what?s involved, then this is
sonething between the doctor and the patient to
deci de.

In the end, we weigh promse and risk, and
if nodality does no harm and there is a nodicum of
promse wth the attendant risks, we view such a
system or an outconme as a useful candidate for
treat nent. Qur question is sinply this, does this

prom se outrun the risk? W think it does. Thank you

S A G CORP.
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very much for your tinme and attention.

CHAl RPERSON  PRZEPI ORKA: Thank you very
much, M. Marfyak. | think our |ast speaker is Merel
G ey N ssenberg from the California Prostate Cancer
Coal i tion.

M5. N SSENBERG ~ Good norni ng. [ 2m Mer el
G ey N ssenberg. I?man attorney in medical litigation
issues in California, and |I?m here today because ny pro
bono work is heavily concentrated in cancer and
rel ated issues. | also represent a very |large
consti tuency. | amin ny fourth term as President of
the California Prostate Cancer Coalition, which is a
network of individuals, healthcare providers, and
every support group for prostate cancer in the state.
I am also the Co-Chair for the State Coalition
Advisory Board for the National Prostate Cancer
Coal i tion. |?7m a CARRA nenber for NCO, and 1?7m the
| egal advisor to the Cancer Task Force in San D ego,
so | come here to represent a great deal, a great
nunber of voices in asking you to recommrend approval
of Casodex 150 in the proposed indications.

You should know that AstraZeneca has

S A G CORP.
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hel ped to defray sonme of ny travel expenses, but |
have been privy to the data from AstraZeneca for
nearly two and a half years, and | would not be here
today if | did not believe that this would confer a
significant benefit to prostate cancer patients.

Sinply put, prostate cancer patients need
every available option for treatnent, plain and
si npl e. Any new treatnent or any new indication for
an existing therapy that can be possibly beneficial
for these patients should be encouraged. Since there
is no 100 percent effective cure or treatnent for any
and all prostate cancers, why not add to the existing
armanentarium of treatnent nodalities and give these
patients a fighting chance.

Wile for nmny nen the diagnosis of
prostate cancer is clinically insignificant, for
others it portends a future of untold suffering. Even
with early prostate cancer, many nen wll go on to
rel apse, develop significant disease progression, and
endure severe synptons. So the question is, can
Casodex 150 in the proposed indications confer

significant «clinical benefit to certain sets of

S A G CORP.
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patients? W believe the answer is yes, we, the
patients for whom | speak

First, one nust identify the specific
subset of patients who would benefit. The trials
showed that for high-risk patients who have ever
undergone therapy with curative intent, or for those
patients who are also high risk but for nedical or
personal reasons have chosen watchful waiting, Casodex
150 daily treatnment resulted in an overall 42 percent
reduction I n t he risk of obj ective di sease
progression. A time to progression benefit was shown,
regardless of prior therapy at baseline, stage of
di sease, tunor grade or nodal status, and when pre-
t herapy PSA was greater than 4 nanograns.

Additionally, all three trials, all three
trials showed a significant reduction in the risk of
PSA progression, inportant because this is a clinica
gui depost to the clinician. In everyday practice,
this is considered a sign of biochemcal recurrence,
and therapy for recurrence is initiated at this point.

Second, one nust ensure that adequate

informed consent is obtained. The fact that there
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have been side effects observed should not lead this
Commttee to recommend that the new indications not be
approved. As long as a patient is aware of the risks
of any side effects and still proceeds or wants to
proceed, that should be a decision that, for him the
risk outweigh -- excuse ne -- the benefits outweigh
the risks of the Casodex.

Third, can a benefit for these identified
subsets of patients be denonstrated? Trials 24 and 25
definitely showed benefit, both for therapy patients
who had undergone therapy of curative intent, and as
mono-therapy for those patients in the watchfu
wai ting group. Wiile Trial 23's results were not
overwhel m ng, there are good reasons for that.

First, in the US. there was no watchful
wai ting group. There is no reason to think that the
wat chful waiting patients here would be any different
than those in the rest of the world. Here is the main
reason why we believe the results would be different,
and why Trial 23 should not lead this Commttee to
vot e agai nst Casodex 150.

W believe that the results were i mmature.
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Three years was not enough tinme for these patients to
have benefits that would show up, because the majority
of patients had an overwhelmng nunber of good
prognosis factors at tine of diagnosis.

Additionally, the disparity in d eason
Grade should not be considered paranount, because
nunber one, the deason Gade is only one of several
prognostic factors that were shown in this regard.
And the deason Gading in the US was done on
surgi cal specinens, not on biopsy specinens, which
| eads to an overal |l higher score.

Second, since nost clinicians in the U S
use PSA progression as a sign of biochem cal
recurrence, a lot of patients dropped out of the
trial, or were taken out of the trial to initiate
treatnment for recurrence.

In conclusion, let nme be the magnified
voice of the prostate cancer patients, even those as
yet undiagnosed, in urging this Conmttee to recomend
the approval for the proposed indications for Casodex
150. The benefits in the trials bestow hope that the

ravagi ng synptons of advanced prostate cancer can be
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forestall ed, and perhaps never experienced. Thank you
for your tine.

CHAI RPERSON PRZEPI ORKA: Thank you, M.
Ni ssenberg, for sharing your assessnent. Is there
anyone el se here who would like to speak at this tine?
In that case, | just want to say fromnyself and from
the Commttee that we are grateful to all these
speakers that we heard this norning for comng and
sharing with us your wisdom Thank you.

| want to nobve on now to the presentation

by t he Sponsor on Casodex, AstraZeneca
Phar maceuti cal s. Introduction will be given by Dr.
Kenneal ey.

DR KENNEALEY: Good norni ng, Madam Chair,

Menbers of the FDA Oncol ogi ¢ Drugs Advisory Comm ttee.

W are here today to present the Casodex dinical
Program in nen wth early prostate cancer. This
nmorning we will show the data that will denonstrate
the efficacy of Casodex in three large and distinct
subgroups of men with early prostate cancer and earn

your endorsenent of Casodex for these indications.

M/ name is CGerry Kennealey, and | am Vice President of
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Oncol ogy Research at AstraZeneca. | am a nedical
oncol ogist, and | have been associated with the
Cinical Devel opnent Program for Casodex since 1987,
when the Phase | clinical trials were first initiated
in nmen with advanced prostate cancer.

Were here today because AstraZeneca has
conducted the | argest ever random zed clinical program
in men wth prostate cancer. As  our dat a
denonstrates, Casodex 150 mlligranms significantly
reduced the risk of objective progression in these
men. However, the FDA issued a not approvable letter
in June, because of Ilingering questions about the
rel evance of these data to U S patients, so today?s
presentation wll answer the questions posed by the
FDA in their Briefing Docunent.

Wth regard to these questions, we wll
show you that Casodex offers inportant |ong-term
benefits to nmen with early prostate cancer. Ve wil
show that the nmen who derive benefit from Casodex can
be identified wi t hout resorting to gl obal
standardi zati on of d eason scores. W have identified

the nen initially treated for curative intent wth
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either surgery or radiation therapy who will benefit
the nost from Casodex therapy, and we wll show that
the data from non-U. S. patients nmanaged w th watchfu
waiting can clearly be applied to US nmen wth
prostate cancer. These data wll denonstrate that
Casodex 150 mlligrans deserves to be approved.

Over the next hour or so we wll present
these data. Dr. Howard  Scher is Chief of
CGenitourinary Oncology at Menorial Sl oan-Kettering
Cancer Center. Howard will discuss the need for new
t herapi es, such as Casodex, in the treatnent of early
prost ate cancer.

Dr. WIlliam See is Professor and Chairnman
of Wology at the Medical College of Wsconsin. He
will concentrate his presentation of efficacy on the
three subgroups of nmen for whom we are seeking your
endorsenent. Dr. See is a principal investigator in
Trial 23, the North American Trial.

Dr. Mark Soloway is Professor and Chairman
of Uology at the University of Mam, and Mark wl|
then review the safety data and the relevance of

Casodex to clinical practice in the United States.
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And finally, I wll return to the podium
together with ny colleague, Dr. Ceorge Bl ackl edge and
draw sonme conclusions from these data and resolve the
guestions posed by the FDA in their Briefing Docunent.

W have several external investigators
with us today who will be able to help answer your
questions. They are Dr. John Anderson, an investigator
in Trial 24; Dr. Peter lverson, who is the Principal
I nvestigator in Trial 25; and Dr. David Paul son, who
is Professor and Chairman of Urol ogy at Duke
University. In addition, there are a nunber of senior
clinicians and scientists from AstraZeneca who wll be

abl e to address these questions as well.

Now | will begin with a brief clinical and
regul atory overview of Casodex 150 mlligranms in the
treatnment of early prostate cancer. Casodex was first
approved in 1995 at the 50 mlligram dose for the
treatment of netastatic prostate cancer in conbination
with an LHRH analogue. In the seven years since
Casodex has been on the market in the United States,
and in 80 other countries, we have accunul ated one

mllion patient-years of experience, which neans a
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very conprehensive safety profile.

Casodex is orally bioavailable and has a
hal f-1ife of approximately one week, and this permts
conveni ent, once-daily oral dosing. Casodex does not
| ower t est ost er one. Therefore, when used as
nonot herapy, Casodex may avoid sone of the side
effects associated wth castration, such as hot
fl ashes, loss of bone mneral density, decrease in
sexual i nt erest and sexual function, and the
debilitating weariness referred to as asthenia. Thi s
slide shows the rationale and design for the Casodex
pr ogr am

Casodex denonstrated both single agent
activity and activity in conbination therapy in nen
with advanced ©prostate cancer. I nvestigators
therefore followed the breast cancer paradigm wth
Nol vadex, which was shown to reduce the risk of
di sease progression by 36 percent, when conpared to
pl acebo in the B-14 Trial. They decided to | ook at the
potential inpact of Casodex in nmen wth earlier
prost ate cancer.

As the endpoint of tine to objective
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progression has been accepted as valid by the FDA for
approval in trials in hornonally sensitive cancers,
the Casodex program was powered and prospectively
designed to show a benefit at this endpoint.

This slide from your Briefing Docunent
shows the extensive interactions that have taken place
with the FDA over the |ast seven years, beginning with
the agreenent on the endpoint of Tine to Progression
in 1995.

The FDA in their Briefing Docunent refers
to this as the sponsor? endpoint. It? not. It is a
standard endpoi nt. It?s commonly used in clinical
trials. It was agreed with the Agency in 1995, and it
was the endpoint upon which we decided to enbark upon
this very large clinical trial program The FDA' s
retrospective endpoint of timte to bone scan
progression was requested by the Agency in 1995,
followng the close of recruitnent to this 8,000
patient study.

The actual objective of the program as
agreed in 1995, was to determne the benefit of adding

Casodex 150 mlligrams to standard care for patients
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with early stage prostate cancer. Approval was to be
based on Tine to Progression, which was acceptable to
the FDA if seen in nore than one trial. Survival was
also an endpoint of this trial, and the FDA
acknowl edged that survival data would be inmmture at
the tinme of subm ssion.

To satisfy FDA requirenents, AstraZeneca
undertook three conplenmentary trials, prospectively
designed for a conbined analysis and stratified
geographically, as quality data from throughout the
world are acceptable to the Agency as the basis for
approval .

In establishing the Casodex 150 mlligram
Prostate Cancer Program AstraZeneca consulted wth
prostate cancer experts throughout the world. The

Casodex programis briefly outlined on this slide, and

Drs. See and Soloway will be reviewing the programin
much greater detail. However, it?s inportant to note
the follow ng points. A total of 8,113 nmen wth

| ocalized or locally advanced prostate cancer, were

recruited in less than three years -- it? a nonunent al
achi evenent -- from 353 centers, in 23 countries. This
S A G CORP.
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represents the largest clinical trial program ever
conducted in this disease.

The next two slides cover sone very
inportant definitions for this trial program
Local i zed di sease neans that the cancer is confined to
the prostate gland ? that is T1 or T2 disease, and
| ocally advanced disease is defined as disease that
has penetrated the capsule, and is designated T3 or
T4 di sease.

QG her inportant factors as defined by the
recent literature that would define patients at high
risk for progression include high PSA at diagnosis,
having a detectable PSA followi ng primary therapy, or
a higher biological aggressiveness as neasured by a
d eason sumof 7 to 10.

Adj uvant t her apy refers to t her apy
adm nistered after curative intent in the absence of
known, nmacroscopic, residual disease, and imedi ate
therapy refers to the use of a drug, such as Casodex,

the only therapeutic intervention for prostate
cancer.

The actual indications that we are seeking
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are outlined on these two slides. Casodex is indicated
as adjuvant therapy to surgery or radiation therapy in
patients with | ocally advanced prostate cancer who are
at high risk for disease recurrence. And Casodex 150
mlligrams is indicated as imediate treatnment of
| ocal i zed, non-netastatic prostate cancer in patients
for whom therapy of curative intent is not indicated.
To try and put it sinply, this slide shows

the patient subgroups we evaluated in this trial

program As Dr. Bill See will discuss, we are seeking
an indication for adj uvant t r eat ment fol |l ow ng
radi ati on therapy, adj uvant t r eat ment foll ow ng

radi cal prostatectony, and imediate treatnent for nen
with localized disease. The original indications for
Casodex, which we submtted |ast vyear, included
| ocal | y advanced di sease foll ow ng watchful waiting.

As described in the briefing docunent, the
FDA has concluded from the results of Trials 306 and
307 in nmen wth Jlocally advanced and netastatic
di sease, that an additional trial would be indicated
for this indication. For this reason, we are not

seeking approval for this indication at this tine.
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whi ch we are seeking approval, are int
binder, and we wll be referring

t hr oughout thi s norning.

34

e subgroups for
he back of your

to them often

Thr oughout our presentation we wll be

referring to a lot of figures, a lot of Tables, a |ot

of data, and Kapl an-Meyer curves. But as you heard

fromthe Patient Representatives earlie
we cannot |ose sight of the fact that
about nen with prostate cancer, many

devel op synptomatic, netastatic disease.

r this norning,
we are talking

of whom will

More inportantly, a new treatnent option

now exists. Casodex has the potential

onset of serious and pai nf ul

to delay the

di sease-rel ated

conplications in nen with prostate cancer. And now

[?211 turn the podiumover to Dr. Howard
descri be the unnet need for Casodex t

di sease.

DR SCHER Good norni ng.

Scher, who w ||

herapy in this

| 27m Howard

Scher, and I?"m Chief of the Genitourinary Oncol ogy

Service at Menorial Sl oan-Kettering Cancer Center in

New Yor k.
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As a nedical oncologist, | focus on
advancing therapy for patients with prostate cancer.
| ‘m i nvol ved in nedical decision nmaking for patients
with localized disease, and the treatnent of patients
wi th nore advanced and recurrent di sease.

This slide shows what |?m going to discuss
thi s norning. | ?7m going to denonstrate that patients
with prostate cancer would benefit from additiona
treatnment options. | wll show where, in the spectrum
of the disease, additional options are needed. The
spectrum includes newy diagnosed patients wth
| ocalized cancers who are at risk for recurrence, and
patients considered for watchful waiting.

Prostate cancer constitutes a real and
significant health care problem in the United States
today. One hundred and ei ghty-nine thousand nmen wll
be diagnosed wth the disease this year
Unfortunately, despite advances in treatnment of early
di sease, many patients wll fail therapy and die,
Thirty-thousand nen this year alone. These patients
of ten experience severe and debilitating synptons from

their cancers, which results in a significant
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deterioration in the quality of their |ives.

Furthernore, patients who fail surgery or
radiation suffer significant nmorbidity from the
castration options that are currently available. This
i ncludes hot flashes, loss of libido and fatigue. So
what treatnents are available for nmen wth early
prostate cancer in the United States?

There are a nunber of options. A patient
may elect to undergo therapy with curative intent by
radi cal prostatectony or radiation therapy. The
choice is determned by considering characteristics of
t he patient?s cancer, their age, concom t ant
nmorbidities and preference. A patient may opt, or nay
be advised to defer treatnent and undergo active
surveillance, or watchful waiting, or a patient may
elect to undergo castration-based therapies in the
hopes of slow ng the progression of their disease.

This slide summarizes data from six
prostate cancer registries. It shows the frequency of
use of the individual primary therapies for early
prostate <cancer in the United States. Radi cal

prostatectony is the nost frequently chosen primary
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treatnent option. Radi ation therapy is second, and
hornmonal therapy is third. But it is inportant to
note that upwards of 20 percent of patients choose or
are offered the option to defer therapy, otherw se
known as watchful waiting, upon the initial diagnosis.
And an additional 10 percent are treated wth
hor monal therapy al one. This group now accounts for
approximately 31,000 patients per year in the United
St at es.

This slide shows the spectrum of prostate
cancer from diagnosis to death. It includes both
newy diagnosed and treated patients in a disease
cont i nuum Patients with clinically |localized or
clinically locally advanced disease are treated by
surgery or radiation, but are at risk for disease
progression to the state of a rising PSA. The risk of
progression increases with the extent of the disease
or T stage, the level of PSA and the grade of the
t unor.

Once the patient has reached the state of
arising PSA, he is then at risk for progression to a

state of clinical netastasis. At this point, there is
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a transition to the nore lethal form of prostate
cancer because the norbidity of the disease increases
significantly, as does the risk of death from prostate
cancer. The goal of therapy at any point in the
illness is to prevent or delay progression to a nore
advanced state.

What happens when primary therapy fails?
Typically, this is first manifested as a rising PSA
It is a sign that the cancer has not been cured. At
this point, many nmen are offered castration. PSA
progression is followed by objective progression on a
bone scan or other imaging study. It is at this point

forward that a patient? quality of life deteriorates

both fromthe disease and its treatnent. It cannot be
cur ed. The disease itself can cause bone pain,
anem a, fatigue and/or spinal cord conprom se. And

the castration-based therapies that are currently
available for PSA or objective progression are
associated wth wunacceptable side effects for many
patients. W clearly need better options to delay
di sease progression, and an option which we can

discuss with our patients who are at high risk for
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failure. So who are these patients?

The level of prostate specific antigen,
or PSA in the blood, approxi mates the volune of cancer
present. The higher the level, the nore advanced the
di sease. For patients who are treated with radiation
therapy, there 1is a higher risk of recurrence
depending on the baseline PSA at the tine the
treatnment is initiated.

As shown, patients with a baseline PSA
| evel of 10 or nore have a 60 to 70 percent risk of
failure in just four years. The goal of treatnent for
such a high-risk patient is to avoid or delay disease
progression. The sane relationship holds for patients
treated by radical surgery. The risk of progression
increases with the level of PSA at the tine of
surgery. Unfortunately, many patients are not cured.

Patients who have a higher T stage
pat hol ogi cal | y assessed at surgery, are also at higher
risk for progression to the state of a rising PSA
Pat hol ogically localized TI1, T2 tunors have a
relatively low rate of progression at 10 years. But

as the disease becones nore extensive, i.e., there is
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penetration through the capsule or into the sem nal
vesicles, the risk of failure exceeds 30 percent at 10
years.

Now let? focus on the 20 percent of
patients who are treated with watchful waiting. Wat
is the effect of no active treatnent, and do these
patients also need additional options? Wat chf ul
waiting 1is a conscious decision, or a formal
recommendation to undergo no immediate therapy after
the diagnosis of prostate cancer is established.
These patients are felt to have conpeting causes of
nmorbidity or nortality that exceed the risk of
synptons or death from prostate cancer, or wsh to
avoid the conplications and side effects of radiation
t herapy or surgery.

These data are summarized froma series of
databases of United States patients. The data
denonstrate that there is a very consistent profile of
patients who may elect to undergo watchful waiting.
As shown, the age is generally between 70 and 74
years. Baseline PSA is about 6, and upwards of three-

quarters will have PSA levels greater than 4. The
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majority have noderate to | ow grade di sease, d eason 6
or |ess. But despite our best efforts to select
patients for wat chf ul wai ti ng, a signi ficant
percentage progress, and they do so wthin a
relatively short tine frame. These patients then
require treatnent to control the disease.

As is the case for patients who are
treated wth radiation therapy and surgery, the
probability of requiring treatment within a 2 year (in
orange), or a 5 year period (in blue), increases wth
the baseline level of PSA These patients mght be
better served if there was a better-tol erated option
to prevent or delay disease progression, thereby
reduci ng the need for secondary therapy.

To summarize, the patients in need for
additional options are: patients at high risk for
progression after radiation therapy or surgery;
patients wth |localized disease who are initially
offered or who select watchful waiting. Bot h groups
mght be better served by imediate or adjuvant
treat nment. So is there a need for additiona

treatnent options?
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Prostate cancer represents a significant
heal t hcare chall enge. Radi ati on therapy and radical
surgery is not curative for many nen. These patients
are at risk of objective progression, at which point
their risk of death from prostate cancer increases
significantly. Preventing or delaying progression can
allow nen to avoid the debilitating effects of their
cancers. Castration, the only systemc option
available at this tinme, is not acceptable to nmany nen
because of the side effect profile.

Watchful waiting is appropriate for sone
patients. It is wdely practiced in the United
St at es. These patients would also benefit from
better- tolerated alternatives to prevent disease
pr ogr essi on. So the answer is yes, there is a need
for better options. Thank you.

I would now like to introduce ny
coll eague, Dr. WIlliam See, who will present the Early
Prostate Cancer Developnment Program for Casodex 150

mlligrans.

DR SEE Thank you, Dr. Scher. CGood
nmorning. M nane is WIlliam See. | am Professor and
S A G CORP.
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Chief of the Departnment of UWology at the Medical
Col | ege of Wsconsin. 1?mspeaking to you this norning
as one of the Principal Investigators for Trial 23,
the North Anerican Trial.

Now | ?ve been asked to address one m nor
housekeeping item Dr. Kennealey alluded to sone
definitions that are used in this clinical trial, and
we noted that you were searching your binders for
t hose. Those are located on the outside of the back
cover of your binder.

Now |?ve been an investigator in this
trial program since its inception. Many of ny
personal patients are included in this trial, and I am
intimately famliar with the details of this program
as well as the results.

Wat | wll denonstrate to you this
morning is a very robust effect of Casodex in reducing
the risk of progression in patients with prostate
cancer, an effect which is clearly denonstrated by the
data, and these data strongly support the clinical
benefit and use of Casodex for specific patients in

this country with early prostate cancer.
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| 2ve organi zed ny presentation as follows.
First, I will review the objectives, the design, and
the relevance of the EPC program I will then
denmonstrate the efficacy results of the Casodex 150
mlligram dose program and | wll place special
enphasis wupon those patient populations who see
greatest benefit from Casodex in the EPC trial
program Specifically, patients at high risk for
di sease progression managed in either the adjuvant or
the imedi ate therapy setting. And finally, | wll
summarize the data analysis of other «clinically
rel evant endpoi nts.

The Casodex 150 mlligram trial program
was designed to answer a straightforward question.
The program was designed to determne the clinical
benefit of Casodex at the 150 mlligram dose,
adm ni stered as therapy in addition to standard of
care for patients with non-netastatic prostate cancer.

Patients participating in this program
constituted two principal groups. Those patients
treated with curative intent with either radiation or

surgery, or those patients being managed by watchful

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

45

wai ting, in which the physician or the patient did not
consi der curative therapy to be a preferred option.

Qur primary hypothesis was that Casodex
woul d del ay progression and inprove survival relative
to placebo in patients with non-netastatic prostate
cancer, irrespective of their primary treatnent
nodal ity.

The program consisted of three clinical
trials, which were all random zed, prospective, double
masked, and placebo controll ed. The statistica
consi derations for the trial programare shown on this
sl i de.

It was estinmated that 7,500 patients woul d
be required to detect a 15 percent reduction in the
rate of progression at a mninmum followup of two
years. And inportantly, the plan for a conbined
stratified analysis was prospectively defined in the
protocols, and is justified on the basis that the
individual trial prograns were simlarly designed and
used identical primary, as well as secondary outcone
endpoi nt s.

As |1?e nentioned, the trial program
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consi sted of three different clinical trial protocols.
And as you heard, these were conducted around the
wor | d. By design, these trials were designed to
capture patients constituting the entire spectrum if
you will, of non-nmetastatic prostate cancer. Wi | e
the overall design of each trial program was
fundanentally simlar, differences in eligibility
criteria and prior treatnment across the three trial
prograns were intended to capture the spectrum of
early prostate cancer patients.

Trial 23 shown here was carried out in
North Anerica, predomnantly in the United States.
Patients in this trial treated with either radiation
or radical prostatectony were random zed to receive
either two years of adjuvant therapy with Casodex at
the 150 mlligram dose, or placebo. Across the
di sease continuum Trial 23 was designed to capture
patients with earlier stage disease at a relatively
| ow probability for disease progression.

Consequently, patients at high probability
for disease progression were specifically excluded

from this trial. These included node-positive
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patients, or patients with a pre-treatnent PSA greater
than 20, if their nodal status was not previously
pat hologically defined. And in order to allowthis to
be a truly adjuvant trial, patients wundergoing
wat chful waiting were not eligible for inclusion.

Now Trial 24 was carried out principally
in Europe, and included patients at higher probability
for di sease progression. Included in this trial were
node-positive patients, and those undergoing watchful
waiting as their primary treatnent nodality. Patients
in this study in the adjuvant setting received
treatnment for a duration of five years, whereas those
on watchful waiting continued wuntil the tinme of
di sease progression. And finally, Trial 24, carried
out in Scandinavia constituted the other end of the
di sease continuum and constituted those patients at
hi ghest probability for disease rel apse.

To that end, patients at |ow probability
in this trial were specifically excluded. And so, if
you had a prostatectony and your PSA was non-
det ecti bl e, or your nmargins were negative, and

consequently were at low risk, you were not eligible
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for this trial program Patients in Trial 25 received
therapy until the time of di sease progression.

There were two primary efficacy endpoints

for this trial program These were objective
pr ogr essi on, which did not i nclude  bi ochem cal
rel apse, and survival. oj ective progression in this

program was designed as di sease progression confirned
by bone scan or other inmaging technique, biopsy-proven
| ocal progression or death from any cause. In a
specific effort to avoid any bias related to treatnent
effect from the active agent, all patients were
required to have bone scans at two year intervals.

The second primary endpoint of this tria
program was survival . Il wll tell you that given we
only have three years of followup in this trial
program survival and prostate cancer in this trial is
I mmat ur e. Consequently, 1?m going to be focusing on
the outcone data for the primary endpoint of objective
di sease progression.

Now there were secondary endpoints shown
her e. Time to PSA progression, as we?ve heard from

sone of the initial speakers, is a disease-relevant
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endpoint in this country. In US. practice, PSA
progression is wdely considered to inply primry
treatnent failure, and often serves as a pronpt for
t he initiation or institution of second- i ne
t her api es. Additional endpoints included tine to
treatnent failure, and finally, tolerability and
safety, which will be addressed by the next speaker,
Dr. Mark Sol ownay.

The baseline characteristics across the
two arns of the overall trial program were very
simlar. However , not surprisingly, given the
differences in the eligibility criteria betwen the
three different clinical trial prograns, there were
sonme inportant differences in denography across the
three trials.

Patients in the North Anerican trial
Trial 23, were the youngest with a nmean age of 64. In
addition, they had the highest percentage of a
mnority group wth 12 percent African American
partici pation. They also had the highest percentage
of treatnent with curative intent, with 80 percent

havi ng radi cal prostatectony.
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At the other end of the spectrum in Tria
25, in the Scandinavian trial, this was a very
honogeneous population, the mgjority of which were
managed by wat chful waiting.

I n t he overal | trial program
approximately two-thirds of patients have clinically
| ocal i zed disease, and few than 2 percent of patients
had node-positive di sease. However, patients in Trial
23 had the highest percentage of |ocalized disease, 74
percent, and the lowest PSA was also noted in Trial
23. Here nedian PSA was 7.1, conpared to 17.1 in the
Scandi navian trial. These data suggest that patients
at highest risk for disease progression were, in fact,
inthe non-U. S trials.

There are sone additional differences
between trials in terns of d eason scoring. Patients
in Trial 23 appear to have a higher percentage of
nmoderate to poorly differentiated tunors. Now you
m ght justifiably ask why is this?

You wll recall that the majority of
patients in Trial 23 had pathologic definition of

their deason sum based upon the fact that the
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majority had undergone radical prostatectony, in
contrast to Europe and Scandinavia where the majority
of  eason scores were derived from bi opsy speci nens.

There?s also an interesting trend in the
United States to upgrade d eason sunms. This slide is
derived from the CaPSURE database of over 7,200
patients, and it illustrates what has happened over
the | ast decade for the use of 3 eason scoring in this
country.

