file:/l/Z|/Storage/09130ONCO.TXT

[ Slide]

You night get sonmething like this. You
suddenly get something turning out to be
significant and it | ooks way over and you start
running it. It is all inappropriate because the
overall test was not significant.

[ Slide]

Now you say to yourself are you | eading ne
to say we never can | ook at subsets? Well, you can
| ook at subsets. You can start off by having a
stated hypothesis that you are going to see sone
group effects or possibly subgroup effects. You
can do randoni zation by stratification
pre-random zation or you can do a post-randoni zed
stratification. But you basically start off saying
that | think the drug may work differently in the
di fferent subsets.

VWhat is oftentimes done is to get the
di fferent subsets and performan interaction test
and see if they have an unequal effect on the
outcome. In this case, if there is a significant

interaction you don't pool. You |ook at the
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subgroups differently. |[If there is no significant
i nteraction you pool the data. |f you have this
| atter case where you have no significant
interaction, you may want to put a variable in your
ultimate anal ysis for the subgroups, like you do
wi th, say, centers.

You can avoid the interaction test if you
want to start off saying | think subgroups are
i mportant and you test them separately so you don't
need to do the interaction test. But if you do
this business of saying that | don't want to do the
interaction test, | want to | ook at subset one,
treatnent one versus treatment two, then you have
to start doing sonething with your al pha | evel
You have to run each of these at 0.25 or do sone
ot her manipul ati on to nake sure that your al pha
level is still under control. You have this maybe
for location, say brain cancer, to see an effect;
for non-brain cancer you don't see an effect. So,
you say | probably have an interaction type of
t hi ng.

[ Slide]
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You | ook at your data and notice there are
no ot her subsets |ooked at here and you say, well,

in fact, | have done my analysis very carefully.

started off with subsets so | can run with this

case. Again, it is what you do a priori. It is

not what you do in post hoc fashion

[Slide]

What are sone of the statistica
properties of these analyses? |If the primary

hypot hesis of the overall data is satisfied, is

statistically significant, then secondary anal yses
can be exam ned and you can control the error rate,
agai n, predicated on significance in the overal

group. Even in this case it is very inportant to

under