Over the past decade, we see a clear trend
by pathologists to decrease the use of the d eason
range from 2 to 4, and to increase the use of
internediate to high deason Scores from5 to 7. This
does not reflect a change in the fundanental biology
of prostate cancer, but rather reflects a grading
shift anong American pathologists in deason scoring.
This shift, together with the fact that d eason
scores in Trial 23 were primarily derived from radical
pr ost at ect ony speci nens expl ai ns t he appar ent
di sparity between d eason score and other clinical
indicators of tunmor biology in Trial 23.

l?ve told you the EPC Trial Program
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represents a broad conti nuum of the di sease process we
refer to as prostate cancer. It includes patients
with relatively lowrisk, early disease, such as the
subset seen in Trial 23, as well as patients wth
hi gher  tunor bur dens, such as those seen in
Scandi navi a and Eur ope.

Now patients in Trial 23 represent a
subset of the overall trial program with the | owest
tunor burden as evidenced by their clinical stage and
pre-treatment PSA. However, it?s inportant to
recogni ze that Trial 23 is not only a subset of this
overal | clini cal trial pr ogram but in fact,
represents a subset of patients with prostate cancer
whi ch we encounter and manage in the United States.

Conversely, Trial 24 and 25 included
hi gher-risk patients. But here again, these patients
are found not only in Europe and Scandinavia, but
represent a significant proportion of the nmen we
manage in this country. Based upon our know edge of
stage, PSA and primary therapy in those patients, we
can extrapolate the results of the non-U S trials to

U.S. clinical practice.
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| would now like to share with you the
efficacy results from the largest clinical tria
program ever conducted in early prostate cancer. This
is a very inportant slide. It illustrates the Kapl an-
Meier plot for the prospectively defined primary
endpoint of time to progression by the overall
anal ysi s. Remenber that this trial was designed to
detect a 15 percent reduction in the risk of objective
di sease progression relative to the placebo-controlled
gr oup.

Patients in this slide are represented by
the orange Iine. Wat we see is a 42 percent
reduction in the risk of objective disease progression
associated wth the use of Casodex. This 42 percent
reduction is a highly statistically significant
di fference.

This slide illustrates the benefits of
Casodex 150 mlligranms for treatnent groups according
to their primary standard of care. Casodex reduced
the risk for objective disease progression regardl ess
of the primary standard of care, and this robust

clinical benefit was observed for all groups. So
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irrespective of whether you were treated with radica
pr ost at ect ony, radi ot her apy, or watchful waiting,
there was a statistically significant benefit in favor
of Casodex for the reduction in the risk of objective
di sease progression.

Now t here were sone differences across the
three trial prograns for these endpoints. The |argest
difference between the two treatnment arns was observed
in Trials 24 and 25. In the North American Trial
Trial 23, we do not see a difference in tine to
progression between the two treatnment groups at this
point in tine.

Renmenber though, these are the patients at
| onest risk for disease progression, as shown by the
| ow event rate in the placebo arm and as evi denced by
their pre-treatnment PSA and clinical stage. Thi s,
however, does not inply sonething different about
patients with prostate cancer in this country. In
fact, sone additional data | wll now show you
provides insights into the results of Trial 23.

Let?s shift for a nonent from the endpoint

of objective disease progression and |look at the
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effect of Casodex on biochemcal failure for the
overall «clinical trial program Thi s Kapl an- Mei er
plot for PSA progression, with Casodex shown by the
orange line, denonstrates a 59 percent reduction in
the risk of PSA progression associated with the use of
Casodex.

Interestingly, and in contrast to what we
saw for the endpoint of objective disease progression,
the effect of PSA on PSA progression was consistent
and significant across the three trial progranms. Wen
we |look at PSA progression, not only do we see a
benefit in Trials 24 and 25, but now we see a
statistically significant clinical benefi t for
patients enrolled in the North Anmerican Trial, Trial
23. This is an inportant observation.

In US. practice, PSA progression 1is
regarded as treatnent failure, and frequently triggers
the initiation of systemc therapies, specifically
hornonal deprivation. Consequently, as we?e heard, a
treatnment that delays PSA progression is clinically
rel evant.

Even so, these data beg another inportant
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question. Wy do we see an effect in Trial 23 on PSA
pr ogr essi on, but not an effect on obj ective
pr ogr essi on?

I previously indicated to you that
patients in North Anmerica often receive hornona
therapy at the first evidence of PSA that s,
bi ochem cal di sease progression. |t appears that this
was true in Trial 23. In Trial 23, five tines as nany
patients in the placebo arm as conpared to Trials 24
and 25, had nedical castration therapy introduced in
the absence of objective clinical progression. Thi s
truly confounds our ability to interpret the effect of
adj uvant hor nonal therapy for objective disease
progression in Trial 23. Wat, in essence, we?ve ended
up with is immedi ate adjuvant therapy, or very early
androgen deprivation therapy at the first evidence of
bi ochem cal progression.

Interestingly, one could argue on that
basis that in Trial 23, the nost interpretable and
rel evant endpoint could be an analysis of tine to
first progression, or the addition of second I|ine

t her apy. This is the analysis that is shown on this
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sl i de.

Wen we perfornmed this analysis, now not
only do we see a statistically significant effect in
Trials 24 and 25, but now we see a statistically
significant reduction in the event rate in Trial 23 in
favor of Casodex.

Let?s return now to a discussion of the
primary data from the EPC trial program You w ||l
recall that the FDA has also asked these data to be
presented according to an analysis of bone scan
confirmed progression over the first two years of the
trial. These data are shown here.

A highly significant reduction in the risk
of devel oping bony netastasis was seen in the overal
analysis, as well as in Trials 24 and 25. These data
are consistent with, and support the validity of the
primary protocol-defined endpoint of tine to objective
pr ogr essi on.

Therefore, what we have denonstrated from
the data in the primary prospectively defined analysis
is a significant overall effect on the clinically

rel evant endpoi nt of objective disease progression, a
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reduction in the risk or progression irrespective of
the primary treatnment nodality, whether it was radica
prost at ectony, radiotherapy, or watchful waiting. And
finally, a statistically significant benefit in two of
the individual trials. But what about Trial 23?

In addition to the fact that patients in
this trial constituted the |owest-risk subset for
di sease progression, the results of this trial have
been clouded by the early use of second |ine hornbna
therapies at a tinme when we do not see benefit for the
primary protocol endpoint.

Consequent | y, al t hough an overal |
treatnment effect has been seen, we have to ask the
question, who benefits nost? And in truth, the FDA
has asked the sponsor to specifically define the
target patient population for this treatnment strategy.

First, l et?s  consider the potentia
patient treatnment groups and treatnent settings. This
slide denonstrates a matrix of potential treatnent
groups based upon either adjuvant or immedi ate
treatnent, and segregated by localized versus locally

advanced di sease. Let?s start by looking at the
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adj uvant treatnent setting.

This is the Kaplan-Meier plot for tine to

objective disease progression in patients wth
| ocalized disease receiving adjuvant treatnent.
Al though there is a trend towards a benefit in favor
of Casodex, at this point in tinme the nunber of events
are |ow And consequently, the sponsor would not
focus on this specific subset of patients. So while
the current data does not support a use of Casodex as
adjuvant therapy in patients wth |ocalized disease, |
wi Il now show you data strongly supporting the use of
this treatnment strategy in patients wth locally
advanced disease at high risk for disease recurrence
followng therapy with curative intent with either
radi ati on or radical prostatectony.

Let?s first talk about patients treated
primarily with radiation therapy. Based wupon the
literature, patients at high risk for failure of nono-
nmodal ity radiation therapy include those patients with
clinically staged, locally advanced disease, and an
el evated pre-treatnent PSA

Mul tivariate analysis of the data fromthe
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EPC Trial Program confirned the relevance of these
factors in our trial, and subgroup analysis data that
| ?m now going to show you confirm that there was a
mar ked benefit for Casodex in this specific subset of
patients.

This is the Kapl an-Mei er progression curve
for high risk radiation therapy patients, defined as

having locally advanced disease and a pre-treatnent

PSA greater than 4 mlligrans. Patients in the
Casodex arm are illustrated in the orange Iine.
Overall in this high-risk group of patients, the use

of Casodex reduced the risk of objective disease
progression by 61 percent. This was a highly
statistically significant benefit in favor of the
active agent.

Let?s nove on now to patients treated by
radi cal prostatectony. The literature suggests that
those patients at greatest risk for failure of
surgi cal nono-therapy are those wth |ocally advanced
di sease, or a detectable post-operative PSA or an
el evated pre-operative PSA, or a deason sum greater

than 7.
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As was the case for the radiation therapy
group, multi-variate analysis of data from our
specific trial on radical prostatectony patients
confirnmed the prognostic inportance of these variabl es
in our trial. | will now show you data from this
specific subset of patients that confirns a benefit
for Casodex in reducing the risk of objective
pr ogr essi on.

This slide illustrates the Kaplan-Meier
time to progression curve in pathologically staged
| ocal |y advanced prostate cancer patients at high risk
for disease progression defined as a pre-treatnent PSA
greater than 10, or a detectable post-prostatectony
PSA, or a deason sum greater or equal to 7. The
Casodex patients are shown, once again, in the orange
l'ine. Overall in this high-risk group of patients,
Casodex reduced the risk of objective progression,
that clinically relevant endpoint in patients wth
this disease, by 47 percent, a highly statistically
significant benefit.

In reviewing the patient populations who

are candidates for this treatnment strategy, wile
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again we don?t see an indication for |ocalized disease,
we do see a clear treatnment effect for high-risk
patients who are treated initially wth curative
intent with either radiation or radical prostatectony.

Let?s now transition to this other subset
of patients. Let?s talk about the use of Casodex as
imedi ate therapy as an alternative strategy. These
are patients who are not considered candidates for
therapy with curative intent. These are the so-called
wat chful waiting patients.

Dr. Kennealey, in his presentation, has
hi ghlighted sonme of the controversies regarding the
use of Casodex as immediate therapy in patients with
| ocal | y advanced di sease. A ven these controversies,
the sponsor is not requesting an indication for this
subset of patients. However, what | will now show you
are data that strongly support a treatnent benefit for
Casodex given as immediate therapy in patients wth
| ocal |y advanced di sease as an alternative to watchfu
wai ti ng.

This is the Kaplan-Meier curve for tinme to

obj ective di sease progression for Casodex adm nistered
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as immedi ate therapy, rather than watchful waiting.
Casodex patients are shown by the orange |Iline.
Overall, Casodex reduced the risk of objective disease
progression in this subset of patients by 35 percent.
This is a clear and highly statistically significant
benefit in a subset of patients for which no standard
of care exists today.

Now t hese data come from Trials 24 and 25,
so the real question is whether these data can be
applied to patients managed by watchful waiting in
this country.

Dr. Scher has shown you sone of this data.
W believe on the basis of simlarities between
patients managed in the EPC trial program and those
being managed by watchful waiting in this country,
that there is an absolute relevance of this strategy
for the use of this agent.

The simlarities between the EPC patients
and patients wth watchful waiting taken from a
spectrum of United States databases show that the
groups are conparable in terns of mean age, nedian

PSA, the percentage of patients wth pre-treatnent
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PSAs greater than 4, and the percentage of patients
whose d eason sumis |less than 6.

Based wupon the simlarities of these
inmportant biologic factors, we can see that patients
in the United States nmanaged by watchful waiting have
a simlar risk of disease progression conpared to
those managed in Europe and Scandi navi a, and
therefore, they will benefit the sanme as patients in
those trials.

Prostate cancer is the same the world
over. The last tinme | checked, prostate cancer doesn?
need a passport. Therefore, as we review the patient
matrix, the EPC trial program provides data strongly
supporting the use of Casodex as imediate therapy in
patients with |ocalized di sease who are not candi dates
for therapy of curative intent. This is in addition
to the data | showed you that strongly denonstrated a
treatnment effect in the adjuvant setting for patients
with locally advanced, that 1is, high-risk, disease
followng therapy of curative intent wth either
radi ati on or radical prostatectony.

As | nmentioned to you earlier, the
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survival data are sinply immature. This is the
Kapl an-Meier plot of survival for the EPC Trial
Pr ogram Renmenber, this is a disease, the outcone of
which we gauge in terns of 10-year survivals, and
today, we are at only a nedian of 3 years of follow
up. Interestingly, however, that 3 years of follow up
has been sufficient to denonstrate a benefit for
obj ective di sease progression.

Now there is one thing that? inportant to
take away from this slide. You will note that there
was no difference between the treatnent arns for non-
prostate cancer deaths. This observation supports the
wel | -established safety profile of this specific
agent .

So in summary, the data fromthe EPC tri al
program at a nedian followup of 3 years shows that
for the overall trial program there is a 42 percent
reduction in the risk of objective, clinically
rel evant di sease progression. For specific subsets of
patients at high risk and in need of therapy, we see a
61 percent reduction in the risk of objective disease

progression for high-risk radiation therapy patients,
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a 47 percent reduction in the risk of objective
di sease progression in high-risk patients follow ng
radi cal prostatectony, and a 35 percent reduction in
the risk of progression in patients who would have
historically be managed by so-call ed watchful waiting.

| can tell you that wth additional
followup now out to 4.2 years, the data confirns
these sane observations, so this trial program has
showmn a significant treatnment effect for a clinically
rel evant di sease endpoint. The treatnent benefit was
observed for subgroups of patients for which no
standard of care currently exists today.

As a clinician, | strongly believe that
Casodex 150 mlligrans fulfills an unnet and
clinically inportant need. Thank you very nuch for
your attention this norning.

| would now like to turn the podium over
to ny colleague, Dr. Mark Soloway, who wll be
presenting data on the safety of Casodex at this dose.
Dr. Soloway will also address the relevance of the
dataset we have presented today to clinical practice

in the United States.
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DR SOLOMY: Thank you, Bill. That was
really an inpressive anount of data, and | know not
easy to absorb all of it inalimted period of tinmne.

By way of introduction, ny nanme as
i ndi cated, Mark Sol oway. |?m Professor and Chairman of
the Departnent of Wology at the University of Mam,
in Mam, Florida. In addition to ny hat as chair,
and many of you in this room have a Ilot of
admnistrative responsibilities, | see about 100
patients a week as a urologic oncol ogist. Hal f of
them are prostate cancer patients, and 1?%e been
involved with the Casodex program for a nunber of
years, and have been participating in the Casodex 150
EPC Program as wel | .

Today, | want to initially present to you
the safety profile related to Casodex 150. I will
then enphasize sonme of the factors involved wth
quality of |ife, concentrating on sexual function, on
bone mneral density issues that relate to various
treatnents, particularly forns of androgen deprivation
related to prostate cancer. And then | want to

address the <clinical relevance of this dataset to
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individuals, such as nyself, nedical oncologists,
radi ation oncol ogi sts in t he United St at es,
particularly highlighting the favorable benefit-to-
risk ratio of this drug.

W have an extensive database related to
Casodex 150 which is, as many of your know, or sone of
you know, marketed already in over 50 countries around
the world, and nost recently in Canada, as well. So
there are, in fact, over 29,000 patients years of use
of Casodex at the 150 mlligram dose. And in essence,
adverse events are generally quite mld and
predictable from the pharmacologic action of this
conpound.

Now in the EPC program which Dr. See went
through with you in detail, | think you?ll note that if
we | ook at adverse events here as indicated on this
slide, clearly the nost common are breast pain and
gyneconasti a. But also of note, one wll see that
typical effects that one sees wth the current forns
that we have available of surgical or nedi cal
castration, if we look at asthenia, if we |ook at

i npotence, if we |look at hot flashes, they?e al nost
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t he sane between the Casodex 150 and pl acebo, so that?s
a dramatic difference from what we currently have
avai l abl e for our patients.

Now the next slide shows w thdrawal from
therapy on the EPC program And again here we? | note
that the nost common reason for withdrawal, in fact,
is adverse events fromthe Casodex 150 group. And in
the placebo group, the nost common reason 1S
progression fromtreatnent.

On this slide we see the nost common
adverse events leading to withdrawal, and as | said,

and expected from the way Casodex works, it is due to

gynecomastia and breast pain. A small nunber of
patients withdrew due to asthenia or abnormal |iver
functi on.

It is inportant to note that the incidence
of severe hepatic toxicity was very |low indeed. And,
in fact, abnormal [|iver function studies when they
recur related to Casodex are wusually reversible
despite continued therapy. The few patients who did
have severe hepatic toxicity or excuse nme, hepatic

abnornalities, elevated LFTs, were in fact related to
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liver metastasis fromtheir prostate cancer

The incidence of adverse events and
adverse events leading to death for patients on
Casodex 150 are quite simlar, as you see Casodex and
pl acebo. And the events were of the type to be
expected from an older population, strokes, heart
attacks, COPD risk problens, et cetera. So I think in
conclusion, regarding the safety profile of Casodex
150, it is a favorable profile. That?s how | would
l ook at it.

Wiile there are tolerability issues to be
considered, there are no serious safety issues wth
this conmpound, and they are consistent with the known
safety profile of Casodex from the many patients who
have gone on previous trials.

The side effects observed are, in fact,
wel | -characteri zed, theyre predictable, they are
generally mld to noderate, and consistent, as |?ve
mentioned, wth the known pharmacology of this
pr oduct . The main tolerability issues clearly are
gyneconastia and breast tenderness.

Currently, many  urol ogi sts, radi ation
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oncol ogi sts and nedical oncologists use nedical or
surgical castration in patients with non-netastatic
prostate cancer. That is a quantum difference than
what we saw 10 or 15 years ago, when nost of our
patients, in fact, had netastatic disease, and that?s
where we wused the androgen deprivation. In fact,
despite limted clinical trial data, the nobst common
use of LHRH analogs in the U S. today are in patients
with non-nmetastatic prostate cancer; that is, the
rising PSA.

Surgical or nedical castration, as we
know, is associated with a list of adverse effects
which significantly alter a patient? quality of life.

And sone of these adverse events are seen here, hot

flashes often requiring, certainly in ny practice,

addi ti onal treat nment, erectile dysfunction or
i npotence, loss of libido. Inportant one for nen who
are Vvigorous, who have occupati ons, att or neys,

physi ci ans, accountants, et cetera, is their cognitive
function. And there is now energing data that typica
forms of androgen deprivation; that is surgical or

nmedi cal castration alter this not insignificantly.
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And sonething that | think wll becone
nore inportant over time is that with increasing use,
duration of androgen deprivation, particularly again
referring to the nedical or surgical castration that
we use, be it orchiectony or LHRH analog, there?s a
progressive loss of bone mneral activity, and thus,
ost eopor osi s. And | think in the future, this is
going to be a major problemwe? | have to address.

Vell, Casodex 150 is a different type of

androgen deprivation. It is a potent anti-androgen
with a once-daily pill, and I think this is inportant,
one, for conpliance having a once a day pill, but also

because it frees the patient?s schedule from having to
go to the physician every three or four nonths for
that injection. It puts them a little bit nore in
control . Since testosterone is nmintained, there? a
different side effect profile. And, in fact, sexual
function and aspects of bone mneral density are, in
fact, retained with Casodex.

Now really quite forward | ooking, renenber
when this trial was designed, the Scandi navian group

decided for patients who had nornmal erectile function
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going onto the trial that they would use a validated
guestionnaire, and at regular intervals they would ask
the nmen to fill out this questionnaire. Now we say
oh, that? a natural, but this is several years ago
when they did this. And this |ooked at sexual
function and sexual frequency.

And if we look at the data on the next
slide, and again, this is one of the |argest data sets
asking these questions in nmen with prostate cancer, |
think you will note that there?s very little difference
between the Casodex 150 and placebo, and this is
questions related to sexual function.

Now again, those of you who are famliar
with various forns of androgen deprivation which | ower
testosterone, orchiectony or LHRH anal og, there would
be a very dramatic difference here. And the next
slide shows in the questions related to sexual
frequency, again not nuch difference between Casodex.
It?s a little bit lower, but dramatically different
than one would expect if these patients had an LHRH
anal og, for exanple.

Next slide. Now there is energing data,
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and this is one analysis, of nmen who received an
orchi ectony, conparing to age-matched patients in the
popul ati on, and they |looked at the nunber of
osteoporotic related fractures. And as you can see,
as tinme goes on, those nunber of fractures increase on
men who have had an orchiectony. And there are
several publications now that corroborate that this is
t he case. And these, of course, add to additional
norbidity for these patients when they occur.

To address this, AstraZeneca perfornmed a
prospective random zed study of 103 nen who either had
Casodex 150 or an LHRH anal og, and used the standard
test dual emssion x-ray absorption to nonitor bone
m neral density at indicated tinmes. And it? actually
pretty dramatic. If you note that the LHRH anal og
group in the blue on the bottom bottom because their
bone mneral density dimnished over tine. And by
week 96, there is a 5 percent loss. That?s already in
week 96, two years. And the level of mnus 5 percent
is where you start seeing osteoporotic fractures.

In contrast, the nmen who took Casodex 150,

theyre above the line and retained the bone mneral
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integrity. And as | said, when we?e tal king about nen
who, if they elect androgen deprivation for rising
PSA, they may be on these ?- they may have orchiectony
or an LHRH analog for many years. And | think in the

future this is going to be a najor problem

Well, as a clinician who practices in the
U S., obviously, like many of you, there are clinica
scenarios for which | would like the opportunity to
discuss, and if | discuss, | would Ilike the

opportunity, of course, to prescribe Casodex 150. Now
this would include ©patients who have received
radi ation t her apy, who have had a radi ca
pr ost at ect ony, or who may be electing watchful
waiting. And by know edge, by your know edge, by the
patient?s know edge, and patients are pretty sharp
t hese days, and you heard sonme of them earlier today,
they are at high risk for recurrence or progression of
their disease. And I?m going to give you a couple of
exanples from ny practice, which I hope wll bring
t hi s hone.

This first gentleman is 68 years old. He

had his cancer diagnosed, so often comon scenari o.
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H s PSA was el evated. It was 12. 3. He had a bi opsy
after the digital exam was noted to be abnornmal. He
was classified as T3, so it was felt that the tunor
was just outside the prostate, probably into the
capsule. deason Score on the biopsy 4 plus 3, and he
elected to have external beam radiation therapy, 3-D
conf or nal t her apy, which is a very reasonable
alternative for him

Not surprisingly as many of our patients,
he was surfing the net and he pulled up one of the
nonograns which are, in fact, patients know them nore
than | do at tines, and he says, you know, Dr.

Soloway, ny clinical recurrence rate is about 50

percent. And he said, "CGee, | want additional
t her apy. [ 27m not happy w th that. But on the other
hand, | don?t want the side effect profile that |?m

aware of with an LHRH anal og."
Wl |, based upon this information we heard

today fromthe large, and | think it? quite |large, EPC

Program we know that Casodex therapy will reduce his

risk of progression by 61 percent. | think given this

information, |, as a treating physician, would Iike
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the opportunity to discuss this approach with him
And then, of course, discuss it. One would want the
opportunity to prescribe Casodex 150. He may or may
not elect to have it, but | think that opportunity,
particularly with the favorable side effect profile of
this agent, should be reasonable and available to the
patients.

Now the next case is a nore very recent
gentleman, 65 years old, recently treated | should
say. H's PSAwas 8 He had a clinical T2 |esion, and
| performed a bilateral pelvic |ynph node dissection
radical prostatectony, and then as we all do, | sat
down with himand reviewed his pathology. And he had
a Geason 7, 4 plus 3, and unfortunately, the tunor
extended into the left sem nal vesicle.

Now from ny dat abase of over 1,100 radi cal
prostatectom es and databases, there are sone people
in the room that have simlar databases, this
gentleman has a 50 to 70 percent chance that he wll
initially have PSA, and then subsequently clinical
recurrence. And as we?ve heard today from the |arge

Casodex 150 program the EPC program he has a 47
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percent |ess chance that he will progress over tine if
he receives Casodex 150. And | think it is very
inportant to provide the information. The information
is out there, and thus, allow the opportunity, if he
chooses, to have that agent.

The next patient is alittle bit different
scenario, and each case, of course, 1is sonmewhat
different. And I think this again highlights sone of
the inportant variables that we have to deal wth
This is a 77 year old, very well known. He woul dn?t
probably be known to many of you, talk show host. And
he deals with inportant personalities every day.

Wl l, he found out his PSA was 17. He had
a biopsy and he has prostate cancer. Now cognitive
function is critical to this guy? very livelihood, and
what he does every day. And parenthetically, he also
has a relatively young wfe. Again, unfortunately,
and not w thout nuch discussion, he was said you need
an LHRH anal og. He was put on this, and he was
devast at ed.

Most inportantly, his cognitive function

within a couple of nonths really was dramatically
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altered, and this bothered him trenmendously. He was
al nost clinically depressed. In his social life, his
reaction with his wife, also was altered. But on the
ot her hand, he was smart enough to know that he wanted
treatnment. Hs PSA was 17, and thus the dilemma. And
think Casodex 150 would be an excellent alternative
for this agent, again because of the possibility to
retain sonme of the functions that one would not have
if his testosterone, as experienced already by this
gentl eman, went to very low levels, castrate |evels.
Next sl i de.

Therefore, in clinical practice in the
United States, Casodex | think is a good alternative
to watchful waiting, providing an option for those
patients who want that option. It is also a treatnent
option | think for men with high risk locally advanced
prostate cancer who have radiation therapy, or radical
prost at ect ony.

From the data that you?ve heard today, and
the adverse events safety profile data, | would
conclude that the benefit risk ratio for Casodex is

clearly favorable in patients who are at high risk for
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recurrence or progression. And nost of us, as
oncol ogi st s, know who these people are, and
increasingly the patients know who they are. Ri ght

now there?s only one systemc treatnent option for
them and that is surgical or nedical castration. And
many nen sinply do not want to tolerate the side
effects related to that, and that?s why they often
choose, whether they have radiation or surgery, nuch
of it is based on the side effect profile.

| ndeed, although gyneconmastia and breast
pain can be an issue in sone patients, there are
ongoi ng approaches to managenent of this problem
Casodex, over all, has a very well defined clinical
benefit and risks with proven efficacy, and a well
tolerated safety profile. And this has been
denonstrated in the |largest prospective random zed
trial ever perforned in men with prostate cancer.

| think Casodex 150 does represent an
inportant treatnment option for the patients we treat
on a daily basis in the United States, and it fulfills
an unnet need. Thanks for your attention, and we? | go

back to Dr. Kenneal ey.
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DR KENNEALEY: Thank you, Mark.

Youve seen an awful |ot of data today,
both efficacy data and safety data, and | would Iike
just to summarize, show the slide again, because I
think this slide gets to the heart of what we?e here
to tal k about today.

Casodex clearly has reduced the risk of
di sease progression at a nedian followup of three
years. The overall reduction was 42 percent. For the
subgroups for which we are seeking approval, we have
shown a 61 percent reduction in risk in radiotherapy
patients, a 47 percent reduction in risk for radical
prostatectony patients, and a 35 percent reduction in
risk in localized watchful waiting patients.

This benefit persists at a followup of
4.2 years, and these data have led to the approval of
Casodex 150 mlligrans as an option for nen with early
prostate cancer in over 40 countries, including Canada
just this last nonth.

Dr. Hoberman has recently sent to all of
you a statistical addendum looking at the Early

Prostate Cancer Program and there? sone clear
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agreenment between AstraZeneca and the FDA on a nunber
of these issues. And |?e put these areas of agreenent
on this slide. And they are, Casodex 150 m |l ligrans
reduces the risk of progression regardless of primary
treat nent. Dr. Hoberman has confirned that patients
in Trial 23 are at low risk for progression, and that
PSA and stage are inportant determ nants of outcone.

He has also noted that objective progression nmay be
suppressed in Trial 23 due to U S. clinical practice.
And he also noted that the central re-read of the

bone scans supported the protocolled primary endpoint.

At this point, | wuld like to digress
briefly into an area for which there is sone
difference of opinion between AstraZeneca and the
United States FDA, and that is concerning Trials 306
and 307 that are nentioned quite extensively in the
FDA Briefing Docunent.

| m going to ask ny colleague, Dr. GCeorge
Bl ackl edge, who many of you renenber from Septenber.
Dr. Bl ackl edge is the dobal Vice President of

Oncol ogy, and has been heavily involved in Trials 306
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and 307, to give you sone information about these

trials.
DR BLACKLEDGE: Thank you, Dr. Kenneal ey.
| think it?s worthwhile putting Trials 306
and 307 into context. If we look here at the slide

based on Dr. Scher?s presentation, we can see the
spectrum of prostate cancer fromclinically |ocalized
di sease right through to clinical netastases. As is
usual in oncology drug developnent, we began our
devel opnent at the nore advanced end; nanely, in the
presence of netastases, and that?s exactly what Trials
306 and 307 began to do.

In metastatic disease, it?s true that we
fell short of our objective, and we did not
denonstrate equi val ence with castration with
nmetastatic disease. W actually had a shortfall which
was statistically significant of 42 days in terns of
median survival, so we did not feel that we could
progress with a netastatic claim at that point.
However, as you can see, this trial program also
covered clinically locally advanced di sease.

And this is the survival curve for Casodex
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and castration for |ocal advanced disease. You can
see that the two survival curves are basically
i ndi sti ngui shabl e. W tested this for non-
inferiority, and we did not quite achieve non-
inferiority. W look for a 95 percent confidence
limt for non-inferiority. W only achieved a 91
percent confidence limt for non-inferiority.
Nonet hel ess, these data and other data
fromtrials carried out in Italy and Spain, strongly
suggest that in locally advanced di sease, there is no
di fference between Casodex and any form of surgical or
nmedi cal castration. But | would say that the overlap
is very small between the patient popul ation here, and

the patient population in the Early Prostate Cancer

Pr ogr am

You can see here the differences between
the two popul ations. In Trials 306 and 307, the aim
was palliative. In the EPC trial, patients chose not

to undergo therapy of curative intent. Castration was
considered a standard of care. It had to be for the
random zation in Trials 306 and 307. There?s no

standard of care for the patients entering the Early
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Prostate Cancer Program

You can see dramatic differences in the
medi an PSA, and indeed, in the T stages, with nost of
the patients in the Early Prostate Cancer Program
having T1 or T2. And these actually not being all owed
in Trials 306 and 307. So the anount of overlap that
there is between Trials 306 and 307, and the Early
Prostate Cancer is vanishingly small. And even in
Trials 306 and 307, together with the accunul ated body
of data, there? a strong suggestion that there is
really no difference between Casodex and castration in
terns of survival outcone. Over to you, Dr.
Kenneal ey.

DR KENNEALEY: Thank you, GCeorge. And
et me now go on to discuss the questions that the FDA
has posed, and theye in your Briefing Docunent. And
| have shortened them in order to fit them on the
slides.

The first question, in the absence of
meani ngful survival data or quality of life benefits,
are Trials 24 and 25 sufficiently mature to concl ude

that patients treated wth Casodex wll derive
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clinically significant |ong-term benefit? And the
answer to that question is yes. W have shown the
data that Casodex has a clear benefit over placebo
with a nedian followup of three years in the overall
protocolled analysis, in the individual analysis of
Trials 24 and 25, and in the FDA requested anal ysis.

Addi tional analysis of these data with now
a followup of 4.2 years has confirned this benefit.
A substantial delay in disease progression is truly a
long-termclinical benefit. W can? |ose sight of the
fact that delaying progression to bony netastases is
meani ngful to nmen with prostate cancer, nor |ose sight
of the fact that patients with netastatic cancer face
alifetinme wthout prospect of cure.

And the second question, do the lack of
valid d eason Scores allow for the adequate definition
of a patient population that can be extrapolated from
the non-U S. studies to define groups of U S. patients
who will benefit from Casodex therapy. Yes, patient
clinical benefits from Casodex can be predicted
w t hout standardi zed d eason Scores.

In the literature, d eason Score is a |less
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and is not a

fully independent variable. PSA and di sease stage are

considered to be better indicators of patient outcone.

And the multi-variate analysis that we perfornmed in

the Early Prostate Cancer Program showed that d eason

Score was not independently predictive o

f outcone.

And the third question, what popul ation of

patients initially treated with radical

or radiation therapy wth curative

pr ost at ect ony

intent in the

United States would benefit from adjuvant treatnent

with Casodex? And this is really an approval

guesti on.

Based on the literature

that has been

publi shed since the close of recruitnent in 1998, we

have defined the patients who are at hi

recurrence fol |l owi ng r adi ot her apy

ghest risk for

and r adi cal

prostatectony. For radiotherapy patients with locally

advanced disease, and a pre-radiation
than 4, we have shown a 61 percent re
risk of progression. For radi cal
patients with locally advanced disease,

one of the follow ng, detectible post-
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pre-op PSA greater than 10, or deason Score of 7 to
10, we have shown a 47 percent reduction in the risk
of progression.

These patients, as nentioned by Dr.
Sol oway, are seen in U S. practice. They progress in
US practice, and they need new and effective
treat nent options. And based on these data, this is
the indication we are seeking. Casodex as adjuvant to
primary therapy and nmen with locally advanced disease
defined according to the recent urologic literature.
And we ask your endorsenent for this indication.

And finally, question 4. Has AstraZeneca
denonstrated in Trials 24 and 25 that U S patients
with localized non-netastatic prostate cancer who are
presently managed by watchful waiting would derive
sufficient benefit from Casodex to justify the
associ ated adverse events. This is actually the
second approval question.

The data that we have shown support the

benefit of Casodex as imediate therapy in nen wth

| ocalized prostate cancer. The risk of progression
was reduced by 35 percent. W have denonstrated the
S A G CORP.
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relevance to U S. practice for nearly 20 percent of
patients are currently treated expectantly. W have
shown that these patients are at significant risk for
pr ogr essi on, and that U S patients are well
represented in Trials 24 and 25.

The | onger foll owup data do support these
findi ngs, and the benefit of delaying risk to
nmetastatic disease clearly outweigh the side effect
profile in this patient population. Thus, we are
seeking as an indication Casodex 150 mlligrans as
i medi ate  treatnent of | ocalized non-netastatic
prostate cancer for patients who do not receive
t herapy  of curative intent, and we ask your
endorsenent for this indication.

And ny final slide, we have established
the basis for approval for Casodex 150 mlligrams. W
have shown that Casodex delays objective progression
in the patient subgroups for whom we are seeking
endor senent . The patients who wll benefit are well
characterized in the presentations you have just
hear d. Casodex preserves sexual function, sexua

activity and bone mneral density. The safety profile
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is favorable for the intended popul ation, and Casodex
fulfills an wunmet need, and provides an inportant
treatnment option for patients wth prostate cancer.
Thank you.

CHAI RPERSON PRZEPI ORKA: Thank you, Dr.
Kenneal ey. And at this time, 12d like to ask if Dr.
Schoenberg could conme forward and take his seat,
because | think we want to have the Commttee ask the
sponsor questions at this point. And | wll actually
open that question asking period with questions for
Dr. Kennealey or Dr. See.

Specifically, you have asked for approva
for two specific indications, and the data that | have
seen denonstrat es signi ficance for t hese t wo
indication when data from three trials are pooled
together. And in a data fishing and data mning type
of analysis, | always get concerned that we may | ose
our reproducibility, or that a negative in one study
will be covered by a positive in another. So your
first request is for imediate treatnment of patients
with localized disease, watchful waiting. |In Trial 24

and 25, that subgroup in particular are the endpoints
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positive in each trial separately?

DR KENNEALEY: The question is, are the
ends for localized disease in the watchful waiting
patient group positive separately? And 1?21l ask Dr.
Charles Mrris, who is the Senior Drector of Oncol ogy
for AstraZeneca to respond to that question.

DR MORRIS: Charles Morris, AstraZeneca.

Yes, the treatnent effect as we?e seen for the
| ocalized watchful waiting group overall is reproduced
within Trials 24 and 25, as you can see on this slide,
with the 32 percent reduction in Trial 24, and 39
percent reduction in Trial 25.

CHAlI RPERSON PRZEPI ORKA:  And in parallel,
you?ve asked for approval for adjuvant treatnent for
locally advanced disease after radi ot herapy or
pr ost at ect ony. And are the endpoints significant in
Trials 23, 24 and 25 individually for that subgroup of
patients?

DR KENNEALEY: Dr. Morris, do you want to
cone back and address a simlar question with regards
to the two other endpoints for which we are seeking

approval ?
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DR MORRI S: Yes. In your initial
conment , you nmade the comment about fishing
expedi tion. What we actually did, based on the

overall treatnent effect from the trial program was
try to work wth FDA to define the benefits in
patients nore clearly. | apol ogize.

For the high risk patients on radica
prostatectony, what we see on this particular slide is
that the effects are seen within Trials 24 and 25, but
less of an effect is seen in Trial 23. This, as has
been discussed in Dr. See? presentation, really seens
to be consistent wth sonme of the events which have
been going on in ternms of US <clinical practice,
where the nunber of patients who received additiona
t herapies at PSA progression was actually nmuch higher
inthe United States trial.

For the radiation therapy patients, which
should be appearing on the slide in a nonment, there
was once again, reproducible effects in both Trial 24
and Trial 25. There were only a very small nunber of
radiation therapy patients neeting these criteria

within Trial 23.
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CHAI RPERSON PRZEPI ORKA:  Dr. Martino.

DR MARTING | have two questions. The
first relates to the intended length of treatnent in
patients who did not have sone evi dence of progression
of disease. Do | understand correctly fromthe slides
that in the Anmerican trial, the intended |ength of
treatnment was two years, but in the European trials it
was five. |Is that correct?

DR. KENNEALEY: That IS correct.
Actually, the intended duration of treatnent in all
three trials was initially two years. And as the two
year time point approached, the Anerican principal
investigators elected to keep to the two year tine
frame because this was a true adjuvant trial. And the
investigators for the other two trials where a |arge
nunber of patients were watchful waiting, they elected
to change the endpoint.

At that point, we had amassed an enornous
safety database, and they felt confortable extending
the duration of treatnent as a result of that enornous
saf ety dat abase.

DR. MARTI NO And that may  becone
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i nportant, as you know from your work in breast cancer
wi th Tanoxi f en.

DR KENNEALEY: That?s correct.

DR MORRI S: The length of time is
inportant, so that?s why | wanted those clarified. The
other question that | have is, am | correct that the
wi thdrawal of patients on Casodex is 27 percent? |Is
t hat accurate?

DR KENNEALEY: The wi thdrawal of patients
on Casodex is indeed 27 percent. That is accurate.

DR MXRR S Now that, to ne, is a
striking nunber. Ckay? That nmeans that nearly a
gquarter to a third of patients choose to cone off
because of a side effect. Do we know ?- so that?s a
problemin and of its own, but the other question that
follows that in ny mnd is, is that nunber different
in the US. versus in the non-U S, studies? In other
words, do we have nore patients in this country who
canme off because they perceived toxicity?

DR KENNEALEY: kay. | believe Dr. Tom
Mrris will cone up and answer this question. Dr.

Morris is the Medical Di rector for Ast raZeneca
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Oncol ogy in Europe.

DR MORRIS: Tom Morris, AstraZeneca.

The large part of that 27 percent
withdrawal rate from Casodex is due just to adverse
effect, gynecomastia and breast pain, which account
for 16 percent. Wen you take that out of the
equation, there is no difference between the Casodex
response. If we |look across the three trials, we do
see sone differences in wthdrawal rates, that?s true.

The wi t hdr awnal rate in Trial 23 is
sonmewhat higher than in Trials 24 and 25, particularly
with regard to gyneconmastia and breast pain. Wth
regard to other adverse events, there? very little
difference in withdrawal rates.

CHAI RPERSON PRZEPI ORKA:  Dr. Hanno.

DR HANNO | have a question with regard
to the bone scans. Bone scans are notoriously non-
specific, and even in your re-reads, 27 percent of the
ones originally read as positive were thought to be
negative, or at least not positive. So how did you
confirm the positive bone scan findings indicating

that these were true netastatic |lesions, since so nuch
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of your application is based on the positive bone
scans?

DR KENNEALEY: I?d like to ask M. Kevin
Carroll, our Statistician, to respond to the question
concerni ng bone scans and the bone scan re-read that
we per forned.

MR CARRCLL: Thank you. Kevin Carroll
Statistician. | think it?s inportant to point out that
the bone scan re-read exercise was designed to assess
whether there was any bias in the l|ocal reading of
scans. And in concordance with the review provi ded by
Dr. Hoberman, the re-reads indeed showed no evidence
of any bias in the |local reading of bone scans between
Casodex and pl acebo treated patients. And, therefore,
the tine progression endpoint as defined in the tria
protocol at the outset, is fully supported by the re-
read results. Thank you.

DR HANNO My question is though, if in
reality half ?- there are studies that show that in
cancers where the bone scan turns positive when it?s
been negative, only about 14 percent nay be true

positives, and people do MAs, they do KUBs, they do
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other studies to see if there?s a reason for this.
Even if it? the sanme in both groups, if the actual
nunber of true positive bone netastatic events is half
of what you have in the study, how would that affect
your results?

DR KENNEALEY: Let me ask Dr. OCharles
Morris to respond to that.

DR MORRIS: | think we need to point out
that the incidence of bone scans was not purely on
with the two year, if you like, screening bone scan.
The majority of the bone scan events that we have seen
occurred when a patient either devel oped pain, or the
patient had a rising PSA so around about 80 percent
of those events are actually based on a clinical
indication for the bone scan. So no, we did not
perform additional radiographic confirmations, but it
did fit into the clinical scenario that we see within
prost ate cancer.

CHAl RPERSON PRZEPI ORKA:  Dr. Bl ayney.

DR BLAYNEY: | have two questions. One
relates to the, if you will, bad things that happen

wi th androgen deprivation, either chemcal or surgical
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castration. W saw sone reassuring data that your
conmpound does not |ead to osteoporosis. Dr. Sol oway,
in his vignette, tal ked about the cognitive,
essentially debilitating cognitive function loss wth
LHRH agonist. Do you have any data with Casodex to be
reassuring in that regard?

DR KENNEALEY: W have not specifically
exam ned cognitive function with regard to Casodex.

DR BLAYNEY: Secondly, a |large neasure of

your indication hinges on what vyou call watchful
waiting in Europe. And as a nedical oncologist in
this country, we do get a fair anount. 12d Iike to get

sone sense, perhaps from one of your European

i nvestigators, what actually happened during your

i nvestigation. Wre there patient 72 during your
clinical trial. Wre there patients who were
prevalent, if you will, or who were being followed in

clinic, and then all of a sudden the next tinme they
appeared their physician said, "Ch, we have this
potentially new drug. Wuld you like to be involved?"
O was there sone triggering event that said, "Nowis

the time for you, sir, to be involved in this clinica
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trial." Because those are, | think, two different
iatrogenic stimuli, if you wll.

DR KENNEALEY: l°d like to ask Dr. John
Anderson, who is one of the investigators in the
European trial, to respond to the treatnent practices
concerni ng wat chful waiting.

DR BLAYNEY: And this trial, Dr.
Anderson, you were in the European or in the
Scandi navi an?

DR ANDERSON: John Anderson. I?7m a
urologist fromthe UK | was involved in Trial 24.
The scenario you described is exactly the case. Ve
have a nunber of patients who elect to go on watchfu
waiting in the UK  They are nore concerned about the
potenti al nmorbidity t hat goes with radi ca
prostatectony, or radical radiotherapy, and elect to
sit on a watchful waiting program

Nonet hel ess, these nen remain concerned,
and obviously when they cone to clinic, the first
thing we do is check their PSA and we can?t get away
fromthe rising PSA story. The patient?s di sease may

not have changed, but he starts to see sonething
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alter. A ong cones a trial where we?re exploring a new
agent, and we offer the patient to be random zed into
this trial to see if it? going to nmake a difference
for him I’m a great believer in sharing that
information with patients explaining the limtations
of the treatnent, but also illustrating the potenti al
benefits, and many patients with a rising PSA on a
wat chful waiting program were keen to be enrolled in
this study.

DR BLAYNEY: So 1?m given to understand
that the stimulus to enroll in this study was sone
action perceived on the part of the patient, not a new
trial opening in your or other centers.

DR ANDERSON: Not at all. It was a
shared concern between clinician and patient.

DR KENNEALEY: Let me ask Dr. Peter
| verson, who was the principal investigator of the
Scandi navian trial to respond to your question, as
wel | .

DR. | VERSEN: Wth regard to your
guestions about whether some of these patients were

prevalent patients, | can inform you that in the
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Scandi navian trial, actually nost of them were newy
di agnosed patients, the nedian tine from diagnosis to
enrollment in the trial was three nonths.

DR BLAYNEY: Was three nonths, you say?

DR | VERSEN. Three nonths.

DR BLAYNEY: Thank you.

CHAlI RPERSON PRZEPI ORKA:  Dr. Kel sen.

DR KELSEN: There?s been a considerable
di scussion about the deason Score, so | have a
techni cal question, and then a question about sonme of
your conclusion slides. Ws there a central pathol ogy
review of the European pathol ogy slides to address the
issue of deason stage, or was this determned by the
| ocal pat hol ogi st ?

DR KENNEALEY: This was determ ned by the
| ocal pat hol ogi st.

DR KELSEN: Is there any particular
reason that you elected not to have a centra
pat hol ogy revi ew?

DR KENNEALEY: Let me ask Dr. OCharles
Morris to respond to our reasons in deciding against

central pathol ogy review
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DR MORRIS. You renenber that the primary
intent of the trial was to denonstrate an effect
overal | in patients wth early prostate cancer
irrespective of radi cal pr ost at ect ony, radi ation
t herapy, or watchful waiting. There was no specific
requirenent or entry criteria based on deason Sum
nor was there any a priori intent to analyze results
in terms of ?- in relation to 3 eason Sum so we did
not see a need prospectively to define a central
pat hol ogy revi ew.

DR KELSEN. So if | just follow that up
in CCG7, in your conclusion slide to partly address
this, you nmade the point that G eason was not an
i ndependent variable, and was not an inportant part of
maki ng a decision regarding treatnment, so |?m curious
how on CC-9, one of your requests for patients who
derive greatest benefit is radical pr ost at ect ony
patients who have |ocally advanced di sease and any one
of several criteria. And as | read this, nmaybe [|m
reading it wong, it?s one or the other.

DR KENNEALEY: One or the other, in

addition to having locally advanced di sease.
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DR KELSEN: Right.

DR KENNEALEY: That?s correct.

DR KELSEN. And one of those is a ( eason
Sum of 7 to 10.

DR KENNEALEY: Yes, that?s correct.

DR KELSEN So it? not an independent
variable, but it can be chosen to choose a patient
popul ati on.

DR KENNEALEY: Absol ut el y. W clearly
believe that a deason Score 1is inportant and
continues to be used by clinicians and pathol ogists,
but in our review of the literature, and in a review
of our own database, it canme out to be less predictive
than tunor stage and PSA

CHAI RPERSON PRZEPI ORKA:  Dr. Braw ey.

DR BRAWLEY: A couple of questions.
First off, if AstraZeneca can start bringing up CE-37
while | ask both AstraZeneca and the FDA, is there any
drug in LHRH agonist perhaps that 1is «currently
approved for these indications for adjuvant therapy?

DR KENNEALEY: You?e asking for CE ?-

DR BRAWEY: 37.
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DR KENNEALEY:  37. These are the three
indications ?- is that the slide?

DR BRAWEY: The first question is about
the LHRH agoni st. Are they approved for ?- it?% ny
inpression that there is <currently not any drug
approved for these indications. AstraZeneca ?-

DR KENNEALEY: Dr. Charles Mrris wll
respond to that.

DR MXRR S In the indications we are
seeking, there are currently no specific indications
in the adjuvant setting. There 1is neo-adjuvant
indication for radiation therapy patients, LHRH
agoni st, conbi ned androgen bl ocki ng.

DR BRAWEY: Ckay. One of the things
that | frequently worry about is truth in advertising,
and whenever | want to argue sonething, | usually use
relative risk. And whenever | want to argue against
sonething, | usually use absolute risk. Let? |ook at
42 percent there overall, and please tell ne if [Im
W ong. | believe that refers to slide CE-13, and if
we can go to CE-13.

DR KENNEALEY: [t?s the reduction, the
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relative reduction in risk.

DR BRAWEY: Yeah. Now the way | read
that, and perhaps you statisticians can correct ne, is
if we treat 100 nen with Casodex for five years, 4.8
will benefit. 1Is that correct?

DR KENNEALEY: 1?21 ask our statistician,
M. Carroll, to respond to that. But 1?d also preface
his remarks by nentioning that this reduction in
relative risk is in line with or actually exceeds the
reduction in relative risk seen with Tanoxifen ?-

DR BRAWEY: But that? for nortality.

DR KENNEALEY: ?- in the breast cancer
st udi es. Both for time to objective progression and
for nortality.

DR BRAWEY: Yeah. But see, ny problem
- 121 already play ny hand. M problemis, Tanoxifen
has been shown to reduce nortality at these rates, and
you?re showing that there?s a reduction in disease
recurrence at these rates. There?s a difference
bet ween recurrence and deat h.

DR KENNEALEY: Cearly, reduction 1in

obj ective progression is inportant because it neans
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the delay in devel opnent of netastatic di sease.

DR BRAWEY: kay. l?d much rather see
you in your insert if you did this indication, not say
there?s a 42 percent reduction, but say that 5 percent
of the guys getting this drug benefit.

DR KENNEALEY: Let nme ask Dr. Scott, Head
of Regulatory Affairs, and one of our statisticians to
respond to that.

DR SCOIT: Mark Scott, AstraZeneca.
Youre correct that the reduction in risk for
Tanoxi fen, there was a survival benefit, but the
original approvals for Tanoxifen were based on a
reduction risk of time to progression.

DR BRAWEY: Al right. Can we go to CE-
26 now? Now there you said there was a 61 percent
reduction. By ny calculations that neans if you treat
100 nen, 15.6 benefit at five years, or at four years.

Excuse ne. |s that correct?

DR KENNEALEY: That is correct, but |et
me ask Dr. Blackledge to anplify on the data on the
sl i de.

DR. BLACKLEDGE: Ceor ge Bl ackl edge,
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Ast r aZeneca. | think we have to be quite careful
about nmaking absolute differences, because this is
actually summng the data for the whole popul ation.
And actually, you could have an effect for every
single patient, a smaller effect for every single
patient actually making this up, so we cannot talk in
terns of having to treat a hundred patients to benefit
27 or 13, or whatever it is. You can actually be
getting the benefit, as we believe we do in breast
cancer in the adjuvant setting, across the whole
popul ation, so | think it?s probably inadvisable to be
tal king about treating so nmany people to get so nuch
benefit, because you can actually be benefitting the
whol e target population to a greater or |esser extent.
DR, BRAWEY: Then 12d actually prefer to
see nedi an days increase disease free survival as the
way that you present the data. But again, bear wth
me again. CE-29, by ny way of presenting the data
instead of a 47 percent decrease in risk, 6 percent of
men who were treated with this drug actually end up
benefitting at four years. That? how | actually would

prefer to think of it, and on CE-33, instead of a 35
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percent decrease in risk, 1?2d prefer to say that 5
percent of nmen treated over four years benefit. And I
think that by doing ny 5 percent in the percent, |?m
actually statistically averaging over the popul ation
where 1?m talking to one individual man, very nuch in
the sane way you were tal king, Dr. Blackledge. Thank
you.

CHAI RPERSON PRZEPI ORKA:  Dr. Carpenter.

DR CARPENTER | want to disagree pretty
strongly with that interpretation of the data. These
absolute risks are on the order of nagnitude absol ute
whi ch you?ve seen with Tanoxifen, you get a much nore
informative effect of the therapy by looking at a
difference in the nedians as you suggested. If you
discuss it with patients, you also get very different
reactions, and this has been done both ways.

It?s likely that you get a benefit across
nost patients, and the ?- if you anal yze the curves the
ot her way, you probably do get a sum of benefit. | f
you |ook at vyour progression free survival nedian
differences, which are not presented here but which

actually be quite ?- you couldn?t use nedians but you
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have to cut it perhaps the 75" percentile because it?s
early. You?d see very dramatic differences which have
spread through the popul ation. And the wvertical

difference greatly under-estinmates the popul ation

benefit.

DR BRAWEY: Perhaps | didn?t say it
clearly. I wish they had presented the data by
progression free. |?m wondering why it wasn?. And I
still have a very open mnd as to whether this should

be favorably noved upon or not, but | wonder one, why
not the progression free analysis. And two, why spend
so nmuch time talking about the relative risk and not
tal ki ng about absol ute?

DR CARPENTER  Well, the absolute risk is
on the sanme order of magnitude as I1?ve seen wth
treatnent of node negative pre-nenopausal br east
cancer, which this situation has a |lot of ?-

DR BRAWLEY: For  survival, not for
recurrence. Correct? Now if this were survival, if
t hese nunbers were in survival, 1?2d say this is a slam
dunk. This is easy.

DR CARPENTER Yes. It?s too early to
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present this for survival. In general, the survival
benefit has been in breast cancer about half that.
The absolute differences seen in recurrence fairly
consistently across the board in the overview Ve
don?t know if that?s what?s going to happen in this
popul ati on because there?s not any |ong experience to
make a judgnent on that. But the ?- even the magnitude
of reduction in the lapses on this order of magnitude
in young wonmen wi th node negative breast cancer.

CHAI RPERSON PRZEPI ORKA: And just to add
here, if you want to talk about the breast -cancer
patients, many of them wll say no to Tanoxifen
adj uvant therapy when they know that the absolute risk
is very small, and the incidence of side effects is
larger than their absolute risk of relapse. And with
a 25 percent withdrawal rate because of toxicity from
this drug, | think Dr. Brawl ey nmakes a good point.
Dr. GCeorge.

DR CECRCGE: | wasn?t going to coment on

that, but since Dr. Brawl ey brought it up, 1?21l nention

it. Both are correct ways to look at things. It is a
difference in enphasis. The relative risk is an
SA G CORP.
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average over tine in these tine to event things, but
may translate into a very snall absolute risk at the
end of the day. But | have a couple of questions.

One is, | can?t help asking since | haven?
?- we?ve heard a good explanation of how these studies
differed with respect to the patient popul ations. I
had a question as to why, not that it mght affect the
deci sion today, but it? just ?- it?s a question |left
hangi ng for ne. Wiy were the studies designed this
way ? Wiy didn?t you try to get nore conparability
anong the studies, watchful waiting patients fromthe
US., lower risk patients from the other countries.
| s there sone explanation for this?

DR KENNEALEY: Sur e. Let ne start by
answering the final part of the question first. The
US trial was actually designed as a true adjuvant
study, and therefore, watchful waiting patients were
not entered into the US trial. And the overall
objective of the trial program was to get patients
over the entire continuum of prostate cancer, and
that?s why there were different entry criteria over the

three trials.

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

DR. GEORGE: Yeah

sonmet hing here? Wuldn?t it
at this point

from the U S.

to have had wat chf ul

on this study to sort of

112

but am | mssing

have been nice to have ?-

wai ting patients

add to the

evi dence?

DR KENNEALEY: It would take one question
off the Ilist, certainly. But we did set it up,
i ndeed, in 1995 as an adjuvant. That was a question
that was thought to be very inportant for the US.
i nvesti gators.

DR CECRGE: Al right. | don?t want to

beat that. It was just sonething bothering ne.

Now the other question has to do wth
sonething [I?m concerned about iIs the followup
information, the length of follow up.

DR KENNEALEY: Yes.

DR GEORGE: (One sub-part of that is the

?- you nentioned it
think, follow up
DR KENNEALEY: Yes.
DR GEORCGE: And

everything remains the sane at
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seen that data, or is that just what you?e saying?

DR KENNEALEY: The data ?- the three year
median followup data was part of the origina
subm ssi on. The four nonth safety wupdate was
submtted to the FDA nore recently than the
subm ssion, and that included data up to 4.2 years for
safety. At the request of regulatory agenci es outside
the United States, we?ve |ooked at that data, and the
effi cacy data have not changed.

DR CGEORGE: And the ? but we?re just
taking your word for it, | nean.

DR KENNEALEY: We'd be happy to show you
that data if you w sh.

DR. CEORGE: Ckay. And the data
presented, if I?mlooking at it right, overall, if you
just take all the studies together, about 11 percent
of the patients have progressed, and the primry
endpoint is tine to progression. | 2m j ust addi ng up
all the studies. And it?s strikingly different, of
course, by study. 1In the US. only about 5 percent.
And this is over atinme frame that | would just guess,

although it wasn? presented, what the nedian tine to
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pr ogr essi on, again over all the studies, would
probably be sonething on the order of 7 years, sort of
a nedian tinme. So all those things put together, |
mean, this is pretty early. Even though you?ve got sone
strong differences in the 24 and 25 study, this is
early in this ?-

DR KENNEALEY: This slide shows the
progression of events over the entire clinical program
at the 4.2 year nedian followup, and we?re now up to
about 17 percent progression rate. Again, the hazard
ratio and the statistical significance is really
substanti al . At the three year nedian follow up,
there were 14 zeroes after the decimal point. There?s
a few less now, but | nean, it? still very
statistically significant. And despite the fact that
there are |l ess than 20 percent progression events, it?s
our belief that these data are unlikely to change.

DR CEORCE: And you will ?- you are stil
follow ng the patients.

DR KENNEALEY: All patients continue to
be followed for progression and survival in this

trial, but again, the data are so conpelling at this
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point froma statistical and clinical standpoint, that
we believe they?e unlikely to change.

CHAI RPERSON PRZEPI CRKA: Dr. Shanes, did
you have sonething to clarify?

DR SHAMES:  Yes. VWE have now revi ewed
the 4.2 year data that was not in the supplenent we?e
tal king about today at all. It was the earlier data.

W actually, just to explain what happened, we
offered the sponsor the option to resubmt this wth
the later data, and they elected to go this route
instead, so we have not reviewed that data. And
actually, it? other information | see this norning
that we have not had a chance to review

DR KENNEALEY: Yes. And that is why
those data were not in the primary presentation. The
four nonth safety update, however, has been submtted
to the agency.

CHAlI RPERSON PRZEPI ORKA:  Dr. Al bertsen.

DR ALBERTSEN. In Trial 23, you nentioned
that the 1initiation of anti-androgen therapy has
confounded the likelihood that a patient would reach

one of the primary endpoints. Could you tell nme
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exactly how patients in each arm of Trial 23 were
wi t hdrawn because of this condition, and what criteria
were used to have themstart on anti-androgen therapy?

DR KENNEALEY: Ckay. I?msorry. | didn%
hear the final portion of your question. What
criteria were used for ?-

DR ALBERTSEN. In other words, what nade
the patient drop out? Was it patient volunteerisn?
Was there a criteria they had to have a rise in a PSA
or was it just the patients who chose to drop out
because they thought their PSA was rising?

DR. KENNEALEY: So the question is
criteria for wthdrawal. | have to apol ogi ze. | am
directly under the blower so it? sonetinmes difficult
for me to hear, so if | ask to repeat the question,
t hat ?2s why.

DR ALBERTSEN The criteria, and the
absol ute nunber of patients in each arm

DR. KENNEALEY: Ckay. 121 ask Dr.
Charles Morris to respond to that.

DR MORRI S: The nunber of patients who

had additional therapies introduced within Trial 23
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was 10 percent on the ?- or 9.5 percent on the placebo
arm and 7 percent on the Casodex arm The
information that we have suggests that that was in
response to a rise in their PSA The intent of the
trial, as you know, was to follow until clinical
obj ecti ve progression.

DR ALBERTSEN: So that? 9.5 percent of
1,000, are you telling ne, of the 1,645, or ?-

DR MORRI S: Yeah. Approximately 1,600
patients. Yes.

DR ALBERTSEN: So youre telling ne
roughly 164 patients were withdrawmn from the placebo
arm and slightly less fromthe Casodex arm because of
a potential rise in the PSA or sone other explanation
that would justify additional therapy.

DR MORRI'S: That?s correct.

DR ALBERTSEN: Thank you.

CHAI RPERSON PRZEPI ORKA:  Dr. Krist.

DR KRl ST: One of the things that [7m
interested in is the generalizability of studies 24
and 25 to the U S And |?2m interested sonmewhat from

the other end. I1?ma famly physician, and we?e part
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of a practice-based research network. And w thin our
group, nost of our 50 to 70 year old patients, about
70 percent of them opt to get screened for prostate
cancer.

DR KENNEALEY: Sure.

DR KR ST: And when |ooking at the
characteristics of the patients with prostate cancer
in Trial 24 and 25 versus 23, 24 and 25 look nore
advanced. I?minterested in what sone of the screening
and diagnosis practices are in the countries for 24
and 25, and how that differs fromthe U S And then
what conponent of how ?- what?s been presented here is
that Trial 23 was designed to |ook at earlier prostate

cancer, but I2minterested in what conponent of Trial

23 showng earlier prostate <cancer s nore a
reflection of di fferent practices in different
countries.

DR KENNEALEY: Let ne start by asking Dr.
Anderson to respond to screening practices in the
Uni ted Ki ngdom

DR, ANDERSON. Thank you very much. There

are clearly Transatlantic differences in terns of
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early detection for prostate cancer. Wilst there are
wel | - establi shed recomendations for screening in the
US A fromthe Amrerican Cancer Society, | understand,
the Anerican U ol ogical Association, in the U K that
is not the case. It was only very, very recently that
the National Cancer Plan was instituted. [t?s now
advi sed that patients over the age of 50 can ask their
famly practitioner to have their PSA checked. The
famly practitioner is instructed not to raise the
subject with the patient if he doesn.

DR.  KENNEALEY: Dr. lversen, do you want
to expand on what happens in Scandi navi a?

DR | VERSEN.  Yeah. Wth regard to the
part of your question addressing whether there?s a
difference in the way the disease appears across the
Atlantic, | wuld say that there? absolutely no
evidence of a Transatlantic difference in tunor
bi ol ogy. An aggressive PSA-based detection strategy
in the US., conbined with a long natural history of
t he di sease has introduced a lead tine with nore snall
tunors being detected in this country. However, the

nore than 30,000 Anerican patients dying from the
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di sease, and the nore patients suffering from the
nmorbidity, pass through exactly the same stages and
phases of the disease as European patients do. And it
is ny belief that these patients, as their European
counterparts needs and deserves all the best treatnent
opti ons possi bl e.

DR KENNEALEY: Thank vyou. Does that
answer your question?

DR KRIST: Wll, it does. And certainly
there is a conponent of a lead tinme bias. There?s also
probably a conponent though of a prognostic bias if
you?r e having hi gher screening than that.

DR | VERSEN.  Yes.

DR KR ST: Youre going to find nore
clinically insignificant cancers. Once again, 17m
interested sone if the difference in the tunor
characteristics between 24 and 25 versus 23, was nore
relation to the inclusion/exclusion criteria.

DR KENNEALEY: Ckay. Sure. I?mgoing to
ask Dr. See to cone up to the podiumin just a nonent.

I think what we need to explain nore fully is the

difference in the patient popul ation who are
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candi dates for Trial 23, and the totality of patients
with prostate cancer who are treated surgically or
with radiation therapy in the United States. [t?s
actually a bigger group, and that nmatches 24 and 25
quite well. Let nme ask Dr. See to expand on his
practice.

DR SEE: | think that the differences
that we?ve observed in the risk profile, if you will,
across the overall clinical trial program are driven
by enrollnment criteria. But in fact, those enroll nent
criteria were intended to capitalize upon differences,
if you will, that existed in 1995 across the different
nations participating in this clinical trial program

CHAI RPERSON PRZEPI ORKA:  Dr. Martino.

DR MARTI NO In the three studies, was
there a frequency at which the PSA was to be neasured,
and was that frequency constant throughout the three
trials? Question nunber one. And if, in fact, they
were neasured, was there sone behavior that was
recommended in the protocols as to what was to be done
when the PSA woul d rise?

DR SEE. Ckay. The PSA was neasured in
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all three trials every three nonths, and we | ooked at
the differences anong ?- we | ooked at each of the three
trials to see if there was a difference in frequency
that mght create sone bias, and there was neither a
difference in frequency across the trials, or between
the arns in the trial. And there was no recomendati on
fromthe protocol as to what action to take upon the
finding ?- upon the results of the PSA neasurenent. A
PSA rise was not considered to be ?- for the sake of
the protocol was not considered to be evidence of
obj ective progression, because the FDA did not and
does not recognize that as a valid endpoint.

CHAI RPERSON PRZEPI ORKA:  Dr. Rednan.

DR REDVAN. A followup to sone of the
points. Specifically, Dr. See? Slide 18, where there
was a difference in the nedian going to another |ine
of therapy. And the question | have with that is that
since survival isnt a question, what was the
di fference between the Casodex arns across the trials
and on each trial, the Casodex arm going onto an
alternative formof therapy, and the patients who were

not on the placebo going onto an alternative form of
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t her apy. What is the nedian difference in that tine
i n nmont hs?

DR KENNEALEY: So the question you’re
asking is the nedian ?- again, | apologize.

DR REDVAN. The difference in the nedi ans
and nonths between going onto an alternative therapy
on the Casodex arm going to alternative therapy on
t he pl acebo arm

DR KENNEALEY: Ckay. Let nme ask Dr.
Charles Morris to answer your question.

DR MRR S As you see from the slide,
the nmedian point in tine has not actually been reached
to this point, so the nunber of the events and the
relative reduction in the risk of the events is
denmonstrated on this particul ar slide.

DR REDVAN: But you have no ?- forget the
medi an t hen. You have no difference in nonths? Any
i dea?

DR MORRIS: Well, at this point in time,
obvi ously, we haven?t reached a nedian tine to event.
No.

DR REDVAN: Ckay. One other followup
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guesti on. For U S in watchful waiting, of the 20
percent or so of patients who go on watchful waiting,
is there a sense of how many of those is a physician?s
decision based on the fact that definitive therapy
woul d not affect survival, and the patient?s request to
do that?

DR KENNEALEY: Let me ask Dr. David
Paul son to respond to that question.

DR PAULSON: Watchful waiting as it?s
practiced clinically anong urologists in the United
States is largely a patient-driven initiative. 1It? a
patient-driven initiative based upon their own
assessnment of the risk of their disease, and also
driven by their assessnent of a need for lifestyle
mai nt enance.

DR KENNEALEY: | think that?s one of the
inportant reasons why we are |looking to seek an
indication in watchful waiting, because there?s a clear
difference in the tolerance of Casodex, versus as Dr.
Sol oway nentioned, what is sonetines used in this
setting, which is an LHRH anal og.

CHAlI RPERSON PRZEPI ORKA:  Dr. Schoenberg.
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DR SCHCENBERG  Yeah, | think this is a
foll owup, actually, to a nunber of previously asked
guestions, but |?m curious about the definition of the
population in the studies perforned of patients who
woul d be candidates for watchful waiting, because I
think in contrast to sone of the remarks that have
been nade today, ny understanding in U'S. practice is
that watchful waiting is offered to a very specific
group of individuals. It is, although clearly
i npacted upon by patient preference, not solely driven
by patient decision-nmaking. I wonder if you could
illumnate that for ne? |  have another snaller
question after that.

DR KENNEALEY: Gkay. Dr. Paulson | think
woul d be the best to answer that.

DR PAULSON. dearly, there are patients
who have significant conpeting risks of death, who
woul d be dissuaded from choosing sonme form of active
t herapy because it would be felt that their lifetine ?-
their life expectancy from conpeting risks would not
be affected. And we usually use, as you know, the ten

year interval before we choose a therapy of curative
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i ntent. Physicians, | think, my very well sway
patients one way or the other, but at least in our
practice when we discuss watchful waiting, it? largely
a patient-driven deci sion.

DR SCHOENBERG Wl 1, perhaps while Dr.
Paul son is still up there, let nme just ask this as the
meat of the question. My under standi ng of watchf ul
waiting is, it is a therapy designed for patients for
whom we assess the biology of their prostate cancer to
not be life threatening. And that it is not a matter
sinply of trying to avoid sone other catastrophic
outcone from active therapy, but it is a choice for
patients for whom therapy may not be necessary at all

| wonder how that figures into the indication here.

DR KENNEALEY: | guess 1?2d have to say we
would like to be able to do that, but the practice of
nmedi cine has not advanced far enough to say wth
certainty what the biology of a prostate cancer, what
the biological progression of the prostate cancer is
going to be based on a single point in time, so it?s
not quite as easy to address it that way. W?re sinply

not quite smart enough. Let me ask Dr. Paulson to

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

127

el aborate on that.

DR, PAULSON. There certainly have been a
series of risk factors identified which would indicate
that the patient is at mnimal risk for dying of their
di sease within a ten year frane. And Dr. Al bertsen?s
group published sone very nice data on that show ng
that if your PSA ?- | nean, if your deason Sumis 6 or
less, that your probability of dying of prostate
cancer within a ten year span is relatively small.

Unfortunately, 1?m not quite sure how many
of those patients subsequently went on to have sone
form of castration-based therapy to extend their life
span during that interval.

DR KENNEALEY: To help answer your
question, let nme just show you the slide again from
patient progression on watchful waiting in the United
States. And this is at tw years, and at five years,
and this is based on PSA. And even in patients with a
| ow PSA, the percentage of patients who do go on to
require sone form of therapy 1is substantial.
Certainly not zero.

DR SCHOENBERG So the final question
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actually is a small one related to the G eason Score
di scussi on. How did you decide based on current
understanding of clinical biology to group d eason 7
with 8 9, and 10, because clearly, | think at |east
in US practice, those deason Suns are not normally
| unped toget her.

DR KENNEALEY: Ckay. Dr. Paulson wll
respond to the grouping of 3 eason Scores.

DR, PAULSON: As you?ve correctly brought
up, Dr. Schoenberg, there is an internediate grade or
an internedi ate survival expectation for patients that
have G eason Sum 7 disease. There? a fair anmount of
controversy as to whether if it? deason 4-3 or 3-4,
dependi ng upon the predom nant volune of disease, the
relative risk. However, the data in radical
prostatectony series would state that if you have
margin positive disease with deason Sum 7 as your
pat hol ogy, you have, | believe it? about a 50 percent
probability of having a PSA failure within five to

seven years. And the survival data subsequently wth

secondary therapies | believe has pushed that to
sonewhere around 14 to 15 years. But with margin
S A G CORP.
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positive disease, that?s a different risk group than
just deason 7 that is organ confined, as you know
very well fromthe data at Hopki ns.

CHAI RPERSON PRZEPI ORKA:  Dr. Braw ey.

DR BRAWLEY: Yeah. [?m  sonmewhat
notivated by the old data via early versus late
prostate cancer treatnent papers in netastatic
di sease. Do you plan on continuing to follow these
groups to determne the overall survival and nortality
rates of people who were treated early wth Casodex
versus those who had delay therapy because they were
random zed to get the placebo?

DR KENNEALEY: W have information on al
patients on first treatnent following ? first
treatnment for prostate cancer following wthdrawa
fromtherapy. W don? have information on subsequent
t herapi es beyond that, and we wll be follow ng all
patients for initial progression, initial objective
progression and survival .

DR BRAWEY: Thank you.

CHAl RPERSON PRZEPI ORKA:  Dr. Bl ayney.

DR BLAYNEY: The anal ogy has been made to
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breast cancer, and also your again stimulus for watch
and wait treatnment was a rising PSA In breast
cancer, it seens to nme the ?-

DR KENNEALEY: I?msorry. Go ahead.

DR BLAYNEY: W heard in Scandi navi a t hat
when patients had an event, and often it sounded |ike
rising PSA was what triggered the enrollnment in this
trial. The analogy would be the rising tunor nmarker
in breast cancer. And to ny understanding, rising
tunmor markers in CA15-3 or 27-29 in breast cancer have
not been useful in prolonging survival, when treatnent
is inaugurated based on a rising tunor marker, so |
think your ?- | hope that you?re correct in that there
is going to be sonme clinical benefit and sone survival
benefit to inaugurating in the watch and wait
popul ation treatnment with your drug based on a rising
PSA. But | think the analogy in breast cancer ?- the
anal ogy to breast cancer remains to be proven.

Secondly, the issue of gyneconastia, which
was ?- and breast pain was a big issue for treatnent
withdrawal. Wen | was trained nany years ago before

| had all this gray hair, there was breast radiation
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to men who were going on castration as a preventative
measure for gynecomastia. And | don?t know if any of
your experts have any experience on |ow dose breast
radi ation to prevent that.

DR KENNEALEY: Yeah. Let nme ask Dr. John
Anderson from the United Kingdomto respond to how he
| ooks at gyneconastia in his practi ce.

DR ANDERSON. Thank you very much. | 2ve
been using Casodex both in the trial setting, and al so
in ny clinical practice in the UK for sone years.
Youre right to raise the issue of gyneconastia, and
it?s sonething we address with the patients early-on.
We?ve seen the figures. W?ve seen that it occurs.

In ny experience, it?s not a rmajor
problem and we do not see patients w thdraw once they
know the benefits of treatnent. I think the high
withdrawal rate we see, the EPC data, reflects unknown
efficacy of the drug, but recognized toxicity.

Wat | see in ny clinical practice is a
di fferent thing. | see patients who we address up
front wth gyneconmastia is an expected event in

sonmeone who?s on Casodex, but it? manageable, and it
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should not cause a problem If the patient has an
issue, then irradiation of the breast tissue before we
start treatnment is sonething we would discuss wth
them W re-address the issue once theyre stabilized
on treatnent, and withdrawal of treatnent is always an
opti on. But what |?m absolutely persuaded by is the
benefits that the patient perceives in terns of
delaying disease progression far outweighs his
concerns about the potential toxicity of t he
treatnent. And | feel, therefore, that in ny practice
it?s very inportant to have that option to offer the
patient, and involve him in the discussion of the
relative benefits of delaying disease progression
agai nst possible side effects. He should have the
opti on.

DR BLAYNEY: | agree with the invol venent
of di scussion. Finally, Dr. Kennealey, in your slide
Cl-10, which was the chronol ogy of devel opnent, there?s
a conmpound and it may conme up later in the norning or
earlier afternoon about your dealings with the FDA
Were you neaning to inply that there was a change in

the rules or the change in the paranmeters which you
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used, or you were required to use to develop this
conmpound?

DR KENNEALEY: W were asked by the FDA
to look at an alternate endpoint of tinme to disease
progression after the close of recruitnent. And we,
i ndeed, did that, and that showed that the results of
that were congruent with the results fromthe prinmary,
the initial endpoint.

DR BRAWEY: Can we see those results?

DR KENNEALEY: You want to see the
results of the FDA ?- the endpoint of tine to bone scan
progression? Yes, let me just bring that up for you.

This slide shows the bone scan progression, the
endpoi nt requested by the FDA As with the primry
analysis, there is an overall benefit in favor of
Casodex wth a reduction of 37 percent. That was seen
primarily in Trials 25 and 24, as was ?- you know, this
really parallels the primary analysis, and actually
confirnms that anal ysis.

CHAlI RPERSON PRZEPI ORKA:  Dr. Hanno.

DR HANNO | have a question with regard
to indication nunber two. | know you pick your words
S A G CORP.
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very carefully when you go for an indication, and here
the indication is localized non-netastatic prostate
cancer in patients for whom therapy of curative intent
is not indicated. To nme, and | think to a lot of
urol ogists, that would nean patients who don?t have a
ten year |ife expectancy, because therapy of curative
intent would be indicated in the other people, whether
or not they chose to accept it.

My question is, would it be better to
change that to not planned, and are you | ooking for
therapy in patients who have |ocally advanced di sease,
and that?s why they dont have therapy of curative
intent planned, or they don? have a |life expectancy to
warrant it, because those are two very different
gr oups.

DR KENNEALEY: Sure.

DR HANNO And there are standard
t herapi es for the other group

DR KENNEALEY: Yes. We?d love to - we
submtted the original indication |ast year, and as we
reviewed our data and reviewed our plans towards

comng here, it becane very clear that indicated was
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not the right word. And that intended, either by the
patient or physician, would be a nuch nore appropriate
word in our indication. And that would be sonething
that we woul d want to change.

CHAI RPERSON PRZEPI ORKA:  Dr. Martino.

DR MARTI NO | want to add sonmething to
this conparison of breast cancer to prostate cancer,
and it? in reference to the use of tunor markers.
There actually is a trial that was reported and done
in Europe. It was presented in poster format it was
either ASCO or San Antonio about five years ago. It
was a patient population that was being followed by
tunmor marker, and the tunor marker used was a 15. 3.

At the tinme that the patient had a rising
tunmor marker, and had no involvenent that could be
seen by clinical examor x-ray, so in other words, the
tunmor nmarker appeared to be the only sign that
something mght be going on, the patients were
random zed to either observation further or to

Tanoxi f en. And a survival advantage was seen in the

Tanoxi fen treated arm It was a small trial. It was
abstract, and wth all respects to our European
S A G CORP.
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coll eagues it was from Europe, and so | think that it
was sonewhat i gnored. Neverthel ess, it does exist in
the literature, and may be sonmewhat of a nodel to this
PSA i ssue.

CHAI RPERSON PRZEPI ORKA:  Dr. Braw ey.

DR BRAWEY: Two quick questions. Veér e
there any formal studies, a wonderful presentation
| ooking on side effects and quality of life. But were
there any formal studies to look at state of well-
bei ng of nmen on Casodex versus pl acebo?

DR KENNEALEY: There were no fornal
studies that |ooked at state of well-being in nen on
Casodex versus pl acebo. The only quality of Ilife
study are studies that were presented by Dr. Sol oway.

DR BRAWEY: I nean, granted, and |
accept that it? very likely that knowi ng that your PSA
is down inproves your quality of well-being. | accept
t hat . The other question is, and again, |?m heavily
i nfluenced by Dave Byers? studies that showed that
early treatnment had no greater effect on survival than
|ater treatnent granted in a different group of

individuals or different patient popul ation. And it
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was 30 years ago wth different drugs, but 1?m
wondering do you have any data on response to LHRH
agoni sts in nmen who progressed after being on Casodex?

DR KENNEALEY: Yes. Let me ask Dr.
Anderson, who has extensive European experience, to
address that.

DR ANDERSON: | have been using Casodex
| ong enough to see nen progress, and standard practice
for me would be to institute them on an LHRH anal og.
Response rate is about a third as neasured by PSA
response, and | think that?s in keeping with any other
first Iine hornone treatnent where the patient escapes
hor none control .

| don? know of any sequential studies to
say that one sequence is better than another, but
where | draw reassurance is when | |ook back at the
306-307 data, where patients were either treated with
Casodex, or wth castration. Now in those studies,
both patients progressed in either arm They were
treated with alternative second line treatnents, and
we know that there are no major survival differences

for the two groups, so |?m reassured that there? no
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difference in the biology of the tunor after the
patient has been treated w th Casodex.

CHAI RPERSON PRZEPI ORKA: A fol | ow up
question while youre standing, sir. D d | understand
you to say that when you had patients on Casodex, you
woul d start them on second |ine salvage therapy on the
basis of a PSA, and follow the PSA only?

DR ANDERSON: | 2m sorry. Could vyou
repeat the question? It is noisy here.

CHAlI RPERSON PRZEPI ORKA:  For your patients
on Casodex, did | hear you say that you would start
them on the LHRH antagonist on the basis of a rising
PSA only, and then foll ow t he PSA?

DR, ANDERSON. No, you did not hear ne say
that. Wien a patient fails hornone treatnent, it?s a
full clinical picture. The patient either becones
synptomatic, he has a rapidly rising PSA or has
changes perhaps on his bone scan that would indicate
treatnent. It would just 2 it would not just be on a
PSA progressi on.

CHAI RPERSON PRZEPI ORKA: Any ot her

questions fromthe Conmttee? Dr. Al bertsen.
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DR ALBERTSEN. Just a quick followup on
Dr. Braw ey?s question, again to help ne understand
sone of the British data. In England, on Trial 24
when you started patients on Casodex, and when they
failed Casodex, they noved on to anti-androgen
therapy, was the length of tine of response on anti-
androgen therapy equivalent to what mght have been
perceived had they started initially on anti-androgen
therapy and run the whole way? Basically, what [m
trying to get at, was there additional response tine
by sequencing the drug, rather than starting initially
on anti-androgen therapy and just waiting to see what
happened?

DR KENNEALEY: Let me just clarify. You
meant after Casodex, you nean LHRH You didn?t nean
anti - androgen t herapy?

DR ALBERTSEN Ri ght. I nmeant LHRH
Correct.

DR KENNEALEY: Ckay. Thank you.

DR ANDERSON: I don?t have any personal
data to support that, neither do I know of any studies

that woul d support it either. [It? relatively early to
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be able to answer that question confidently, but | do
reflect back to the 306-307 data, where those
sequences occurred in each arm where there were no
di fferences.

DR ALBERTSEN. Were |I?m comng from is,
it would strike ne from a clinical perspective that
Casodex in this country would probably substitute in
many instances for LHRH agonist therapy very early on
in the practice. And so what Imtrying to grasp is,
are we likely to see an extension of survival which we
haven?t seen certainly in Trial 23. And |?m not saying
you have data here. What |?m getting at as you’re
tal king about vyour clinical practice. Is this ?-
because what youre quoting is the survival on Casodex
versus standard castration therapy. There was no
survival difference, so what?s striking ne is that

Casodex becones a substitute, but doesn?t increase

survival. 1|s that a wong concl usi on?
DR ANDERSON: Vel |, I think that?s
probably accurate. There?s probably ?- there? no

evi dence to suggest one way or the other to ny m nd.

CHAlI RPERSON PRZEPI ORKA: O her questions?
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Hearing none, what 1?2d like to do is take a break for
15 mnutes, be back here at 10 mnutes after 11.
Thank you.

(OFf the record 10:55:28 - 11:14:04 a.m)
CHAI RPERSON  PRZEPI ORKA: Ckay. Vel |
start with the FDA Presentation. Dr. Daniel Shanes.
DR SHAMES: Good norni ng. I 2m Dan
Shanes. I?7m the Dorector of the Dvision of
Reproductive and Wologic Drug Products at the FDA
Before | start ny remarks, Dr. Hober man, our

statistician, has asked to make a few comrents.

DR HOBERNVAN Thanks, Dr. Shanes. In
retirement, | thought | could be quiet as a nouse, but
unfortunately not. The Sponsor nade comments about

statements | made in ny review, and | just wanted to
clarify a couple of them because they were nade out of
context, and | want to provide the full context for
the record. Also, | do want to nmake it clear that |?m
a statistician, I?mnot a clinician.

The first statenment they nade was they
concluded fromny review that Casodex reduces the risk

of progression regardless of primary treatnent. That
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was true in Europe, but I wsh they had nade it clear
that | don?t think that there?s a shred of evidence
data that supports efficacy in the United States.

The second point is that patients in Trial
23 are at low risk for progression. | think that was
a consensus that we all had that what they failed to
mention was that | did do an analysis which tried to
account for the lack of treatnment difference in
Europe, in the United States, based on the different
distributions of prognostic variables. And for
reasons unknown to ne, was unable to account for that
difference. So even though that | understand that in
the clinical community, | guess it? sort of conmmon
wi sdom that one of the reasons that the response rates
were so low in the United States in conparison to
Europe was that the course ?- where the patients were
in the course of their disease, statistical nethods
surprisingly coul dn?t confirm that, and | was
di sappoi nt ed.

The other thing that they quoted was,
?Cbj ective progression nmay be surpressed in Trial 23

due to US. clinical practice.? | have no business
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saying that as a statistician, except as in the
context of the review, it was one of a litany of
different things that mght have accounted for the
di fferences between Europe and the United States. And
one of the reasons | nention that is because | was
involved in the application of R lutek, the only
treatnment on the market for ALS, in which there was
evidence of efficacy in Europe, but there wasn?t a
shred of evidence of efficacy in conbi ned Canadi an and
North American trials, so | want to make that clear
There are a couple of very quick things
that | would like to point out also for the record
that | want to enphasize, although | know that Dr.
Monroe is going to refer to these. One is that when
t he sponsor showed the slide about the results of 306
and 307, they conbined the results and showed that
they didn?t make a confidence interval for equival ence
or non-inferiority. But the whole point of that was
that the FDA decided that those trials could not be
conbi ned because of positive results in one, negative
results in the other. And when you put them together

there was a wash, and that?s inportant to point out.
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The only other thing | wanted to point out
is that this business about the nodeling in order to
find a subgroup in which there would be efficacy in a
high risk subgroup, that nodeling exercise is, in a
sense, a reasonable thing to do, but | think you ought
to keep in mnd that when labeling the drug, it? a
very risky business when you?re tal king about what are
going to be the cut-offs in the prognostic factors,
whi ch have been identified in the nodel. So it may be
that they can find a difference in a subgroup when
restricted to certain risk variables like PSA end
stage, but how the d eason Score cane up, how the PSA
score cane up as the boundary for who should be
eligible for Casodex 150 is certainly not clear, and
those cut points nust be due to a degree of data
dredging that cones from the nodel that was used to
find the prognostic factors.

Thank you very nuch for the opportunity
for me to correct the record.

DR SHAMES: Hello. I2d like to first
thank the Division of Oncologic Drug Products for the

cl ose cooperation and advice we?ve had fromthem during
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the course of our reviews of the various applications
for Casodex 150. And | also appreciate CDAC for
taking the tinme to advise us regarding this
chal | engi ng i ssue bei ng presented before us today.

| would say that whatever differences any
of us have we, I?msure, all agree that these issues ?-
the general issue of prostate cancer and the specific
i ssue before us today is extrenely chall engi ng.

The FDA’s presentation will consist of the
followng. 1?m going to discuss background and review
I ssues. Dr. Mnroe, who is the nedical team |eader
for this product, will review the clinical trial data,
and then 1?21 conme back and summarize the review
i ssues, and introduce the questions.

As far as background, ny background
comments will include nention of the inportance of the
i ssues before us this norning. W heard sone of that.

A brief discussion of the critical role staging plays
in the treatnment of prostate cancer, and a few remarks
regarding the relevant history of the devel opnent of
Casodex 150.

The | ssues bei ng consi der ed t oday
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regarding the use of pharmacol ogi cal therapy for non-
nmetastatic prostate cancer inpact a |arge segnent of
the U S. prostate cancer popul ation, as we all know.
Casodex 150 would be the first approved therapy for
non-netastatic prostate cancer. The target popul ation
could include hundreds of thousands of patients that
woul d take the drug for years, or perhaps decades.

However, because of the variable nature of
cancer of the prostate many patients, including those
who remain asynptomatic throughout their |ives mght
be exposed to unnecessary ri sk.

As you all know, prostate cancer is a
di sease that can exist along a very wde continuum
from mcroscopic clinically inapparent, to advanced
hormonal Iy insensitive disease. For many elderly nen,
the disease exists in our bodies for many years until
they die of sonething else. Therefore, the treatnent
for prostate cancer nust take into account the dictum
?pri mum non nocere?, or first do no harm

W nust be careful not to expose patients
with early prostate cancer to unnecessary toxicity

wi t hout proven benefit. Recent evidence indicates
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that the nost precise nethod to predict a patient?s
di sease stage and, therefore, decide on appropriate
t herapy, such as surgery, radiotherapy and others are
outlined in the trial, which | will nention further

It should be noted that d eason Scores,
which are based on glandular patterns of tunor under
low power nmagnification 1is essentially the nost
accepted nethod of pathologic grading in the United
States, were not wused in the non-US trials.
Tradi tional pathologic grading was used in the studies
outside the U S, and the results were extrapol ated
into 3 eason Scores. It was nore than ?- really there
was no central | aboratory. The pathology was
translated into d eason Scores, and soneone did nake
the comment about the translation of 7 versus 7, 8, 9,
10, and we al so had that problem

From ny reading of the literature, it
appears that the best way to ?- at the nonent to define
cancer sub-populations are the clinicals, the d eason
Score and the PSA It is true that they all are
i ndependent predictors, but the papers that we read

tell us that the three together are the best
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predictors, and add the nost precision to the staging
and prognosi s paradi gm

W do need to talk a little about Trials
306 and 307. Casodex 150, as you know, has been
previously studied in a population of patients wth
advanced prostate cancer. The information derived
from those studies is inportant when evaluating the
potential use of Casodex for earlier forns of prostate
cancer. These were random zed parallel studies in
advanced carcinoma starting in 1992. The definitions
of the popul ations are seen on the slides.

There were M) patients, as defined, and ML
patients who were defined with bone nets. These
trials involved Casodex 150 versus castration, nedica
or surgical castration. The intent of the study was
to show survival non-inferiority of Casodex conpared
to castration, and to show a quality of life advantage
of Casodex conpared to castration

The Data Safety Mnitoring Board stopped
the trials for ML patients because Casodex conpared to
castration had decreased survival, and increased

progression at the tine in both trials independently.
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The trials continued after that wth M patients
only, and these are the nunbers that were in the two
trials, and you see Trial 307 is nmaybe tw ce as |arge,
or perhaps even larger than Trial 306.

The data, the information from the M
patients in Trial 306 and 307 were submtted to our
division as supplenent 06 of this NDA in February of
2000, and the purpose was to conpare a conbined
analysis, the selected dose of Casodex 150 wth
medi cal or surgical castration in terns of survival,
time to progression and tine to treatnent failure,
quality of I|ife, and tolerability in patients wth
untreated l|ocally advanced prostate cancer defined as
you see before you. And these are the results of the
M) patients. And these are hazard ratios for
nortality.

In the smaller trial, the hazard ratio
indicated that Casodex treated patient had reduced
nmortality conpared to the patients treated wth
castration. However, in the larger trial, which was
nmore than twi ce the size, the Casodex treated patients

experienced increased nortality conpared to the
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patients treated with castration.

The results from the sponsor?s conbined
anal ysis reveal ed that Casodex failed to neet the pre-
specified par anet er to decl are non-inferiority
castration. In other words, denonstrate non-
inferiority to castration in terns of survival.
Casodex was to be no nore than 25 percent worse than
castration with respect to survival. However, the
conbi ned analysis as previously shown the confidence
interval was 36 percent.

As previously nentioned in M patients,
the Casodex was inferior to castration in terns of
survival and progression. |In M patients, the Casodex
trials had disparate results. The data from the
larger trial indicated decreased survival and increase
progression conpared to castration.

Qur experience wth this particular tria
in the various patient groups caused us to have
concern. Because of these results, the FDA had
concerns about overall nortality being adversely
affected in M patients possibly, and perhaps even

earlier patients, or even the overlap patients, so we
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found sonme additional information that mght support
our concern.

In recently published |arge neta analysis
of single therapy androgen suppression in nmen wth
advanced prostate cancer which was published in April
of 2000, the author stated, ?The evidence from eight
trials involving 2,700 patients suggests that non-
steroi dal anti-androgens were associated with a | ower
overall survival conpared to castration. The data
from the Casodex trials in the neta analysis,
especial ly

The data from the Casodex trials in the
meta analysis, especially since there may be a
biologically plausible explanation for the survival
di sadvant age of Casodex conpared to castration in nen
wi th advanced prostate cancer.

Those who treat patients with prostate
cancer are famliar wth the phenonenon of anti-
androgen wi thdrawal syndrone, which is a paradoxical
anti-androgen stinulation of prostate cancer, perhaps
resulting from prostate cancer receptive gene

nmut at i on. | don?t think were absolutely sure. A
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sim |l ar nmechanismcould be in operation to explain the
survi val di sadvant age of Casodex conpar ed to
castration in patients with advanced prostate cancer.

Now, it is true that the Trial 306 and 307
were on nore advanced patients, and there was only
sonme overl ap. But, quite frankly, we don? know what
long-term treatnment of Casodex is going to have ?- the
effect is going to have on survival because were very
early in the process here. And considering the data
we have, this is an issue of great concern to us.

|?m going to now tell you what the review
issues that Dr. Monroe is going to speak about in just
a mnute or two. Qur efficacy concerns have to do
with the fact that the trials are really not |[|ong
enough to denonstrate enduring efficacy as we have
defined them The d eason Scores are ?- we consider
invalid in Trials 24 and 25, not only for the
technical reasons | told you, but also -- as Dr.
Monroe will point out -- there were inconsistencies
between the clinical stage and outcones and pathol ogy
between the U S. and the non-U S. trials.

Al so, the data proposed to support
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efficacy in the US is based on a retrospective
subgroup analysis. As far as safety, there is a very
hi gh discontinuation rate from adverse events, a high
i nstance of gyneconmastia and breast pain. And as you
will learn, for many of these people the gyneconastia
is irreversible. There? also sonme concern about |iver
toxicity.

Additional review issues were the issue |
just discussed, which is questionable. W?7re not sure
about long-term survival, even in this patient group.

W do not believe it? been denonstrated that there?s
a quality-of-life or sexual advantage clearly
denonstrated, especially a quality-of-life advantage
regardi ng Casodex. And the three trials that we are
presented are heterogeneous popul ations with different
treatnments. And the non-U S trials reflect different
practice patterns.

In addition, we did find in our review
what we felt to be sone inprecision regarding the bone
scans. Dr. Scott Mnroe wll now report on the
details and data for Trials 23 and 24, which were

submtted to support Casodex 150 for non-netastatic
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prost ate cancer.

DR MONRCE: H . I?m Dr. Scott Mbonroe
from the D vision of Reproductive and Urol ogic Drug
Product s. | was originally going to start by saying
"good norning," but we?e alnobst reached noontine
because of the lengthy -- but | think very inportant -
- discussions that we?ve had prior to this tine.

Earlier this norning, the sponsor presented
their data and their interpretation of these data that
were submtted in support of the two indications for
Casodex that you see showing on the screen in front of
you. In support of these indications, as you?ve heard,
the sponsor conducted three multi-center random zed
pl acebo-controlled clinical trials.

Trial 23, as you know by now was
conducted alnost entirely in the U S, and to a | esser
extent in Canada, and neither Trials 24 or 25 enrolled
any patients in the US Trial 23 enrolled only
patients with prostate cancer who had previously been
treated by either a radical prostatectony or
radi ot herapy. These patients have been referred to as

t he adj uvant treatnent groups.
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Trial 24 and 25 enrolled simlar patients,
but also enrolled patients that had not undergone any
prior treatnent. And these have been referred in your
background docunents, as well as in our presentations
today, as the "watchful waiting" group, the "inmmedi ate
t herapy" group or "nonotherapy" group, all referring
to the sane group of patients.

One of the nost inportant characteristics
of all patients across all trials was that they were
all supposed to be negative as far as bone scans.
That?s a very inportant unifying characteristic that
crossed all of the trials. An inportant difference
was that treatnment in Trial 23 was limted to two
years, while treatnent in both Trials 24 and 25
conti nues. And this also applies to the adjuvant
patients in Trials 24 and 25, so you can see there is
a difference between these trials. It?s not just
whet her they?e watchful waiting or not, but a decision
was made in one adjuvant group treatnment would be
di scontinued, while in the other two trials which also
have adj uvant therapies, treatnent i s ongoi ng.

Since the sponsor has reviewed the overall
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design of these clinical trials, their simlarities
and differences, and the overall efficacy and safety
findings, | wll avoid re-review ng these topics.
Rat her, 21 try to limt ny presentation to
significant clinical review issues. And these review
i ssues include differences between the sponsor and the
di vision regarding study endpoints and data anal yses,
and interpretation of clinical findings.

| will also review findings of concern to
t he division. Now, not having had the benefit of
knowi ng exactly what the sponsor was going to present,
| will, however, have sone duplication, but hopefully
we can go over those areas quickly.

Early in the review process, we noted an
i nconsi stency between the d eason Grades or Scores in
the clinical stage of tunmor stage and pre-treatnent
PSA val ues across the trials. Note that in Trial 23,
the U S trial, there is a nuch higher proportion of
patients that were characterized as having poorly
differentiated tunors, and whether or not this was
based on a proper G eason Score or not, there is a

difference, at least in terns of how the pathol ogy or
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t he hi st opat hol ogy of these tunors was assessed.

You could say alnost half the patients in
the U S were considered to have poorly differentiated
tunors, where only a quarter and just a little bit
over 10 percent were classified as having simlar
tunors in the non-U S trials. However, if you | ook
at the clinical stage, you can see that patients
enrolled in the U S had | east advanced di sease. They
had the smallest percentage of patients in dinical
Stages 3 and 4, and we had the highest percentages or
hi gher percentages in both of the two European trials.

This discordance is also apparent when we
ook at tunor differentiation and pre-treatnent PSA
val ues. And once again, we can see -- |ooking at
median PSA values at the bottom of that slide --
theyre lowest in the US., highest in the non-US.
studies, and this is going exactly the opposite than
what was determned to be the histopathol ogy of these
t unors.

There is also a discordance between the
basel i ne hi stopat hol ogy or deason Scores and di sease

progression. On this slide, we?ve listed for you, for
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each of the trials, the percentages of patients in the
prost atectony group who had d eason or tunors reported
as poorly differentiated, or d eason Scores of 7 or
greater. And whether we?e tal king about 7s or 8s, |
don?t want to belabor that point. W have to go with
the data as it was presented to us by the sponsor.
But | think the inportant point I?mtrying to nmake here
is that there is less tunor dedifferentiation, at
| east as assessed by the pathologists in the various
trials in the non-US. studies; nanely, those were
better differentiated tunors, yet we can see that the
i ncidence of disease progression as assessed by a
positive bone scan was nuch higher in the non-U S
trials. And this certainly was problematic for us in
terns of interpretation of the baseline disease
characteristics of these patients.

Siml|ar data was observed when we | ook at
the subgroup of patients treated by radiotherapy
across the three trials. Once again, we see that the
percentage of patients with high deason Scores or
poorly differentiated tunors is highest in Trial 23.

Yet, it is these patients that have the lowest or the
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| east di sease progression as assessed by positive bone
scans.

Al t hough the sponsor and the division net
on many occasions throughout the devel opnent of this
program both prior to its onset, as well as while the
studies were ongoing, the sponsor and the division
never fully reached closure on what the prinmary study
endpoi nts and anal yses shoul d be.

We discussed this somewhat earlier this
nmorning. 12d like to expand on that just a little bit
her e. The sponsor preferred a timne-to-disease
progression endpoint, where progressive events were
based either on local or distant events of disease
progression confirmed by bone scan, x-ray, CI, M,
ul t rasonogr aphy, or biopsy, or death due to any cause
i n absence of progression.

The FDA, on the other hand, preferred an
analysis and endpoints based on the proportion of
patients wth progression wthin tw years post-
random zation, where events of progression would be
l[imted to positive bone scans, or death due to any

cause in the absence of di sease progression.
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The rationale for the FDA’S preferred
endpoints and analysis was based on concern
acknow edged by the sponsor that blinding could not be
mai nt ai ned because of the anticipated high incidence
of gynecomastia and decreases in serum PSA in the
Casodex-treated patients. W felt that the inability

to maintain blinding could result in significant

assessnent by us. In addition, specific criteria for
| ocal disease progression did not appear to be
provided in the study protocols, and there was no
central blinded review of events «classified as
progression, whether they be bone-scan-docunented or
ot herwi se. Because all the protocols mandated a bone
scan at two years post- random zation, it was believed
that this endpoint, along with death, would be |east
subj ect to possible assessnent bias.

On this slide are listed the results from
the three clinical trials in which events and anal yses
are based on the FDA preferred endpoints; nanely, a
positive bone scan or death, in this case, actually
within two and a half years of random zation. And the

time interval was extended fromtw to two and a half
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years to allow for inclusion of the patients whose
bone scans would be delayed for a small period of
time.

In each of Trials 24 and 25, there was
statistical evidence that treatnent wth Casodex
del ayed di sease progression. In Trial 23, however --
the only trial that enrolled patients in the US. --
there was no significant difference between the two
treatnment groups. And as you saw earlier this
nmor ni ng, the sane conclusions regarding the effect of
Casodex treatnment on di sease progression were obtained
usi ng the sponsor?s preferred endpoi nts and anal yses.

The sponsor?s original proposed indication
for Casodex 150 mlligrans was imediate hornonal
t herapy, or adjuvant therapy to treatnent of curative
intent, patients with non-netastatic prostate cancer.
Such an indication would enconpass virtually all
patients with non-netastatic prostate cancer, and was
not, in our opinion, supported by the submtted data.

Because of the negative outcone of Trial
23, the division also concluded that adj uvant

treatnment in patients wth early disease would be of
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little, if any, benefit. The division was al so unabl e
to characterize -- based on data in the NDA subm ssion
-- the population of patients in the US. who would
likely benefit from Casodex adjuvant therapy.

The  sponsor was asked to identify
popul ations treated by a prostatectony or radiotherapy
in the US who would likely benefit from adjuvant
t herapy, based on the actual data provided in their
subm ssi on. In response to this request, the sponsor
performed post-talk exploratory anal yses that resulted
in the first of tw changes to the proposed
i ndi cati on.

The first revision to the indication
concerned the use of adjuvant therapy. That will be
our focus for the nonent. Based on these anal yses of
the indication for adjuvant therapy was |limted, as
you heard earlier, to patients with locally advanced
non-netastatic prostate cancer who have a high risk
for disease progression.

This nodification of the indication was
presumably based on analysis perforned by the sponsor

on their data set, which showed that patients wth
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stage three or four disease and a detectible post-
prostatectony PSA value, or a pre-radiation PSA val ue
of greater than 10, were nost likely to have disease
recurrence.

The data supporting this change for the
adjuvant treated patients, based on the FDA preferred
endpoints, are shown on this slide. And what we can
see here -- and let? focus primarily on Study 23 --
that by this criteria, there were very few patients in
the U S who had disease progression, as assessed
either by a positive bone scan or death within the
two-year period after random zation. As you can see,
there are only four in the Casodex group, six in the
pl acebo group, and clearly these were too small to
make any conclusions regarding the potential benefit
of Casodex in this group

On this slide we can see simlar data for
patients who were initially treated by radiation, had
a pre-radiation PSA value of 10 or greater. Once
again, you can see in the U S. population, there were
very few patients who net this criteria, and the

nunber of events were one in each of the two treatnent
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gr oups. Once again, not supporting the benefit of
this therapy in U S. patients. You can see there were
nuneric advantages for Casodex in the radiotherapy
patients in both Trials 24 and 25.

W noted during our review of the
sponsor?s background docunment that the definition of a

patient of high risk for disease recurrence appears to

have expanded sonewhat, and this new expanded
definition is listed in the lower portion of the
sl i de. These patients remain those wth locally

advanced stage T3-4 disease and detectible post-
surgical PSA values, but also include pre-surgical
PSAs of greater than 10, or a deason of 7 or greater
And the criteria for a patient treated by radiation
has been |oosened sonewhat, so that a pre-radiation
value of 4 would qualify an individual for being at
high risk for recurrence or di sease progression.
Earlier today, the sponsor showed you a
nunber of Kapl an- Mei er curves based on these
definitions. And | want to first bring to vyour
attention that the prostatectony and radi otherapy

| abels are reversed on this slide. The data in the
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upper half of the slide are from the radiotherapy
gr oup, those in the |ower portion from the
pr ost at ect ony group. And we agree with the Kapl an-
Meier curves that you saw earlier, if you accept the
sponsor?s endpoints, that in the high risk group of
patients as defined -- as | showed you just a nonent
ago -- there were statistically significant reductions
in the proportion of patients who had disease
pr ogr essi on.

But throughout our review, our concern has
really focused on the findings in Trial 23. And you
did see a slide show ng a breakdown of these patients,
at least for the radical prostatectony group earlier,
and here | show you those data once again. And you
can see the benefit of Casodex in that conbined
analysis that we just previously showed was driven
entirely by the results of Trials 24 and 25. And one
could ask if it was even appropriate to conbine all
trials together, but that again is really not the
I ssue.

The issue is that if you apply criteria

that sponsor has determned to identify patients at

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

166

high risk for disease recurrence, and apply those
criteria to the population in the US., we just at
this point do not see any benefit of Casodex
treat ment. W see a proportion of patients wth
progression of 6.8 percent in the Casodex group, and
6.4 in the placebo group.

Now the earlier analyses were based on
very small nunber s, and their significance is
guesti onabl e. But here, presumably we have 712
patients that are at high risk for di sease
progression, yet we don?t see any benefit at this stage
of Casodex therapy. And this, again, underlies the
concern of the division that | ogic wuld say you could
just transfer these data and information from the
European studies to the U S. studies, but it just
hasn? worked out when we apply them or the sponsor in
this case has applied themto the actual data.

| do not have a slide for the radi ot herapy
patients. The sponsor actually showed one, | believe,
earlier where they showed that in Trial 23, using the
definition of high risk for recurrence, there were

only four events -- | believe -- inthe US trial, if
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|  remenber. And if | also renenber correctly, of
those four events, two occurred in the Casodex group,
two in the placebo group. So once again, |1?2d say there
is a problem as to what is happening with the U S
patients.

Now subsequent to the division?s not
approving the NDA for Casodex 150 mlligrans, the
sponsor revised the proposed indication for the
"wat chful waiting" or nonotherapy group. And in the
revised indication, as you?ve heard this norning, the
sponsor now recomends that immediate treatnent or
nonot herapy be limted to patients wth |ocalized
Stage T1/T2 non-netastatic prostate cancer. It?s our
understanding that this nodification was nmade because
of the concerns of the division that Stage 3 and 4
patients were very simlar to those in the previous
studi es, where there were concerns about survival in
t he Casodex-treated patients.

Sponsor has also shown or at least told
you that the effects of Casodex treatnent in these
earlier stage patients was statistically significant,

and that we do agree with that based on the sponsor?s
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endpoints and tine-to-event analysis. But if you
apply to these patients the endpoints and analyses
that the FDA feels are nore appropriate because of the
concerns about assessnent bias, we can see that there
are certainly strong trends in support of Casodex, but
that the upper bound of the 95 percent confidence
l[imts for the odds ratios for both of the studies
extend above one. Wiether these will drop down bel ow
one or whether they have in your nore mature data
whi ch you?ve not seen, we just don? know. But at
least on the data that we?ve had a chance to review,
neither of these studies would have crossed the bound
that would have net the criteria for statistical
signi ficance.

It also was of interest to us that the
majority of events that were classified as disease
progression were actually deaths in this popul ation,
but that of these deaths, only about 10 percent, or
perhaps a little under 10 percent, are actually due to
prost ate cancer.

These are t he basel i ne di sease

characteristics for the patients in the T1/T2
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"wat chful waiting"” groups in Trials 24 and 25. And at
first glance, one would say these d eason scores | ook
like those that are seen for U S patients that
frequently are nmanaged by surveillance. But our
concern is that, based on the data where we could
conpare tunor histopathol ogy across the European or
the non-U. S studies and the U S studies, we felt
that these patients had under-reporting for poorly
differentiated tunors. Qearly, there was a
difference in reporting, so that even though these
d eason scores would be very conparable, | believe, to
what type of patient mght be a candidate for
"wat chful waiting” presently in the US., we believe
that these scores are unreliable and, therefore, we
can?t conclude that these patients had the sanme type of
tunors as those patients that are frequently given the
option, or at least advised that watchful waiting
woul d be a reasonabl e option for them

Although we agree that there was no
assessnment bias in the bone scans -- in that if you
| ook at the nunber of positive scans that were read as

other than positive, it was the sane in both the
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Casodex and placebo groups -- we are concerned over
the fact that at least in this re-read, 27 percent of
the scans have read as positive in the Casodex, and
pl acebo group were read as sonething other than
positive. This causes us to have sone concerns about
the actual accuracy of the neasurenents. And bone
scans, like all other indices of disease progression,
were not re-reviewed centrally, nor by an independent
panel .

The last efficacy topic that 12d like to
review with you this norning relates to survival. And
what |?2ve summarized on this slide are the percentage
of deaths related either to prostate cancer or other
in each of the three trials. The data in the upper
half of the slide are those data that were submtted
at the tinme of the initial submssion as part of the
ef fi cacy conponent of the application. And they had a
data cut-off date of June in 2000. Wth the safety
update, we received additional survival data, which
had a cut-off date of Septenber, 2001, represented in
the lower portion of the slide, and | think we ought

to focus on those nunbers since they are nore current.

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

171

If we look just at prostate cancer-rel ated
deaths, we <can see that there are small nuneric
decreases in both of Trials 24 and 25, but that in
Trial 23, we see just the opposite. There?s a snall
nuneric 1 ncrease. I think the conclusion is that
t here?s probably no inpact on survival at this tinme in
patients with prostate cancer.

And simlarly, if we ook at other events
we again see a little increase or a decrease,
dependi ng on which study were referring to. And if we
go to the bottom the data represented in yellow we
can see that the differences within any study tend to
be very small. And we would concur with the sponsor
that at this tine there isnt any evidence that
treatnent with Casodex 1is having any inpact on
survi val either way.

So, to summari ze what we?l | call
unresol ved efficacy issues, we can lunp these into
perhaps three broad categories. The first category
concerns the maturity of the studies, and since only
15.6 percent of +the patients using the sponsor?s

endpoi nts and analysis, or 9.3 percent using the FDA?S
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preferred endpoints, have had an event of disease
progression, we think that these are early studies.
The results from these studies are quite early. And
that the long-term benefit of treatnent at this tine
is unclear in the absence of survival data, or a
survival difference, or neaningful quality of life
dat a.

The second category relates to the
inability of the division to identify those prostate
cancer patients in the US who would derive benefit
from adj uvant therapy. Post-tal k subset anal yses by
the sponsor were inclusive or not supportive, and we
al so remain concerned about the lack of valid d eason
scores, which has nade it inpossible for us to fully
characterize those patients involved in the non-U S
trials.

The third area is what is the risk benefit
ratio for inmmrediate therapy or nonotherapy in patients
with localized disease. This tinme 12d like to spend
just a little bit of ny presentation to go over sone
of the safety observations. This slide shows the

di sposition of patients in each of the trials. And as
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you can see, the percentage of patients who term nated
prematurely exceeds probably 30 percent or nore in all
of the trials. And in sone trials, the percentage is
higher in the Casodex, in others it? higher in the
pl acebo group.

If we look at Trial 23, the U S. trial, we
can see that the patient termnations due to adverse
events in the Casodex group far exceeded those in the
pl acebo group. What the reason for this inbal ance is,
we don?t know, except for the devel opnent of those
adverse events, which we? | discuss in a nonent. And
actual |y, adverse events exceeded in the Casodex group
was a greater cause for premature withdrawals in all
the studies. However, as you can see in the European
studi es, disease progression was a nbre conmon cause
for withdrawal in the placebo patients than in the
Casodex-treated patients.

The nost comobn adverse events, as you
heard earlier, are those related to the pharnmacol ogy
of the drug, its anti-androgenic or its estrogenic
activity. And as a result of the drug? pharnacol ogy,

73 percent of the patients across all the trials
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reported breast pai n, and 67 percent reported
gynecomastia. You can conpare these to the nuch | ower
incidence in the placebo groups of 7 and 8 percent
respectively.

Because of the high incidence of breast
pain and gyneconastia, |?d like to focus on this
adverse event in somewhat greater detail. The figure
that 1?ve taken from the sponsor? integrated summary
of safety in which the proportion of patients wthout
event, in this case gyneconmastia, are represented as a
function of tine. And, as you can see, that by
approximately one year or so after the onset of
treatnent, about two-thirds of the patients have
devel oped gyneconasti a. This percentage increases
slightly, but nost of this occurs certainly within the
first year of treatnent.

A very high proportion, as |?e nentioned
to you earlier, of patients do experience gyneconastia
or breast pain. W can see that across the studies,
this was a conplaint reported by 86 percent of the
patients. And patients wthdrew from the study

because of gyneconastia in what we believe is a
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significant nunber. Across all the studies, 16
percent of patients wthdrew because of gyneconastia
or breast pain in the Casodex groups, conpared to |ess
than 1 percent in the placebo groups. And in the U S.
trial, | believe this nunber was approximately 20
percent, even slightly greater.

The sponsor was able to follow a
significant nunber of patients for resolution of
gyneconasti a. And what this slide does is summarize
the nunber of patients, or list for us the nunber of
patients who had gyneconastia at the end of treatnent,
and who al so had post-treatnent followup. There were
approximately 1,500 of these patients, and in
approximately half of these patients, sone degree of
gyneconastia persisted at the last followup exam
Breast pain, on the other hand, resolved al nost
entirely, and the percentage of patients that had
resi dual breast pain was quite | ow.

We?ve heard earlier this norning about
quality-of-life issues, and in these particular trials
there wasn? any effort to really assess quality-of-

life in any systematic manner. There was very limted
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quality-of-life data. There was data on nmai ntenance
of sexual function in the study that was conducted in
Sweden. And | have to confess, I?mpersonally a little
bit befuddled by these data, because the data that |
show before you here, | thought | had taken directly
out of the sponsor? integrated summary of safety
again, and this would suggest that in these patients,
both in the placebo and Casodex patients, there? a
very significant dimnution of sexual function over
time. And in the bar graphs that we saw earlier, they
didn?t give this inpression at all, so perhaps we have
m sinterpreted these data. Per haps you coul d expl ain
the difference.

But if we interpret these data correctly,
it appears that in both groups in this particular
popul ation as assessed by this instrunent, there was
significant decrease in sexual function over tine.
Whet her one can put any credence on these data we don?
know, because of the rapid fall wthin 12 weeks of
treatnment onset in both treatnent groups.

In these studies, the incidence of life-

threatening or fatal hepatotoxicity was simlar in
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both the Casodex and placebo treatnent groups.
However, as shown on this slide, there was an increase
in what was defined as clinically relevant changes in
ALT or AST or bilirubin levels in the Casodex patients
relative to the placebo patients. And roughly
anywhere fromtwo ?- this difference was two- to four-
fold higher in the Casodex patients relative to the
pl acebo patients. There was also a greater
percentage of Casodex patients who wthdrew due to
liver-related adverse events, perhaps two- to three-
fold greater in the Casodex group, as well.

So in conclusion, a high percentage of
patient reported anti-androgenic or estrogenic related
adverse events, 86 percent of Casodex patients versus
12 percent of placebo patients reported gyneconastia
or breast pain. Si xteen percent of Casodex patients
versus less than 1 percent of placebo patients
wi t hdrew because of gyneconmastia or breast pain. And
gyneconmastia persisted post-treatnent in alnost half
of the patients.

Life-threatening or fatal hepatotoxicity

was rare and simlar in both treatnent groups.
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However, clinically significant or clinically rel evant
-- to use the sponsor?s termnology -- arises in ALT or
AST values, and wthdrawals due to hepatic adverse
events were two- to three-fold greater in Casodex-
treated patients.

At this tinme, 12 like to return the
presentation to Dr. Shanes, who w | summarize our
concerns about this particular application.

DR SHAMES: Thanks, Scott. First, | want
to tell you where we are in a regulatory sense. Ve
issued a non-approvable letter for this supplenent
involving Trials 23, 24, 25, and in that letter, we
stated that we wanted to see nore nmature trial data to
find out ?- to answer sone of the questions that we
have before us today. W also asked that, if it were
possible for the sponsor to get the slides from the
foreign studies and really do d eason scores, but we
bel i eved that the essential issue was that these were
sort of post hoc subgroup anal yses, and that there was
hypot hesis testing, and they should choose well-
defined successful subgr oups, and perform well-

controlled trials after the results that they?ve seen
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currently.

| just would like to take tinme to discuss
?- clear up an issue regarding the interaction of the
FDA with the sponsor regarding these endpoints. In
the notes that | can see as far back as it goes, there
was di sagreenent regarding the ?- what we consider an
obj ective endpoint, the protocol-driven bone scan as
opposed to the nore investigator-driven endpoints,
whi ch the sponsor used. That di sagreenent appears
right from the very beginning, because we were
concerned about the possible wunblinding, probable
unbl i ndi ng, perhaps, of gyneconastia, and the fact
that Casodex in sone variable way in itself wll
reduce PSA.

Now let?s go on to the review issues,
which are the core of the concerns that we? | discuss
in the questions. W are concerned about the small
nunber of progression events, and even fewer surviva
events after three years, to draw concl usions about
| ong-term use of Casodex 150. As nentioned several
times, one of the key paraneters used in the US. for

di sease staging -- the deason score -- was inproperly
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used in the non-U S trials. In addition, there was
di sturbing inconsistencies between the pathology and
clinical outcones between the three trials.

The data proposed to support use of
Casodex 150 in the US  patients is based on
retrospective subgroup analyses. As far as safety
concerns, there was a high discontinuation rate, and
Scot t di scussed t he gyneconasti a, possi bly
irreversible liver toxicity.

Certainly on the face of it, you would,
you know, consider that sexual function wll be
decreased in people who are ?- nen that are castrated.

But on the other hand, we have other issues when we?re
using Casodex. And in fact, it? very unclear whether
-- when wee dealing with quality-of-life -- we
inprove it wth Casodex versus castration, or placebo.

As a matter of fact, in the paper that | nentioned

before in The Annals of Internal Medicine, April 2000,

whi ch | ooked at a |arge anount of analysis of androgen
nonot herapy in advanced prostate cancer, the authors
concl uded that treatnment wi thdrawal, the nost reliable

indicator of adverse effects are less wth LHRH
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agoni sts versus non-steroi dal anti-androgens.

The revi ew regar di ng safety S
particularly concerned because this drug has the
potential for being used in a very w de popul ation.
W had sone other review issues. There is concern
over the potential, as we?e talked about, survival
detriment is too early to tell, and we feel there may
be evidence for us to be concerned about that, and
there is sone biological plausibility.

There is a question, as | just nentioned,
whet her Casodex has any quality-of-Iife advantage over
pl acebo or castration. And Trials 23, 24 and 25 are
trials which studied heterogenous populations wth
different treatnments that reflect differing practice
patterns in various gl obal | ocati ons. Finally,
al t hough not a key issue, bone scan readi ngs appear to
be i nprecise.

That?s the end of our presentation, and
t hank you.

CHAI RPERSON PRZEPI ORKA: Thank you, Dr.
Shames. And the floor is now open for the Commttee

to ask questions to the FDA. And |21 start by asking,
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could you explain briefly, please, why you would not
accept x-ray results or biopsies as an endpoint for
this study?

DR SHAMES: Vell, | think you nean ?-
wel |, because | think they were ?- sonme of those were
i nvestigator-driven, and we? e concerned that there may
been sone selection bias. You nean, x-ray ?- you mean
a precipitation of the x-ray, or the biopsy occurred
because of sone change in PSA or know edge of what the
control ?- what the arm was.

DR MONRCE: | guess 1?21 expand on that
just a little. The docunentation for these other
events was very inconsistent in the application. They
weren?t assenbled by the sponsor in any way that you
could actually determne, in nost cases, exactly what
was going on. They were reported just as having
occurred, and it was not possible to really decipher
what these were. Sone of these were |ocal events, and
sone were distant events. And w thout having had nore
docunentation as to the nature of these other events -
- forgetting about whether they were driven by factors

or not -- we just couldn?t place any reliability on
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t hem And | did address the fact that
there was no central review of these. There was no
clear criteria in the protocols defining what sone of
these events needed to be. | believe sonme of these
events may well have been enl argenent of the prostate,
perhaps, for those patients in the "watchful waiting"
group. Yet, we couldn?t find anything that said it had
to be an enlargenent by a specific size or not. It
seened to be driven only by the assessnent of the
i nvestigator that an event of progression had
occurred.

CHAlI RPERSON PRZEPI ORKA:  Dr. Cheson.

DR CHESON: Vell, | can see the issue
that you?re raising about the size of the prostate, but
a positive biopsy is a positive biopsy. No matter
what drives it, it?s evidence of progression. And even
a positive x-ray is a positive x-ray, but that raises
the other point, which troubles ne no end, that there
wasn?t any central review of the x-rays. And | really
find that hard to believe.

If | could ask one question which sort of

canme to ne, because often we mss therapeutic |eads
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because they?re hidden in toxicities and whatever. D d
either the agency or the conpany | ook to see if there
was any correlation between the devel opnent of
gyneconasti a and outcone, because this may tip you off
as to whether this is really a biological effect, and
may be a plus instead of its being a mnus. But [|?m
agreeing with Donna, that it? sort of bothersone that
youd sort of wite off things which are not
subjective, and are purely objective, I|ike positive
bi opsies and things, which | think, you know, in all
fairness probably are evidence of progression.

CHAI RPERSON PRZEPI ORKA:  Dr. Krist.

DR KRIST: Going on the thenme about the
sponsor's versus the FDA’S endpoints, to a certain
extent | disagree. I nean, | do think an objective
result is an objective result. There? a higher risk
of mssing those objective results in the placebo
patients because you mght not look for it. But that?s
sonething that | think is a difficult thing to think
about .

| ‘m curious, though. You presented data

showing that if you looked at just Trial 25 in the
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"watchful waiting” group, and |ooked at |owrisk
people by FDA endpoints, that there was no benefit.
And then you also showed in 24 1looking at the
prost atectony group who are high risk, and by sponsor?s
endpoints, that there was a benefit. | 27m curious for
Trial 24, if you were to believe in the FDA endpoint,
if high-risk FDA endpoint and prostatectony, if there
was a relative difference, | didn?t see that nunber.

DR MONRCE: | think 1?m going to have to
ask you to go through that step by step, please, and
then | can address each piece of it.

DR KRI ST: The big question | had was
that you showed a slide doing the subgroup analyses,
and you showed that on Trial 24, in the patients who
had | ocally advanced or the high-risk disease, who had
prostatectony, and you went by sponsor?s endpoints,
that there was a difference in outconme between Casodex
and placebo. And I?minterested in Trial 24 for that
same group, instead of going by sponsor?s endpoint, but
by FDA endpoint, for Trial 24 who are a high risk, who
had prostatectony ?-

DR. MONRCE: Were talking about the

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

186

adj uvant treatnent prostatectony patients.

DR KRIST: Yes. Right.

DR MONRCE: (Ckay. And on the slide that
| showed, and we?re not set up to imediately go back,
but |I believe on that slide, which is ?- let nme just
find that for you so you can all look at it here.
Were you tal king about Slide 26, perhaps? Could you
refer me to the slide on the handouts? That was the
high risk prostatectony FDA analysis. |[|s that the one
you?re referring to?

DR KR ST: Yeah. Is there a confidence
interval for that? |Is that statistically significant?

DR MONRCE: Well, there? clearly nothing
there. W could show you what those data |ook |ike if
you use the sponsor? analysis, if you w shed. I n
other words, you would find events due to this
category of other objective events, which would have
an inpact on the absolute nunbers. |s that what you?’re
aski ng?

If you want to go to the backup slides,
Randy. Ckay. That?s the sane data, I

bel i eve, but using the |ooser definitions where you
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woul d include all events. And you would see, we have
nore events, and we see that there are sone nuneric
differences, only one of which by this analysis has a
confidence interval that is less than one. But if you
go to the next slide and | ook at what?s driving these,
| think this may answer your question. That?s Study 23
at the top, so we can see there?s actually one nore
positive bone scan in the Casodex group than in the
pl acebo group. There were two nore other objective
events, and | can?t tell you precisely what those were
at this nonent. And there appeared to be four deaths,
but those deaths, three of the four had nothing to do
with prostate cancer. So it seens that as you go into
t hese subset analyses deeper and deeper wth snall
nunbers, you can conme out with alnost any kind of an
outconme. And that is what?s being driven by these.

| think perhaps the nost conpelling data
were those of the sponsors using the criteria that
they are now using for high risk, where we have a | ot
of events occurring, but yet there was no difference
between the two groups. And if we could go back to

slide -- | guess it? 30. And here we don?t have to
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bi cker over whether we should or should not include
t hese other objective events. This includes all of
t hose other non-bone scan driven events, and there is
just no difference in the ratios between the Casodex
and pl acebo treated patients in Trial 23.

CHAI RPERSON PRZEPI ORKA: Dr. Cheson, did

you have a foll ow up?

DR CHESON Il was ?- this 1is just
probably not even a very smart question, but | just
want a point of «clarification. There were those

patients in the “"watchful waiting group?, who were
treated on the basis of the PSA that went up, which
have been alluded to as, perhaps, protocol violations.
How did you handle them in the analysis? Did you
include then? \Wre they censored at sone point, and
does that nmake any difference?

DR MONRCE: Nei ther we nor the sponsor
handled them any differently. This question of
whet her or not they should have been included was not
addressed at all in the sponsor?s original subm ssion.
And because of the fact that our basic analysis had

not yet shown -- or maybe never would show -- that
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there was a statistical difference in at |east the
"wat chful waiting" local patients, it wasn? pursued
further. If he were to look at all of the watchful
waiting patients, Stages 1, 2, 3 and 4, as a group,
they do show a statistical effect as a consequence of
Casodex treatnent, but those ?- but one has to renenber
that there are many nore events occurring in the T3
and T4 patients, and once those are renoved, you have
many |ess events to assess whether the change is
statistically significant or not. And that is what we
saw with our analysis based on the |ow risk conponent
of the "watchful waiting"” popul ation.

CHAlI RPERSON PRZEPI ORKA:  Dr. Al bertsen.

DR ALBERTSEN. M/ question drives to the
choice of endpoints for these trials. In sone
respect, it? alnbost an artificial construct in
contenporary urologic and oncologic practice, in the
sense that a bone scan and a survival are really
downstream endpoints, to the point of 10 years and
alnost 15 years later when you |ook at sone of the
data in the literature. And ny concern is: by

excluding PSA progression as a potential endpoint,
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don?t we potentially run the risk of mssing a benefit,
in the sense that if patients -- specifically in Trial
23 -- nove on to LHRH agonist therapy when they have
PSA progression, this happens before they even have a
chance to achieve the endpoint the FDA is |ooking for.
And, therefore, asking for nore mature data, while
very valid, probably puts that off wuntil about 10
years fromnow And I2d |ike your comment on that.

DR SHAMES: Wll, as you know, that?s
sort of a controversial issue, and we have yet to have

the hard data that we felt we needed to use PSA as a

surrogate endpoint essentially. So we have not yet
accepted that. | nmean, that? still being debated
internally and externally, as you know It?s a
sonmewhat difficult issue. | think the ?- okay. Go
ahead.

DR ALBERTSEN: But the whole decision
before us rests on that very decision, because the
trial is clearly too short to denonstrate an effect
from anti ?- at least in ny opinion -- to direct an
effect from a hornone therapy given over two years,

given the lead tine of five years. At a mninum | ead
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time of five years that PSA testing has achieved, we
are identifying patients in the US considerably
earlier than our European and Scandi navi an col | eagues.
We?re operating on them so an adjuvant trial based on
those patients given for only two years, | think at
virtually any endpoint you select, it would be
difficult to denonstrate the difference.

So the trial, as constructed, is stacked
heavily in favor of not denonstrating efficacy, unless
you ran that trial for a period of ten years. And |I?m
not sure if the FDA or the sponsor were prepared to do
that up front, and we?e stuck now deci di ng what do you
do with the informati on at hand.

DR SHAMES: Well, | nmean, we grapple with
this issue daily because prostate cancer has this
particular problem W do trials regarding prevention
of prostate cancer. And so, you know, perhaps if we
had had ?- the problem that we have ?- the essenti al
probl em we have here is how to communi cate who these
people are that we can ?- that physicians wl]l
prescribe nedication. And basically, although there

are certain aspects, there are certain data here that
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shows a difference, there?s no question about it. W

could?- were not able with the data before us to, we

feel, adequately communicate to

prescribers who

exactly is supposed to get this nedication, and mnake

sure that we weren? giving it to pat

lents too early,

and they were taking this for years and years, you

know, wthout ? we don?t know, perhaps possible

adverse events -- or giving them |
m ght overlap with the patients that

survi val di sadvant age.

ater where they

m ght have sone

So that, you know, as you?ve seen in the

questions, and we? | discuss the questions. That ?s

part of our basic difficulty here.

DR ALBERTSEN: If I can follow up, |

think realistically were this drug, if
?7- if FDA were to give its approval,
be used as the indications are |isted.

| think what would happen is nost

it were to take
| doubt it would
Real i stically,

urol ogists and

oncol ogists would give this drug to patients who

denonstrate aggr essi ve PSA doubl i ng tine.

Specifically, if you refer to the

Pound data from

JAMA, anyone with a doubling tine greater than ten
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nonths is at great risk of di sease progression.

| suspect this drug is going to be used as
a substitute for another drug that is not indicated
for use in early prostate cancer, but is uniformy
used in this country, specifically an LHRH agoni st.
The risk factors for them is the potential for
osteoporosis, and all the other conplications we all
grapple with. So, therefore, the average clinician is
going to try to weigh the conplications of one drug
that?s not indicated with another drug that?s not
i ndi cat ed. Realistically, that? what? going to
happen. And | kind of scratch ny head |ooking at the
data presented, and feel I?m kind of an artificial
construct, or an Alice in Wnderland scenario. In
fact, what we?e discussing bears little resenblance to
what wi Il happen the mnute this drug gets approved.
Your comments on that.

DR SHAMES: Al right. Vell, that
happens all the tine. That?s part of the problem we
have here, actually. Part of my concern is that the
drug will not be used the way it should be used. And

we will have ?- and | did say we m ght have hundreds of
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ug, in either late

stage, early stage, in-between, when we have sone
indication that there mght be in sonme people a
survi val disadvantage, you know. And so that?s right,
absolutely. That is absolutely one of our concerns.

It?s always one of our concerns, but in this case,
given the huge potential population that could be
using this drug, we?e concerned about it not being
used in the right population. And that? why -- since

we had a |ot of

this should be used in -- that?s

of the reasons we didn? approve i
?- conceptual ly,

and Sweden are not biologically

u. S | nmean, obviously that

problem was, the data were diff

know, we didn?t understand

pat hol ogy, you know, the internal

The thing with the

know, was difficult.

asked the sponsor to perhaps, if

to get the slides, and better def

S A G CORP.

202/797-2525 Washington, D.C.

wasnt

t he

That?s one of

difficulty determning who exactly

why we?re not ? one

t. W couldn?t rely

of course, we realize people in Europe

different than the
the problem The
icult for wus. You
problem wth the

I nconsi st enci es.
d eason score, you
the reasons we
it?s at all possible,

i ne the popul ation.

Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

195

That ?s what we?e trying to ask there.

CHAlI RPERSON PRZEPI ORKA:  Dr. GCeorge.

DR CGEORCGE: I had a question about the
further followup, and | guess it? related to the
definition of the primary endpoint, as well. How

would you ?- if you do further followup, which is, |
think, certainly needed -- if you do that, what are
you going to gain unless you expand the endpoint sone
to ?- if youre going to include bone scan only, you?e
going to have sone issues there with people who have
clearly progressed, but just didnt have a bone scan
yet. And you? e going to have al so issues of requiring
a bone scan at future tines. Have you thought about
that, | nean, beyond the two years? | nean, if you
just said two years, then there?s not nuch point in

followng up beyond two years, if that?s what your

maj or endpoi nt woul d be. DR. SHANMES:
Vell, quite frankly, I was ?- | wonder if 1?21 often
see what happened to survival ultimtely. | mean,

that was one of ny main reasons for asking for follow
up. I?m not sure there?s going to be a trenendous

di ff erence.
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DR CECRGE: Well, one of the things that
was presented in the FDA presentation was, further
confirm that the durations of the timne-to-progression
information is maintained, and that?s nore than just
survi val . I mean, | agree certainly wth the
survival, but the ?- youe going to have to think hard
about ?- that endpoint thing is not going to go away
just with further foll ow up.

DR MONRCE: If | could just comment. The
sponsor has indicated that these protocols do require
bone scans at two-year intervals, so objectively they
should be done in any patient who has not had
docunented objective progression at years four and
six, as well. So that should provide wus wth
addi tional evidence of disease progression or |ack
thereof in a relatively unbiased fashion.

DR CGECRGE: That?s good. Wuld you do a
bone scan in soneone who clearly has progression, |
mean, that you already know has progression? |Is at
advanced stage and, you know, you just didn?t do the
bone scan. You did other things.

DR, MONRCE: You?d have to ask the sponsor
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exactly what they?ve told their investigators. It was
our inpression that +these were supposed to be
confirmed by bone scan to address the concerns about
not being able to maintain blind, but they would need
to address that.

DR CARROLL: Kevin Carroll, AstraZeneca
Statistician, just to answer the question. If you
could just repeat that question. The shock | ust
confused ne for a nonent.

DR CGEORGE: | was just concerned, | guess
if bone ?- it says that bone scans are supposed to be
done every two years. If you didnt do a bone scan
because a patient had had clearly advanced disease
because of other markers, and maybe died even of ?- |
guess the death would be the endpoint, but you still
woul d have had ?- presune if you had done a bone scan
earlier you would have spotted it, but you didn?t. And
| just wonder if there are going to be patients that
you?e going to end up not counting as progression that
were clearly progressions?

DR CARRCLL: Thank you for t he

clarification. Wat the protocol required was that in
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patients who had not previously progressed, then a
bone scan was schedul ed at every two years. There was
no intention to ?- for a patient who progressed, say,
at three years, to then do a bone scan at four years
if that would not be clinically indicated.

DR CGECRGE: R ght. But that then gets to
be a problemin the FDA. Ckay. If it were ?- but it
woul dn?t have been picked up as via a bone scan. It
woul d have been a rising PSA or sonething, | think
what they?e tal ki ng about.

DR MONRCE: It was <clear from the
beginning that both the sponsor and the FDA said a
rise in PSA would not qualify. There was never any
i ssue that PSA increases woul d be consi dered objective
pr ogr essi on.

CHAI RPERSON PRZEPI ORKA:  Dr. Rednan.

DR REDVAN: Just to reiterate on the
endpoint, and really just ask the FDA directly, if |
was comng to themwith a trial of an intervention in
this setting, you?ve agreed that PSA is not valid.
Youve shown data that you don?t accept bone scan

because of the inherent error in bone scan that all of
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us who practice are well aware of, that it? very
difficult to read a bone scan that? not attached to a
patient and interpret it. So | guess other than
survival , overal | survival, what endpoi nt S
acceptable if you ask the sponsor to redo the trial,
narromy define the patient popul ation. What is the
end point going to be?

DR SHAMES: VW showed sonme of the
problens with bone scan, but | don?t think we said we
woul dn?t accept that as a protocol defined bone scan in
everybody. A situation where we ?- in this particular
case, and perhaps sone of the advisors can coment on
this -- we were concerned about, particularly wth
Casodex because of this unblinding issue. So there?s
sone issues that are particular here that may not be
rel evant to, you know, other trials wth other drugs
we?re not as concerned about unbli nding.

The unblinding in the question of what the
effect of Casodex is perhaps on PSA, and that kind of
thing. Wat exactly the effect is, you know Is it a
vari able effect? Does it change its effect over tine,

you know, things l|ike that. So I think that this
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particular drug has particular issues, which m ght not
be in other drugs.

CHAlI RPERSON PRZEPI ORKA:  Dr. Kel sen.

DR KELSEN: This is a followup to the
cooment that was nmade about patients who have a
rapidly rising PSA, have the option right now They
get an LHRH antagonist, but Casodex is comercially
available in the United States at a 50 mlligram
tablet, and I?m pointing at the open form At | east
one patient who is taking 150 mlligrans a day. This
is a question to the urologists, either here or from
t he sponsor. How frequently is this therapy being
used now in this area? Do we know anythi ng about that
at all?

DR. ALBERTSEN: 121 j ust make an
anecdot al comment. | know it?s beginning to nmake its
way into the nedical comunity. How pervasive it is,
| think, depends on how close you are to a center
that?s pronoting it, or to an individual person who
m ght be pronoting it. But | think the very real
issue is, as the long term concerns over LHRH

agoni sts, which have becone the de facto treatnent for
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men with rising PSAs, could Casodex be the substitute?
And that?s the reality that?s playing out on the
street. But | have no idea how prevalent it is yet.

DR KELSEN: | under st and. My question
was, it seened like that mght be a default position,
and certainly, we need to address the indication
I ssue.

CHAI RPERSON PRZEPI ORKA: M. Chye.

MR COHYE Thank you. | have a rather
fundanental question about the change in endpoints.
Sonme people say |?m older than dirt because |?2ve been
attending ?- before |I retired |?ve been attending End-
of - Phase-2 neetings, dozens upon dozens of them And
at the conclusion of the End-of-Phase-2 neeting, the
sponsor generally goes away with a good idea of what
woul d be needed to register the drug.

If I look at the history of this product,
they had that End-of-Phase-2 neeting in 1995, and --
was this division in existence in 1995? It was not.
It was the Metabolic and Endocrine D vision then. I
bel i eve the practice then was to allow the sponsor to

carry away key elenents of agreenents made, and then
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they would conme back with a protocol based on the
agreenents nmade, sort of a quasi contract with the
division. And it appears to ne fromthe record, that
they did that. And over the course of the next three
years, they conpl eted enroll nent. And then a
year later, the target was noved, and | think it would
be very instructive for me as a representative of
industry to find out how the heck that happened.

Because, you know, these studies ? youe talking
about a huge study here, costs mllions of dollars.

| ‘m sure you all are operating on good faith, but this

moving target is quite troublesone to ne personally,

and I?’mquite sure to others. | have other questions,
if I may, but this is just a fundanmental procedura
guesti on.

DR SHAMES: You?re absolutely right, in
t hat when people cone for an End-of-Phase-2 neeting we
do everything we can to nmake sure that everything is
appropriate so they can do their trials, and we?e all
in agreenment. You know, we ?- there was disagreenent
about a lot of these issues since we?ve been here nmaybe

the last three or four years, so | cannot say if we
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woul d have ?- those of us here would have agreed to all
of this, you know, the three different trials with the
total ly heterogeneous groups and that kind of thing.

And certain other ? we would have advised perhaps
about d eason scores, or central readings, things |like
t hat . So it was pretty much after the fact that we
got here and looked at the trials and found the
probl ens.

Now it brings us ?- and | agree that it ?-
the overall procedure should be that we stick to the ?-
what we say at the end of Phase 2, and then we |et
them go and then evaluate it.

Now sonetinmes people don?t ?- and | don?
know if that?s the case here. Sonetinmes that doesn”
happen anyway. You know, we can? stop trials for sign
probl ens. However, we are faced with this situation
at it occurs now. | agree with your point and, you
know, the only thing | can say is perhaps the people
that reviewed it had a different view than we did, you

know. It was before our division even was assenbl ed.

But the issue before us is what we have to
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deal with right now, so that?s, you know ?-

MR OHYE: But neverthel ess, we deal ? as
sponsors we deal with the agency as an entity, and as
not just individuals? opinions, but we deal, you know,
with the FDA as a whol e.

DR SHAMES: Your point is very well
taken, and | absolutely agree that the procedure
should be that we cone to agreenents at the end of
Phase 2, and hold to those agreenents unless there?s
sonme scientific reason that conmes up later that causes
us to have a problem

MR OHYE: | think we all agree if there?s
an overwhelmng scientific reason to change prior
commtnents, but if we deal as sponsors deal with the
agency as an entity, then we should be able to rely on

prior conmmtnents.

| have a question for Dr. NMonroe. I ?m
sure you weren?t inplying -- and | just want to make
this clear -- that there is anything wong with the

sponsor proposing a change in indication, because that
goes on, you know, frequently during the devel opnent

of a product. I just want to nake sure that |
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understood that right.

DR MONRCE: Well, the need to change an
indication does cone up not infrequently, where an
indication has to be nodified to best reflect what the
data are. Wiat we were, | think, trying to convey to
you is that, in an effort to identify who would best
be served by the use of this drug as we reviewed it
and brought up these issues, the indication was
changed on nmultiple occasions, because the data
clearly didn?t support certain things. Adjuvant issues
in early disease, and we were surprised that the
application even cane in with such a broad indication
because there was just no data to support that. Wen
those issues were brought forth, the sponsor
acknow edged that and nade these changes whi ch perhaps

could have conme in initially.

And that | think it? also a reflection
that | don?t believe that we or the sponsor --
shouldnt really speak for the sponsor -- has

adequately characterized who woul d benefit by adjuvant
therapy. On that last slide I showed, we pretty nuch

took aside all of the issues about what the endpoint

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

206

shoul d be. And those data | showed, they showed
absolutely no effect of Casodex in US. Trial 23,
based on the sponsor?s present definition of high risk.
And it?s our concern that -- let? say the drug were to
be | abeled as that, and you say high risk. Wll, are
you going to define what high risk is, or are you
going to leave it to each practitioner? | don? know.
But if you use criteria that | think are
generally accepted, as we use our high d eason score,
post-operative PSA, and a high pre-operative PSA we
didn?t see any benefit of the drug. And that?s our
dilemma. W just don?t know who would be served well

by taking this drug.

MR CHYE: I beg t he Comm tt ee?s
i ndul gence. | have two short questions, if | may
conti nue. | believe | heard the conclusion that sone

of the data didn? support a clinical benefit when you
were naking reference to sone of your slides. Thi s
may be useful for deliberation when we discussed the
guestions. Are there data likely to predict clinical
benefit?

DR SHAMES: Let ne go ? first, | would
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like to go back to the other issue, because Dr. Hirsch
remnded nme that in 1995, because he |ooked this up,
we did not ?- we discussed the issue of the endpoints
and did not totally agree with the endpoints actually,
and the endpoints were ?- and as | said, you know, we
cant stop trials for design problens. W can only
stop them for safety problens. Can you repeat the
guestion, because | ?-

MR CHYE: | was naking reference ?-

CHAl RPERSON  PRZEPI ORKA: I2m sorry.
Before you go on, can | just address that, please.
Just switch hats as a forner nenber of an IRB, and to
encourage you to re-look at that issue specifically,
because from the IRB point of view, to put a patient
on a trial which will not give you an answer is a
saf ety concern.

DR H RSCH  The issue is one of bias, of
limting bias. In 1995, the conpany was inforned that
there was a high likelihood that there would be a high
i nci dence of gyneconb in the treatnent group, and that
that mght unbias the trial. That was clearly stated

and acknow edged by the sponsor, and it did conme to
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pass. And in an effort to reduce bias, we discussed
with the sponsor alternative endpoints that mght be
|l ess apt to bias. And that was, to the best of our
know edge, one bone scan that was done in everyone at
year two, so at end of Phase 2, we held these
di scussions with the sponsor.

DR BRAWEY: Can | ask, was there an ?-
pardon nme for interrupting. Was there an agreenent
between the FDA and AstraZeneca about what relevant
endpoints would be for these studies that would |ead
to approval ?

DR SHAMES: Since ny ?- | have been there
in various capacities -- we could not totally agree.
We knew what the endpoints were, but we did not agree

about these other endpoints, the objective progression

endpoi nt s.

MR OHYE |I?m afraid |I?m taking too mnuch
time, but one last question, if | may. | was trying
to ask -- | renenber hearing the conclusion that the

data didn?t support the finding of a clinical benefit.
M/ question was, and | thought this mght be useful

when we go into our own deliberation, were there any
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data likely to predict a clinical benefit?

DR SHAMES: | think an objective ?-
however we defined it, an objective progression would
be information that we would consider «clinically
i nportant, or delaying objective progression in a way
t hat was not bi ased.

DR MONRCE: Well, if | could add a little
bit to that. The question of accepting the bone scan
data is really not a question. | raised the concern
that there is an inherent |ack of accuracy in these
methods, and we are concerned that a degree of
i naccuracy needs to be considered when you?e | ooking
at small absolute differences between treatnent groups
in trials that show very few events. W?re not saying
that the bone scans are not acceptable as an
assessnment. We think that was a very valid endpoint,
and would be done in a way that would be subject to
m ni mum bi as.

| think we would accept other possibly
obj ective endpoints if they had been well docunented,
and had been confirmed by sone type of a central

reading, as is frequently done in oncology trials
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And all of that was lacking in this particular trial.

MR COHYE 12d like to reserve ny comments
for the general discussion. Thank you.

CHAl RPERSON PRZEPI ORKA:  Dr. Bl ayney.

DR BLAYNEY: | have two things. One gets
to the issue of bias, as you put it, or this
unblinding effect by Casodex, or unblinding effect.
When you?e treating a patient, was your concern that
gee, M. Smth, you have gyneconasti a. You nust be
getting the active drug, and we?e going to ignore this
urinary retention, or this new bone pain, or this
rising PSA Whereas, in sonebody who is not having
gyneconastia, theyre treating investigator would junp
on a simlar synptomin sone differential manner.

DR SHAMES:. | think it? the general
i ssues that we?e concerned about, regarding bias. You
know, whatever ?- if you know that 80 percent of the
patients ?- if the trial is essentially unblinded, then
it?s not the kind of trial that gives us the sane kind
of data as a blinder trial, and we were trying to get
t he best data possible.

DR BLAYNEY: | mean, the endpoints you
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showed seened to be very unsubjective. | nean, death,
bone scan progression or sone other PSA progression
seemed to be uninfluenced by observer interpretation.
So | think the suspicion or the concern that you had
in setting an endpoint that gynecomastia or sone clue
that a patient was getting active treatnent turns out
to be ?-

DR SHAMES: Vell, it? true that death
and bone scan are ?- we accepted death and bone scan.
And PSA is a separate issue which, you know, needs
ot her discussion. W don? have the data right now to
use it as a surrogate endpoint, and nmany of the other
events were driven by the investigators.

DR BLAYNEY: But |I?m saying that | don%
see that an investigator would have that ? would be
bi ased by the ?- he?d do the sanme ?- an investigator is
likely to do the sanme thing, regardl ess of whether he
thinks the patient is getting active treatnent or not.

DR SHAMES: Vel |, I guess | would

di sagree about that.

DR BLAYNEY: Fair enough. The | ast
thing, | think, you?e asking us to nake a judgnent
S A G CORP.
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here basically on subset analysis since 1995 and this
i nauguration of the trial. You said well, wait a
m nut e. Let?s now retrospectively or encouraged the
sponsor to retrospectively define a group of nmen whom
they thought mght benefit based on a retrospective
subset analysis. That?s sonething that has been | ooked
at askance at this commttee level, and I2d like to
hear why you would want to do that.

DR SHAMES: Wiy we did subset anal yses?

DR BLAYNEY: No. Wy you woul d encourage
the sponsor to bring forward an application for an
i ndi cation based on a ?-

DR SHAMES: No, it was not a sub ?- what
they brought ?-  their original I ndication was
essentially everybody in this trial. Their original
i ndi cati on was everybody. Everybody who doesn? have
nmetastatic disease was the original indication. Ve
didn?t think that was reasonable. However, the data
supported it. And we?d said that and they went and
tried to find the appropriate subgroups. And, you
know, we are ?- you know that?s what happened.

DR BLAYNEY: And based on that, you know,
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we mght as well just go hone, because they haven?t
denonstrated that. But | think there? efficacy there
that we need to ?- | would encourage you all to find a
way to take care of ?-

DR SHAMES: Actually, the advice we?re
| ooking for here, | nean, quite frankly, we are ?- you
know, | said this to the sponsor. W could not figure
out how to communicate who these people are to be
treated with this nedication. That was our basic
problem because there were various trial design
problens, aside from the pathologic problens, et
cetera, et cetera. And that?s reflected in the
guestions, and we certainly didn?t want to go approving
this for everybody since this is not a totally benign
drug, at |east what we know about it.

DR BLAYNEY: I think Dr. Al bertsen?s
comments are right on point. 1It? likely to be a drug
that is used as a substitute for another non-approved
drug. And this is going to be an expensive drug that
patients will have to put that into their and their
physi ci an?s cal cul us.

CHAI RPERSON PRZEPI ORKA: Dr. Braw ey, do
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you have anot her question? Dr. Hanno.

DR HANNO Just two very quick points.
One is, since the bone scan data is so critical in
this, |I really think that sone confirmation of which
of the bone scans are truly positive would be hel pful
in at least calculating the absolute risk, because it
may be nmuch lower than it appears in these data. And
there are plenty of studies that show how bone scan
data is kind of unreliable. Even though it may be the
same unreliability in both sides, it doesn?t nean that
the risk is significant.

Second, aren?t we ultimately talking about
if were going to use delay in objective progression as
the endpoint and agree to that, don? you really need
an answer on whet her i nmmedi ate hornonal therapy versus
del ay, versus intermttent hornonal therapy? Wich of
those ?- is there a problem between thenf | nean,
that?s really the underlying issue here that we don?
have an answer to, and that we?e sort of skating
around, | think. And in the absence of that, you’re
really looking at survival and quality of |ife data.

CHAI RPERSON PRZEPI ORKA:  Dr. Braw ey.
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DR BRAWEY: Yeah. Seeing that there was
soneone from AstraZeneca that wanted to respond to one
of the questions | asked earlier, is that allowable?

DR SCOIT: Ask the question again,
pl ease.

DR BRAWEY: Well, | was asking what was
the FDA and AstraZeneca? agreenent back in 1995. And
it just seens sonebody had gotten up ?- | just saw him
out of the corner of ny eye, and they weren? allowed
t o speak.

DR SCOIT: Mark Scott, AstraZeneca. | f
you ?- the interpretation of the mnutes is there were
a couple of different endpoints that were under
debat e. W designed the Casodex clinical tria
program as one large program where the analysis we
proposed was based on objective progression as we
defined it in each trial. The difference really was
whet her you would need to have two clinical trials to
support that indication, if in fact it was tine to
pr ogr essi on.

The overall analysis could be done if

survival was the endpoint of interest, but we focused
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on clinical progression as the primary endpoint. And
we agree that we did have the conversations about the
potential for wunblinding, but | believe that we?e
denmonstrated in the application that blinding was not
?- or the wunblinding was not present due to the
frequency of the assessnments being simlar between
treat ment groups, and across studi es.

CHAlI RPERSON PRZEPI ORKA:  Dr. Hober man.

DR HOBERVAN. | have two points. One is
that | agree with the sponsor that the issue of
blinding is probably not a substantial issue in these
trials. The results are quite robust in Europe,
whet her or not you take into account time to event or
i ncidence of objective progression. The other thing
has escaped ny mnd. | nust have gotten a shock from
this.

Oh, yes. | was just struck by |ightning.

One of the ?- and |I?m very synpathetic to what Dr.
Bl ayney said, because once we ask the sponsor to go
back and find a subgroup in which there would
efficacy, it was practically dooned to failure from

the beginning, and the reason is that the US trial
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was a null trial. There was no room for anybody to
get true benefit. And so what happened was that the
sponsor went back and did what they could, and had a
very, very small subgroup, which showed a |eaning
towards results that were simlar in Europe. The
problemis that it was based on so few results, so few
patients that it sinply wasn?t reliable, and it was
hard to take seriously.

The slide that Dr. Mnroe showed, which
happened when you took into account nore patients to
try to increase the size of this high risk popul ation,
the whole thing blows up in vyour face. You?’r e
including nore people in a null trial, and the hazard
ratio goes right back to one, so it? sort of like a
rubber band. You pull it out, and it? going to snap
back. So | think that in this data is futile to try
to go back and try to find a believable subgroup of
patients in the United States who actually benefitted
from the drug. And were in this problem because we
have sonmething in Europe that 1is trying to be
extrapol ated to the U S.

CHAlI RPERSON PRZEPI ORKA: Thank you. Dr.
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Marti no.

DR MARTINO This is terribly remniscent
of breast cancer. The real problem that | see here
has to do with the fact that the gentlenen who were
enrolled in Arerica actually did too well to show you
much of a difference if there could be one. It really
comes down to that sinple problem which is in no way
unheard of in adjuvant therapies. And | really think
that?s at the gut of all of this, that the patients did
so well that there?s no way, at least wth this |length
of followup and this volune of relapse, which we?re
really in the range of what, 5 percent or so for that
one trial. 1In all fairness, how could you expect that
there would be much of a difference unless you had a
true mracle. And you can turn that data inside out
and upside down, and it? not going to change unless
either you add nore patients or nore tine passes.

The other issue is, you lost a third of
the patients. Renenber that they actually wthdrew
whi ch further reduces your nunber, so the real problem
is unfortunately, or fortunately, how you choose to

look at it, that the Anericans did well.
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CHAlI RPERSON PRZEPI ORKA: Ot her comments.
Ckay. Then before we break for lunch, we have two
nmore individuals who want to respond at the open
public hearing after hearing all the data, so 12 like
to call to the podium first, M. John Page from Us
Too! I nternational

MR PAGE M/ name is John Page. [ ?m
President and CEO of Us Too! International. W are a
501(c) (3) prostate cancer education and support group.
As a matter of disclosure we do, in fact, get funding
froma nunber of sources. One of themis AstraZeneca,
but do not interpret that to nean that someone has
paid me to cone here and nake the coments that | am
about to nake, because any people that know ne, know
that that is probably the farthest thing that could be
from the truth here. And unfortunately, | have not
been in this kind of a situation before, so if sone of
my comments come out as too aggressive, please forgive
ne.

| am not, by the way, a prostate cancer
patient, but I do work with them have over the | ast

three years on a daily basis, and so | speak really
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nmore as a patient advocate, as opposed to sone of the
gentl enen this norning we who have spoken really from
the heart, and having to deal with this full on. I
have had access to the data over the course of the
| ast year, and so |?ve had a good opportunity to | ook
at it.

| am also soneone who has worked in
healthcare for the last 30 years alnost, and have a
sci ence and engi neering background, so | do have an
appreciation for statistics and dealing with research,
but I do not consider nyself, thankfully, sinply a
researcher or statistician, so 1?m really addressing
you really fromthe human perspective. And in dealing
with that from the human perspective, | think | [Iook
at this as trying to define do patients deserve the
information that is contained in these studies.

I hear the FDA talking about their
determ nati on of who should get this drug, and perhaps
it? just a generation that | have, but I find that not
what | would hope the FDA would be |ooking at. I
enjoy the FDA protecting nme from bad things, and |

enjoy the FDA giving ne information that | can rely
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on, but | would hope that people would recognize that
as a patient, it? really up to the patient and his or
her physician to determne what course of action is
best for them | don?t know that anyone in this room
who?s not having to nmake that decision on a personal
| evel should be excluding information given to the
patient. And | think that?s really the crux of what I
see wus talking about here, is wll you allow
information about this trial to be provided to
physicians and patients, and have them nake a
determ nation about whether or not this treatnent
option should even be consi dered.

| enjoyed the comments about the real
wor | d perspective, and whether or not you are setting
up an Alice in Wnderland reality, but from all
intents and purposes from a patient perspective, PSA
rise is, in fact, a de facto standard that a patient
uses to determne whether or not his disease is
pr ogr essi ng. Wet her we want to argue about that in
theory and in research terns, the reality of the
practice is a patient goes to his physician when he

sees a PSA rise and says I?m afraid ny disease is
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progressing, and | want to have another treatnent.
Good or bad, that?s the reality of the situation.

And | think the risk benefit equation can
only be, and can best be determned by that patient
and his famly and his caregivers, because when it
comes down to it, and you |look at the NIH nandate that
a patient be responsible for his or her care and the
decisions thereof, the patient can?t nmake that
determnation unless they are given information. And
there is no information that can be given unless this
drug is approved. And so | find that by cutting off,
prospectively cutting off even the discussion of
potential benefit, and | think what |?m hearing after
reviewing the data for a good nunber of nonths, and in
listening to the FDA and AstraZeneca today, what |7m
hearing is that there is definitely benefit comng ?-
we?re trying to determ ne what group of patients that
is, but there seens to ne benefit, substantial
benefit. Depends on how you define that, but at
relatively small risk, and | think as long as the
patient is informed up front about what those risks

are, there seens to ne very clear, and one of the
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gentleman fromthe U K who talks to his patient about
expecting gynecomastia or breast pain. | think that
that?s really what should happen. The patient should
be fully inforned.

Wiet her or not that happens is really a
clinical decision, but when youe |ooking at 40 to 60
percent reduction in progress of this disease, to ne

from a patient?s perspective, that would be very

significant. And when the risks are identifiable,
potentially manageabl e, and this s not an
irreversible ?- | nmean, the patient can go off this if

he chooses, or if he decides that it?s not sonething he
wants to do, | think that that?s really a patient
decision. And again, as a patient advocate, ny point
is enmpower the patient with the information to make
t hat deci si on.

| will use one statistic, | guess, because
| think that it? inportant. There were at one tine

nmore than 100 nen in this room If we use statistics,

my guess is 20 nmen in this room wll conme down wth

prostate cancer. If | wuse further statistics about

recurrence, 5 to 10 of those nen wll have a
SA G CORP.
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recurrence and potentially be seeking treatnent
options for which they have, at this point, limted or
no treatment option availability.

Wuld you, if you were one of those five
or ten nen, want to prospectively elimnate a
potential option with known risks. | guess that?s the
question | leave you wth, because as a patient
advocate, a patient is really |ooking at options that
are out there. Wien there are no options out there,
and currently for a subset of patients, there are no
treatnment options out there, this represents a viable
treatnment option if they and their caregiver chooses
to do it. And again, | think that?s the nost
enpowering thing you can do today, is allow the
patient to have the information upon which to nake a
decision that affects their Ilife. Thank you very
much.

DR BRAWEY: May | ask hima question?

CHAlI RPERSON PRZEPI ORKA:  Yes, Dr. Braw ey.
M. Page.

MR PAGE: Yes.

DR BRAWEY: D d | mshear you. Are you
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saying that the FDA is keeping doctors and patients
from discussing this data currently, and Kkeeping
doctors from prescribing this drug as an adjuvant
therapy at present? |Is that what you were sayi ng?

MR PAGE: R ght now, Casodex 150 is not
an approved drug, and it is not available, wdely
avai | abl e. As a result, if it? not approved, it
really doesn?t even come up in conversation except as
an off-label indication. And | think that if you are
assumng that it is okay for us to continue to treat
patients routinely in off-|label activities, then | say
by all neans. | nean, you cannot approve this, but I
think if youre going to be open and honest, and the
reality of the situation is, patients are |ooking for
sonmething that may give, as the data indicated,
perhaps a two year disease progression free life,
that?s a quality of life indicator that a lot of nen
are going to accept.

DR BRAWEY: Have we seen data that show
that there? a two year progression free interval wth
this drug?

MR PACE: | looked at the data that is
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presented, and if you |look at the Casodex versus the
pl acebo, there is a ?-

DR BRAWEY: Really.

MR PACE. It nmay be one year, it may be
two years, it may be three nonths. There is certainly
what appears to be ?- and again, |?m going based on
what the data is. The data does not appear to be
contradi cted by the FDA There does appear even in
the FDA analysis to be a benefit in tinme to
pr ogr essi on. Their tinme to progression does not
include PSA, but | can tell you, and Dr. Braw ey, you
probably know from your own practice, that a patient
PSA rise is, in fact, a standard that a patient uses,
whet her the FDA or researchers choose to use that or
not. It is, in fact, the de facto patient standard.

CHAI RPERSON PRZEPI ORKA: Thank you very
much, M. Page. Next is M. Ben Fay fromthe \Wllness
Communi ty Del awar e.

MR FAY: I?2msorry to say good afternoon

| have no conflict of interest, but when | offered to
cone and say a few words here, AstraZeneca did agree

to reinburse ne for ny out-of-pocket expenses.
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I7m a retired chemcal engineer from
Wl mngton, Delaware. |In February, 1?11 be a six year
survivor of T4 node positive prostate cancer and |
wat ched ny father die a horrible and degrading death
from prostate cancer. I 2m the comunity coordi nator
for the Wllness Comunity Del aware. I?ma Director and
Secretary of the First State Prostate Cancer Support
Goup, and | also volunteer at the Anerican Cancer
Society and Christiana Cares, the principal health
provider in northern Delaware. And as part of
Christiana Care?s Cancer Qutreach Program | volunteer
with a group of African Anerican nen to pronote
prostate cancer awareness and screening.

In these roles | know and speak to dozens
and dozens of nen who have or are at risk of having
prostate cancer. | think | can speak realistically
about how nmen at the grass roots level feel about
prostate cancer. And | wll tell you, and | can speak
very confidently of this, there are three concerns
that nmen have related to prostate cancer, other than
survi val . The first ~concern is nunber one on

everybody?s list, loss of sexual activity. Nunber two
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on just about everybody? list is incontinence, and
nunber three, is hot flashes. Rarely hear any nention
or concern of gyneconmastia, and that?s a fact.

|2m sinply going to build on what John
said, and skip sonme of the things. | agree wth
everything he said virtually word for word. I2d |ike
to talk about the African American comunity where |
really am famliar. There are many nen there who
refuse to be screened or who avoid, or delay treatnent
after diagnosis of prostate cancer, because they fear
| oss of sexual ability. These nmen represent a self-
selected and | think largely unidentified de facto
group of watch and waiters. |If these nen had the 150
m|ligram dose of Casodex available wth its very | ow
| evel of adverse effects, adverse sexual side effects,
they would elect earlier intervention, and thereby
distinctly inproving their |ikelihood of Iiving |onger
and better.

And del ay or avoi dance of treatnent is not
limted to the African Anerican conmunity. Many
Caucasi an nmen who have had definitive treatnent for

prostate cancer, radiation therapy or r adi cal
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prostatectony, and who now find thenselves with a
rising PSA, and this is a phenonenon clearly regarded
by both the nmen and their physicians as a sure sign
that their prostate cancer 1is progressing. Del ay
taking the next step, which is chemcal or physica
castration, and | neant to tell you that if | stunble
during the presentation you can chalk it wup to
cognitive dysfunction or whatever you called that
earlier, because as part of ny treatnent, | had an
orchi ectony al nost six years ago. And they do this,
they delay the treatnent because of the horror stories
they hear about hot flashes, or because they fear
| osi ng what ever sexual function they still have.

These fears extend across the whole nale
spectrum 1?7d like to give you three quick exanples.
Dr. Soloway talked about sone patients from the
doctor?s perspective. | m going to talk to you about
them from the patient?s perspective, and from ny
perspective. And I”’mgoing to talk to you about three
men that | know personally, that are friends, that |
talk to. At the Wellness Comunity we deal with the

enoti onal aspects of cancer. W talk, |ike you never
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heard nen talk. There is no secret unbarred in our
di scussions, but anyhow, one is an African American
man. He delayed additional treatnent when he had a
rising PSA following radiation out of fear of hot
flashes, just that, hot flashes. He allowed his
prostate cancer to progress until it was untreatable,
and he died, | think prematurely.

Ceorge, a Caucasian has a d eason Score of
6 and a PSA varying between 15 and 20. He? ganbling
on watchful waiting because he does not want the side
effects of any currently used treatnent. Lou is a 76
year old Caucasi an who has radiation. On Monday night
at our support group neeting at the \Wellness
Community, he was in tears as he described the
pressure he gets fromhis 78 year old wife, new bride,
when he loses his ability to have an erection
followng injection of an LHRH agonist, so he stops
taking the injection. Hs erectile dysfunction, his
erectile function returns. | did stunble, and his PSA
rapidly clinbs to 80 before he panics and resunes the
i njections and the devastating cycle restarts.

These nen need the option of taking the
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150 mlligram dose of Casodex, and they need it now,

not years from now when every | is dotted, and every T
is crossed. The risk of taking it, as | read the
data, is very small, and the potential benefit is

great. Gve us, the patients, the opportunity to nmake
t he choi ce. | beg you. | beg you to approve today?s
appl i cation. Thanks.

CHAI RPERSON  PRZEPI ORKA: Thank you very
much, M. Fay. |Is there anyone el se who has a conment
to make? In that case, | want to actually thank both
M. Page and M. Fay for their courage to do this
after the presentations, and really address the data
froma patient?s perspective, and cone here to do that.
Thank you.

W2l | break now and return at a quarter to
2. Actually, I’'msorry, 2:00, but Dr. Tenpl eton-Soners
wants to make an announcenent first.

DR TEMPLETON- SOMVERS: One of the big
advantages of holding an open advisory conmttee
neeting is that discussions |like these take place in
an open forum It?s wunusual for this particular

commttee to have a lunch break in the mddle of an
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application, and I2d Ilike to put forth a gentle
remnder to everyone in the room that discussions of
this application with the Commttee should wait until
this afternoon when our open neeting resunes and
everyone can hear and participate. Thank you.

CHAI RPERSON PRZEPI ORKA:  So pl ease return
here at 2:00.
(Whereupon, the proceedings in the above-entitled
matter recessed for lunch at 1:20 and resuned at 1:59
p.m)

AFT-EERNOON SESSI-ON
(1:59 P.M)

CHAI RPERSON PRZEPI ORKA: Dr. Shanes, you
gave a very nice introduction to the questions earlier
today, so unless there? anything burning that you w sh
to add, I wll dive right intoit. Fine, let us dive.
So were going to discuss Casodex for adjuvant therapy
to radical prostatectony and radiotherapy of curative
i ntent in patients wth locally advanced non-
netastatic prostate cancer who have a high risk for
di sease recurrence or inmrediate treatnment of |ocalized

non-netastatic prostate cancer in patients for whom
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therapy of curative intent is not indicated.

We?l Il go through the questions one by one,
ask if anybody has any coments, and then call the
question and take the vote, except for the essay
guestions, which I don? think we have today.

Nunber one, across ongoing Trials 24 and
25, only 15.6 percent of patients using sponsored
preferred endpoints, and 9.3 percent of patients using
FDA requested endpoints had objective progression of
prostate cancer or died from any cause in the absence
of disease progression. At the tine of data cut-off,
June, 2000, nedian followup was 2.6 years in Trial
24, and three years in Trial 25. In the absence of
meani ngful survival data or quality of |ife benefits,
are these studies sufficiently mature to conclude wth
a reasonabl e |level of confidence that patients treated
with Casodex in these trials wll derive clinically
signi ficant long term Dbenefit? If not, what
additional information is needed? Dr. Krist.

DR KRI ST: vell, | ? looking overall,
it? kind of tricky for me hearing both perspectives.

| have sone reservations with the subgroup anal yses.
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| have reservations with conbining the data on the
studies, and ny inclination is to say it seens |ike
there?s sonme form of a benefit, but | can?t put ny
finger on as to who it is. And | also think that
whet her that conveys into a survival benefit, there is
sone room for question with that, particularly wth
U S patients, because | think that the popul ations
treated and diagnosed in the U S. probably are very
different than those treated in other countries.

CHAI RPERSON PRZEPI ORKA: Any ot her
di scussion of this question? Dr. Kel sen

DR KELSEN: | think this is a question
again to the urology, the advisers at the table. M
inpression is that although the 23 Trial in the US
focused on a different popul ation, people undergoing
curative therapy, that nmany patients in the United
States are seen with the sane stage of disease as
patients seen in Trials 24 and 25. And it? not that
we don?t have patients in the United States who present
with these states of disease or rapidly devel op them
but we just didn?t ?- they just weren?t studied in this

particul ar cohort. AmI| correct?
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DR HANNO | think you are correct. I
think sone of these patients get treated with the LHRH
anal ogs, and | think that it would be nore appropriate
to conpare it to that than to placebo, because a | ot
of these patients don?t get treated with placebo when
theyre in that stage, or at least have that in the
m X

DR KELSEN. But the population exists in
t he states.

DR SCHOENBERG  Well, 1 think we should
just have the caveat that although that?s true, we see
a very significantly declining nunber of the nore
advanced stage di sease, precisely because of the very
proactive approach that the American nedical comunity
and patients have taken toward early di agnosis.

DR ALBERTSEN: My concern in the
indication is the term adjuvant, and then noving on to
define high risk. | don?t think the data |?ve seen
convinced ne that true adjuvant use of this drug is
sufficient since Trial 23 basically showed no
di fference. Where | begin to hedge a little bit is

the question of high risk patients. And indeed, those
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are nore easily identified post surgery, when you
begin to see a rising serum PSA Unfortunately,
theyre not the subjects of any of the trials, and
theyre the ones of nost interest to the urol ogists.
As a consequence, |I?m struggling on how best to
interpret the trials of the nore advanced disease,
because | believe they do show efficacy. But then you
have the question, are the FEuropean popul ation
sufficiently generalizable to the Anmerican popul ation?
| think they are, but | think the Anerican popul ation
has just been identified a good five to seven years
earlier, inplying that you probably need to have
people on this drug for at least five to seven years
before you see the true survival differences, or at
least the efficacy differences that you see in the
European trial s.

CHAlI RPERSON PRZEPI ORKA:  Dr. Ceor ge.

DR CGEORGE: I think it? ?- the problem
here is a followup issue, particularly on 23. And |
think we do need further followup to be sure of what
we?re getting. And one of the things in saying that,

werre in a situation where we would like to have the
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answer faster. I mean, we would like to have fast
answers, but wee in a setting where it? very
difficult to do. It?s a long tinme before recurrence,
and certainly before we have nuch information about
survival. And that?s just a tough situation.

Wwd |ike to have very good surrogate
markers that would spot all this, but we don? have
t hem And so ny take on this is, these are very
interesting results, but followup is a big issue.

CHAI RPERSON PRZEPI ORKA:  Dr. Rednan.

DR REDVAN | guess the point here is
significant long-term benefit. I think, you know,
followng patients in 23 for the next 20 years isn%
going to really answer because of the patient
popul ati on. But if you look at the two European
trials, | don?t think 2.6 or three years is adequate
followup to say that there? a long-term benefit
versus a potential short-term benefit. | nean, it?s a
gquandary in oncology, do we treat you now wth
toxicity, and there is toxicity to this drug, nore so
than no treatnent. O do we wait until you devel op

synptomati c progression and treat you at that tinme for
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?- you know, overall survival is a |long-term benefit.

CHAI RPERSON PRZEPI ORKA:  Dr. Braw ey.

DR BRAWEY: | would agree that the issue
of long-term benefit is the real problem here, that
just two to three years doesn?t do it. |If there was a
trial that showed that there was a survival benefit,
that would be, in ny mnd, a slam dunk and very easy
to recommend approval. But we haven?t even really
proven that we nmake the patients feel better. Weve
shown sone indications that show that naybe sone of
the patients feel better. And we?e also shown that,
at best, 85 to 90 percent of the patients who would be
treated woul dn?t even need therapy to begin with, and
30 percent of folks are going to drop off, so | guess
| have sone real problens and reservati ons here.

CHAI RPERSON PRZEPI ORKA:  Dr. Martino.

DR MARTI NO | think | have a different
reaction to this than what |?m hearing around the
table. These are patients where the word adjuvant, |
t hi nk, does apply. They are patients w thout obvious
di stant netastases, and we?e looking at their first

suggestion that they have netastatic distant disease.
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kay? That is the adjuvant setting. And what you
normally see when you do adjuvant trials is you don%
see survival advantage until years later. You tend to
see that there? a difference in terns of when patients
have their first evidence of recurrence.

| think that?s what youe seeing in
Studies 24 and 25. You?e not seeing that in Study 23.
Many of us could have alnbst predicted that you
woul dn?t see it this quickly in that particular U S
trial. So for nme, there really is nothing here that
disagrees with what | recognize is a basic principle,
that this is a hornonal di sease where hornonal therapy
to a small degree, which is the problem wth all of
our adjuvant trials. It is that 2, 3, 4 percent if
you?re lucky, that you see a difference between a
treated and untreated group. So | think for ne, there
is value to this therapy in the patients that were
treated with it, which is what the question states.
The issue of whether that can be translated to the
Anerican population is a different issue for ne.

CHAI RPERSON  PRZEPI CRKA: And | think |

want to echo what Dr. Martino says. |If you do | ook at
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the curves, they do separate. And if you follow the
curves |long enough, eventually all the curves will go
to zero, and so we have to figure out what does |ong-
termreally nmean in the life of an elderly patient or
a young prostate patient. And so sone of the curves
were very definitive, in not just P-value but size
di fference, the interval difference between the
pl acebo group and the treatnment group. Dr. Braw ey.

DR BRAWEY: Yeah. That gets back to an
earlier point. The reason why we don? see nedian tine
to progression in the two arns is neither arm has
actually lived to nedian tinme to progression yet.
That really nmeans that we?e not treating very nuch at
this juncture. | nean, if there is a benefit, and the
advocates really need to understand this. You know,
if youre talking to that black guy up in Connecticut,
you need to tell him there?s a one out of 25 chance
that this pill may help you, and a one in three chance
that you?e going to drop off the pill because of side
effects. You really need to tell himthat.

CHAlI RPERSON PRZEPI ORKA: Ot her di scussi on?

Then 17211 call the question once again. Across Trials
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24 and 25, only 15.6 percent of patients or 9.3
depending on endpoints had objective progression of
cancer or died. At the tine of cut-off nedian follow
up was 2.6 and 3.0 years. In the absence of
meani ngful survival data or quality of |ife benefits,
are these studies sufficiently mature to conclude wth
a reasonable |level of confidence that patients treated
with Casodex in these trials wll derive clinically
significant |long-termbenefits? Dr. Redman.

DR REDVAN.  No.

BLAYNEY:  No.
GEORGE:  No.
CHESON:  No.

ALBERTSEN:  No.

REDIVAN:  No.

3 %3 3 3 3 3

KELSEN:  Yes.

CHAlI RPERSON PRZEPI ORKA:  Yes.

KRI ST:  No.

ANDERSON:  No.

SCHOENBERG  No.

BRAWLEY:  No.

3 3 3 3 3

HANNO:  No.
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DR MARTINO  Yes.

DR ALBERTSEN:  No.

242

CHAI RPERSON PRZEPI ORKA:  That?s three yes

and 13 no. Question two, do the data that is clinica

stage PSA level and lack of valid deason Score from

Trials 24 and 25 allow for the adequate definit

on of

a patient population that can extrapolated from the

non-U S. studies to a defined group of U S, patients

who wll derive significant benefit from Casodex

t her apy?

DR CHESON: Point of order, there?s a

second part to the first question that
addressed. If not.

CHAI RPERSON PRZEPI CRKA:  Ch, sorry.

wasnt

Thank

you. If not, what additional information is needed

Yes, thank you. Wul d you care to take that?
Ceor ge.

DR CGECRGE: | m t he one who noti ced

Dr.

t hat .

He?s the aggressive one who spoke up, but | had ?- |

t hought we were going to address that because that was

an inportant part if we did say no.
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CHAI RPERSON PRZEPI ORKA:  Yes.

DR CGEORGE: And to me, again getting back
to the followup issue, and it? still the ?- what are
these types of information we can maybe talk about
|ater 1 guess, nunber two, and so forth, but the key
with respect to followup is to followup until the
nunber of events is higher, the percentage of events.

| won?t go through all that again, but it?s still
even in the ones like 025, it? still a |ow percentage
of overall events. And events |?m tal king about here
are either death, bone scan progression, or even this
ot her progression. You just add them all up
especially in the death category, of course, but in
the others as well. The overall percentage is still
| ow enough to be disturbing - not disturbing, but to
be unreliable with respect to the long-term issues.
Even though | agree that unless you change definitions
of endpoints, the early results aren? going to change.
But we do need to know the long-term even granted
that everybody either dies or progresses eventually.
You still want to see what happens later, and have

nore reliable answers. So the kind of information |
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would say we need first and forenost, is a higher
percentage of events in all these categories.

CHAlI RPERSON PRZEPI ORKA:  Dr. Cheson.

DR CHESON:  Yeah. And just all kidding
aside here, | want to agree ny friend Qtis over there,
in that you have to look at long-termin the context
of the natural history of the disease. So whereas
you?re saying it? going to be two years, three years,
four years, five years, you have to recogni ze what the
median survival is, and look at these events that
Steve was talking about in relationship to that sort
of a tine point.

CHAlI RPERSON PRZEPI ORKA:  Dr. Al bertsen.

DR ALBERTSEN: In terns of additional
informati on needed, even though the FDA does not
accept PSA progression as an endpoint, | would, for
one, like to have seen the data presented with that as
an endpoi nt, because one of the problens with the way
that studies are currently constructed is that a valid
endpoint to show efficacy is so far out in the future,
that | feel as currently constructed, you have no

other way of addressing the answer but saying no,
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because of the way the problemis franmed. Therefore,
refram ng the endpoint and adding sone nore, a two or
three year followup |I think mght, in fact, lead us
to a better feel for howthis drug is truly working.

So two pieces of information. One, a new endpoint
which has not been thrown on the table yet, and a
little nore tine.

CHAlI RPERSON PRZEPI ORKA: Any ot her
comments? (Ckay. Now on to question two. Do the data
from these trials allow for adequate definition of
patient population that can be extrapolated from the
non-U S. studies to a defined group of U S, patients
who wll derive significant benefit from Casodex
t herapy. Dr. Schoenberg.

DR SCHCENBERG This is ? you?e calling
for comments. Correct? |?m concerned because | think
the groups of patients are very significantly not
conparable. And that doesn?t nean, as | think people
have noted previously, that there aren't interesting
and conpelling data to be derived from the European
trials, but the U S population is very different, the

one that was studied. And because of the confounding
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probl em of identifying exactly which pathologic
entities were being studied in 24 and 25, [|m
particularly concerned that we?e going to have
difficulty identifying who? going to benefit. And |
am very concerned as this particularly touches upon
the issue of watchful waiting, so | am very concerned
about those two particul ar probl ens.

CHAI RPERSON PRZEPI ORKA:  Can | ask if you
can give your opinion on the subgroup separately? |
hear that for the localized disease group wth
wat chful waiting you don? believe that the subgroups,
that the two groups are conparable, but what about the
high risk group? Wuld they be nore conparable, or
not conparable at all?

DR SCHCENBERG Vell, as | think we?ve
di scussed previously briefly, the problem and this
may be reflective of an issue, a Transatlantic
practice difference, is that | think the groups that
were studied in 24 and 25 are not ?- if not vani shing,
substantially dimnished in US. practice. And it?s
not that those people don?t exist, but they are

substantially less coomon. So | think yes, there are
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conpelling data in the higher risk groups, but again,
we do have problens with definition. And | believe
one of the issues we've discussed previously was the
[unping of 7 wth 8, 9, and 10. That is, to ny m nd,
very problematic, so vyes, [I?m intrigued by that
population, but | think nore information wll be
necessary to extrapolate this to the U S. popul ati on.

CHAI RPERSON PRZEPI ORKA: Ot her comments?
Dr. Bl ayney.

DR BLAYNEY: | would take a contrary-w se
point of view | think for nmen who don?t want
radiation, but who mght have Ilocalized disease
di scovered at surgery, the data from 24 and 25 m ght
be useful in helping them and their physicians nake
sone deci si ons. For nmen who may have a very high
d eason Score of 8 or 9, who would otherwise fit ?- be
much like the 24 and 25, | think in ny practice in ny
community, that would be ? that data would help in
decision making, so | would say ? ny answer to this
guesti on woul d be yes.

DR SCHCENBERG ~ Actually, can | just ask

a gquestion?
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CHAlI RPERSON PRZEPI CRKA:  Sur e.

DR. SCHOENBERG Could you be very
specific about howit will aid in decision making? |7m
just curious.

DR. BLAYNEY: Sone nmen  don% want
radiation after a positive surgical margin is
di scover ed. Traditionally, t hose peopl e are
recommended, and there nmay be sone benefit to survival
to sal vage radiation. [f they don? want radiation
this is an ?- | think there? data that this treatnent
m ght be an option for them

CHAI RPERSON PRZEPI ORKA:  Dr. Al bertsen.

DR ALBERTSEN. In ny mnd, the data from
Trials 24 and 25 do provide evidence of efficacy for
men with nore advanced disease. The question then
becomes how do you interpret advanced disease in the
context of a U S. population. Even though this wasn?
test tried, | think the physician comunity is
treating patients wth rapidly rising or high doubling
time PSAs as nen at high risk of failing. That
probably can? be incorporated in the labeling of this

drug, but in terns of how do you do the wal k across
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the Atlantic. In ny mnd, that? howit would be done.

So, therefore, | do believe the data support efficacy
in men with nore advanced, or as they say, high risk
di sease, and | would define these, as | think people
do in clinical practice, as people with rapid doubling
times.

CHAlI RPERSON PRZEPI ORKA:  Dr. Braw ey.

DR BRAWEY: Earlier there was discussion
of subset analysis and how subset analysis should be
avoi ded. | just want to weigh in and reiterate that
subset analysis really should be avoided. It is ny
feeling that the groups defined in 24 and 25,
especially in Trial 25, can be extrapol atable, and you
can find people like that in the United States.
Al t hough they are few and far between, | think you can
find folks, so |l ? it mght seemcontrary to ny first
vote in the previous statenents, but | do believe that
you can extrapolate from the foreign trials to find
simlar patients in the United States.

CHAI RPERSON PRZEPI ORKA:  And | think |ike
Dr. Brawley, | also believe that we?ve seen positive

results here, and that there are probably patients in
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the US who would fit the same criteria as in the
US trial. Were |I wuld disagree also is that the
statistical analysis that was presented was not the
nost el oquent |?ve ever seen for |ooking for subsets of
populations and risk factors for regression, and
whether or not the treatnment arm gives benefit, so |
woul d di sagree and say that the data as presented are
probably not adequate enough to define the population
very well. Oher cooments? Dr. Ceorge.

DR GEORCE: There was the ?- Dr.
Hoberman, if he? still here. He is here, that he had
done a nunber of analyses with respect to trying to
adjust for factors to see if the great discrepancies
between all these studies could be reconciled in
certain ways; that is, to use the 24 and 25 data and
see if you could predict sonme of the things that were

observed on the 23 study. And if I?minterpreting this

right, | think the answer was you couldn?t really do
it. Maybe you?d like to elaborate on that a little
bi t.
DR HOBERVAN Yeah, | did it, and the
nunbers didn?t conme out right. I was not able to close
S A G CORP.
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the gap that should have been closed in the U S by
doi ng that progression projection fromEurope. |?m not
sure exactly how this fits into the question that was
bei ng asked, but ?-

DR CECRGE: I?m just wusing that as an
exanple, and why 1?2m kind of reluctant in this area,
because what ?- you know, if you assune ?- in general
it?s not a problemthat you have studies with markedly
different distributions of variables, as long as you
have enough patients treated in groups that you can
use statistical procedures to kind of adjust for that.

In this case, it didn?t seemto work out right; that
is, sonething wasn?t right, either the variables
weren?t neasured properly, the nodels that were being
applied didn?t fit, and the European studies didn%
seemto apply to the U S for sone reason. It would
take a lot nore looking at this issue to convince ne
that the results from24 and 25 coul d be used.

CHAlI RPERSON PRZEPI ORKA:  Dr. Rednan.

DR REDVAN: | got a little confused by
Dr. Al bertsen? comments. You state that you wanted to

sonehow define a high risk population in a popul ation
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that wasn?t in these studies. Sonebody with a doubling
PSA, so nine nonths after they?ve had the surgery, the
PSA ?- or radiation therapy, the PSA is doubling.

These studies, if I?m correct, |ooked at you had your
radi ati on therapy. We?re not going to wait for PSA
doubl i ng. You?re either going to go on Casodex, or
you?re going to go on observation, so | don?t know how

that high risk population fits into what these studies

showed.

DR ALBERTSEN: That?s why | nade the
comment as the way | did. Wen | |ooked at the data,
the only patients that | can determne have any
benefit are the ones who are high risk, i.e., the

Eur opean patients, who in general have a disease that?s
nmore advanced, precisely because they dont do or have
not been doing in 1995 aggressive PSA testing as we do
in this country. So in 1995, you had a lead tine
i ntroduced for nost Anerican patients which you di dn?
have in Europe. And that? why, in ny mnd, these two
popul ati ons aren? conparabl e.

When you use this drug very early on in

the course of disease, it plays out over 10 or 15
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years. Youre not expecting, and | would be astounded
to see any benefit in the first five years. Hence, if
this conmpany were to run the trial for 15 years, |
think we mght see a difference, so that renmains to be
t est ed. But if | had to guess one popul ation that
m ght be nost likely to achieve, and again, this is a
bit of a leap of faith, it? the very patients who we
see failing radical prostatectony or radi ation
therapy. And we know from the Pound data published in

JAVA about two years ago, that nmen with PSA doubling

times less than 10 nonths will generally progress to
netastatic disease wthin 8 years, and will die from
their disease wthin 13 years. But that?s the tine

frames we play out here. And again, it? a bit of a
|l eap of faith, but when asked the way the question was
structured, i f I could identify a population,
considering the tools | have in 2003, that?s probably
the best way | could estimate such a popul ati on.

CHAI RPERSON PRZEPI ORKA:  Dr. Kel sen.

DR KELSEN: | asked a question earlier
about groups of patients in the United States because

we recently met with hospitals dealing with mnority
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popul ations in the New York area, and | was struck by
the comment of the physicians who worked in that area,
of the large nunber of patients that they see wth
prostate cancer who present wth locally advanced
i noper abl e di sease because of [|ate diagnosis. And |
wondered whether or not that would not be an exanple
of a population in the United States that was very
cl ose to the European popul ati on.

| haven?t got a clue as to what those
nunbers are. | was wondering if our urologist did,
and | gather it? hard to extrapolate those nunbers.
But | think there is a population in this country that
doesn?t get screened, that does present |ate, and that
m ght well mmc the European population. It would be
exactly what you?d be | ooking for. And they don?t go
on clinical trials, so there?s no data for it. I
actually don?t think 23 applies to this question at
all. Twenty-three is a different issue, totally a
di fferent study. Just because the trial was done in
Europe does not nean it doesnt apply to Anerican
patients.

CHAI RPERSON PRZEPI ORKA:  Dr. Braw ey.
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DR BRAWEY: Yeah. David, you can
perhaps correct me if 1?m wong. Gace Lu-yao showed
that 30 to 40 percent of nmen who get radica
prostatectony in this country relapse by PSA wthin
five years, many of themwthin two years. And it is
now very common that those individuals get off-I|abel
LHRH agoni st. I think a growing population wll
probably get Casodex off-|abel, despite what one of
the advocates said a little earlier. But AstraZeneca
is actually to be congratulated for doing studies
| ooking at these populations right after initial
therapy. | wsh we had simlar data with the other
drugs that are being used in them but one possible
pl ace for Casodex and one study that still does need
to be done is in that 30 to 40 percent of Americans
who after radical prostatectony, or after ? | don%
know the percentage after radiation therapy, who have
a rising PSA.  And unfortunately, that trial if it is
powered for survival, is going to be a 15 year trial

But | nust point out that AstraZeneca has presented
data, very elegant data | ooking at Tanoxifen at 10 and

15 years of data, so we just need to do the equival ent
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in prostate cancer. And in Tanoxifen, they show the
survival benefit which may or may not be available if
we use Casodex as an adj uvant.

CHAlI RPERSON PRZEPI ORKA:  Dr. Al bertsen.

DR ALBERTSEN. Yeah. (Qis, | agree with
you. If I had to just pick the trial that 1?2d want to
see today to nmake the decision, it?s basically nen who
have rising PSAs following radiation or surgery, who
now face a choice, or face the problem of what do you
do. Wiat?s happening is nost of themare getting LHRH
agonist with the associated risks of |ibido, hot
fl ashes and osteoporosis. They?d |ike an alternative,
sonmething that avoids those risks. However,
ultimately 1?m not sure which the better therapy is.
What troubles nme about the data is that Casodex 150
was not as good as castration in the M trials.
Therefore, wth an alternative that clearly works
better in advanced stages, but it cones at a price of
quality of Ilife nmuch earlier on. And since wee
dealing with a chronic disease, the question is what?s
t he appropriate choice.

The trial that needs to be done is in nmen
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with progression follow ng surgery or radiation. l's
it best to give LHRH agonist, Casodex or placebo? |
suspect no one is going to fund such a trial. It wll
take too long to sort out, so instead we?e grappling
with the data that?s being handed to us.

CHAlI RPERSON PRZEPI ORKA:  Dr. Schoenberg.

DR SCHCENBERG Yeah. | think this is
sort of a nore general comment echoing sone of the
things that Peter has just said. AstraZeneca, as is
everyone who works on prostate cancer and works on it
seriously, is to be congratulated for doing difficult
trials, but the disease is what it is. And if it
takes a long tine to get an answer, that? the ball
gane. And at least from a practical clinical
perspective, it? very hard to accept internediate
endpoints that have not been validated, that are of
guestionable value wthin the context of a given
study. And | think one thing we need to keep in the
back of our mnds, probably everyone here is thinking
about it, is that while it is great to offer patients
choices, and all of us want to do that, | think that

at sonme level it is wunethical to represent that a
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choi ce, any choice is a good choice. And part of our
job, obviously, is to make sure that drugs that we
recommend or don? reconmend get that recommendation
for a reason. And | think the strength of the data

here nmake it problematic for, at |least for an Anerican

urologist like nyself, to weigh in strongly and say
sure, there?s clear evidence that this wll Dbe
benefi ci al .

| think what we can say is that it may be

in a very small and defined segnent of a popul ation,

whi ch really requires a much | onger st udy,
unfortunately. That?s the ball ganme we?e playing
her e.

CHAlI RPERSON  PRZEPI ORKA: G her coments.
M. Chye.

MR COHYE 12 like to reserve a comment
after the vote between this question and the next, if
| may.

CHAI RPERSON PRZEPI ORKA:  Then | w1 call
the question. Nunber two then is, do the data from
Trials 24 and 25 allow for adequate definition of a

patient popul ation that can extrapol ated fromthe non-
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significant benefit from Casodex? Dr. Al bertsen.

DR ALBERTSEN.  Yes.

MARTI NO  Yes.
PELUSI :  Yes.
HANNO  No.

BRAWLEY:  Yes.

SCHOENBERG  No.

ANDERSON:  No.

3 % 3 3 3 3 3

KRI ST:  No.

CHAlI RPERSON PRZEPI ORKA:  No.

DR KELSEN. Yes.

DR REDVAN:  Yes.

DR CARPENTER  Yes.
DR CHESON:  No.

DR CGECRGE: No.

DR BLAYNEY: Yes.
DR REDVAN:  No.

CHAI RPERSON PRZEPI ORKA: I?m sorry to t
you, eight vyes, eight no. M. GChye, which

actually give us the deciding vote.

259

a

el l

nay

MR OHYE: As you know, |?m non-voting.
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However, | think the FDA in their w sdom under Subpart
H in the regulations, have provided a way out for us
here, because if we were to change this question to
read and [21 only refer to the last l|line of the
question. Change it as follows, ?Define groups of U S
patients who are likely to derive a clinical benefit
from Casodex therapy? we?e talking about using the
provi sions of Subpart H or accelerated approval as we
did yesterday, where you have data that is likely to
show, likely to provide a clinical benefit. And then
we have the burden of the sponsor to show at a
subsequent tinme, |ater data, could be nore mature data
from this study, because this is certainly not a
failed study. W?re not trying to save a failed study.
This was a good study. It was carried out pursuant
to the agreenents reached by FDA at the End of Phase 2
Meet i ng.

As you heard from Dr. Al bertsen, we know
that this drug is going to be used, available. Ve
know the drug is going to be inported from Canada. |
can go on the web site as soon as it? available in he

Canadi an market. | can go on ny conputer and get it,
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and FDA has made an announcenent that they?re not going
enforce inportation of use of drugs for individual
patients, so this cries out for, | think, the sponsor
and the agency to provide adequate directions for use,
and to nove forward wth this drug wunder the
provi sions of Subpart H  Thank you.

CHAI RPERSON PRZEPI ORKA: Question three,
based on the findings in Trial 23 as of June, 2000
data cut-off, it appears that Casodex does not offer a
significant benefit for men with early prostate cancer
who initially are treated by radical prostatectony or
radiation therapy with curative intent. In |ight of
this observation, what popul ation of patients, if any,
who were initially treated by radical prostatectony or
radi ation of curative intent in the U S would benefit
from adj uvant therapy with Casodex? Dr. Hanno.

DR HANNO | don?t think it? clear
basically if any would. | don? think we know, and we
woul d just be guessing. And | think the key mssing
element in this whole discussion is, is there data
that inmmedi ate hornone therapy inproves survival? |

mean, if it does, then a lot of this ?- then Casodex
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may turn out to be a great drug. In the absence of
that data from any trials on any type of hornonal
therapy, we are really in the dark about this, and
were just sort of guessing, so | would just say it?s
not clear if any woul d.

CHAI RPERSON  PRZEPI ORKA: Could you just
repeat then, what additional data would you require to
allow you to conclude that Casodex would provide a
clinically significant benefit? Part C of Question
Thr ee.

DR HANNO Part C of Question Three. 172
like to see either survival data, or quality of life
data suggesting that early treatnent in preventing the
onset of netastatic lesions inproves the quality of
life, regardless of effects on survival, conpared to
treating when PSA rises or bone netastases appear.
And ny concern is that this indication in the US. for
Casodex would inply that Casodex inproves survival of
all patients after definitive therapy. And it would
beconme ?- there would be w despread use of adjuvant
Casodex in virtually everyone who gets a radical

prostatectony or radiation therapy. And [?m not sure
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that would be warranted, but | think that mght well
happen.

CHAI RPERSON PRZEPI ORKA:  Dr. Marti no.

DR MARTI NO | don?t think it? fair to
say that this trial, nunber 23, does not show a
benefit. See, that inplies that we know the future
and we don?%. The reality is that this is a trial

where the relapse rate is quite small at this point in
time in a patient population where that could have
easily been anticipated to be the case, so the
question inplies that we understand that even in this
popul ation, there can never be a benefit. | think
that?s an assunption on our part.

CHAI RPERSON PRZEPI ORKA: And actually, if
| recall the data, and | wote it down from 23
specifically, the patients who had radiotherapy had a
significant inprovenent or a significant |lack of
progression being reduced from 40 percent to 28
percent. It was the prostatectony patients who had no
benefit and no progression, as you had pointed out
earlier, so | think you?e correct. And I would echo

what you said about were not there |ong enough,
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al though the radiotherapy patients certainly | ook |ike
they derive benefit. Oher coments regarding 3(a)?
Dr. Al bertsen.

DR ALBERTSEN: | agree with Dr. Hanno.
Utinmately, the use of hornonal therapy has not yet
been denonstrated to increase longevity. And the sad
part is, | see any w ndow of opportunity to prove this
inaclinical trial as probably beginning to draw to a
close, so 1?21 address nunber C. G ven the group of
patients we know that are high risk for disease
progression and death from prostate cancer, are those
men wth rapid PSA doubling tinmes followng a
definitive therapy. That?s the popul ation that?s key,
and whether ?- and how nuch Casodex or any hornonal
therapy alters that natural history is debatable. But
that is a group that requires further study, and that?s
the group that if we are extrapolating from Trial 24,
you?d be extrapol ating to.

CHAlI RPERSON  PRZEPI ORKA: G her coments?
So, Dr. Shanes, | think the answer to ?- this was an
essay question for A is, we can?t define a popul ation

based on what we have now. VW would like |onger
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fol | ow up dat a.

Moving on to question 4 then. In the US.
trial, Trial 23, there was no watchful waiting
treat nent group. (A) Has the sponsor denonstrated in
trials 24 and 25 that U S patients with |ocalized
non-netastatic prostate cancer who are presently
managed by surveillance would derive sufficient
benefit from Casodex nonot herapy, or i mredi at e
treatnment to justify the adverse events that would be
associated wth such treatnent? Dr. Al bertsen.

DR ALBERTSEN: 1?d answer no to that.

CHAI RPERSON PRZEPI ORKA: And what
additional data would you require to allow you to
conclude that nonotherapy would provide clinically
significant benefit to the U S patients presently
managed by surveill ance?

DR ALBERTSEN: That?s defining who is
getting watchful waiting in this country, because
usually the persons getting watchful waiting in this
country are people who are felt to be at low risk for
di sease progression. It?s precisely those patients

that you?e going to have the |east anmount of efficacy
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from Casodex. The ones who have a high probability of
progression are the ones who mght benefit, and that?s
why | voted no.

CHAI RPERSON PRZEPI ORKA: Wul d you
consider patients who you are waiting and watching
their PSAs rise as a potential group?

DR ALBERTSEN. | think a potential group
are those patients who elect not to have surgery or
radi ati on, yet who have clear progression of PSA |7m
dealing with a gentleman in ny comunity | just saw
yest erday who?s been watching hinself for five years.
He?s 65 years old, and he just does not want to have
surgery or radiation. Hs PSA is now up to 16. I
know eventually he? going to die from this disease
He?d be the perfect candidate to put on sonething Iike
this, so | think there?s a group out there, but | think
it?s small. But to a blanket statement of all patients
who choose wat chful wai ting, that | think is
i nappropriate because nost of the patients who choose
wat chful waiting are usually nen in their late 70s and
early 80s whose natural history is such that they are

going to nost likely die of a conpeting hazard, rather
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than their prostate cancer. So, therefore, treating
them wth Casodex just gives them the norbidity from
the treatnent. It is unlikely to achieve any benefit
for them

CHAI RPERSON PRZEPI ORKA:  Dr. Martino.

DR MARTINO | guess |?munsure now as to
?- particularly in Trial 25, the Scandinavian trial,
where | thought | had seen that about 80 percent of
the patients in that trial were of this population. |
guess I?’mnot sure why it is that those patients are so
different from the American popul ation. | remenber
the gentleman who addressed the nature of the
patients, nmaking the statenent that the patients that
went into Trial 25 were nmen who had a tinme from
diagnosis to entry in trial of three nonths, so howis
that so different from what mght happen in this

country? |?2m very confused on this patient selection

i ssue.

CHAlI RPERSON PRZEPI ORKA:  Dr. Al bertsen.

DR ALBERTSEN:.  Yeah. | think the issue
has to do with PSA screening in this country. The

U.S. popul ations were probably conparable in 1990, but
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are no longer in 2003. Maybe in 2005, as the
Eur opeans begin to nore aggressively screen PSA, you? |
see a congruence. But right when this study was done
in 1995, you probably had the nost disparity from what
was being done in this country conpared to what was
being done in Europe, so therefore, the pool of
patients who are slated to be enrolled in Trials 24
and 25, by and large had nore advanced disease than
their American counterparts. So again, it goes down
to the lead time associated with this disease. And if
we?re talking about a lead tine of at |east five years,
and possibly longer as a result of PSA screening, when
you rmake a new di agnosis of soneone who?s in their md
to late 70s, who has at best a 10 year survival, you
could see where the benefits begin to get very
mar gi nal

DR MARTI NO I  understand the basic
concept, and | agree with the basic concept. I think
what 1?2d like is, 1?d like to hear fromthe PI fromthe
Scandi navian trial that in fact, when they entered
patients on this, that they really were not selected

from the point of view of being diagnosed, screened
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based on PSA that ?- the inpression is that these were
gentl enmen in Europe who actually were synptomatic, and
t herefore, diagnosed. l2d like to know if that?s
correct or not.

CHAI RPERSON PRZEPI ORKA: So the question
to the PI on the Scandinavian trial is, are the
patients who were placed on this protocol part of the
screening population, or patients who cane in for a
reason?

DR | VERSEN: I n response to your
guestion, | <can inform you that at that tine in
Scandi navi a, screening with PSA was not practiced.

CHAlI RPERSON PRZEPI ORKA:  Dr. Shoenber g.

DR SCHCENBERG  Yeah. | nmean, just as a
followup to Dr. Al bertsen?s comments, and to clarify
this. There are guidelines in the US. for
recommendi ng  wat chf ul waiting to patients wth
prostate cancer. Not everybody follows them
Cinicians are accorded a relatively broad degree of
latitude in advising patients about the problem but
this population is, I bel i eve, by definition

substantially different than the U S. watchful waiting
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popul ati on. Using the criteria of PSA density, the
amount of biopsy material that is actually positive
for carcinoma, and the deason Score, which by
definition should be less than 6, or equivalent to 6
but not greater, so | suspect theyre really very
di fferent popul ati ons.

CHAI RPERSON PRZEPI ORKA:  Dr. Krist.

DR KRI ST: I agree wth all t he
statenents nmade. | nean, the other thing that concerns
me too with the watchful waiting group is it seens
like there?s a narrow w ndow of potential benefit,
where there?s a group of patients who really aren?
going to derive any benefit from treatnment wth
Casodex, just due to the nature of their disease, and
woul d be better off with just watchful waiting, and no
t her apy. And then even on the other end of the
spectrum with us seeing in Trial 306 and 307, there?s
the other end of the spectrumwhere there? a potenti al
group with nore advanced disease who mght opt for
wat chful waiting, who would be better off with LRHR
anal og, or nedical castration instead.

CHAlI RPERSON PRZEPI ORKA:  Yes.
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DR HOBERVAN | sinply have a point of
i nformation. You nmade a statenent about in 23,
radi ot herapy patients having an efficacy advantage.
And |1?2m curious where that is comng from

CHAlI RPERSON PRZEPI CRKA: | copi ed that off
an additional slide that the sponsor placed in
response to a question that | had asked.

DR HOBERNVAN: Was that anong the high
risk group, or was that including the total sanple?

CHAl RPERSON  PRZEPI CRKA: Just the high
risk group, specifically in Trial 23.

DR HOBERVMAN.  That doesn? square.

DR MONRCE: | believe you were shown
percentages, but | think the nunber of events were
only like four total, and so you have naybe sone very
?- the data by |ooking at percentages | don? think
are appropriately represented. | just want to bring
that up, that if one |ooks at actual nunber of events,
| think by looking at percentages, you get a wong
inpression as to what really occurred.

CHAl RPERSON  PRZEPI CRKA: Thank you for

clarifying that. Qher coments? Dr. Shanes, do you
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want us to take a vote on 4(a), or what |I?m hearing is
that essentially we dont believe that the patient
population in 23 and 24 is sonething that we
frequently see in the US., but there is a population
in the US who really does need to be studied, whom
we would predict would have benefit from this, to
answer Part C, which nmeans anot her st udy.

DR SHAMES. Essentially no, but we would
prefer to have another study to see this. Ckay.
Thank you.

CHAlI RPERSON PRZEPI ORKA: Any ot her
comments from the Commttee? Dr. Shanes, any other
guestions fromthe FDA?

DR SHAMES: No, | appreciate this a great
deal .

CHAlI RPERSON  PRZEPI ORKA: Thank you. I
call this neeting adjourned.

(Whereupon the proceedings in the above-

entitled matter adjourned at 2:47 p.m)
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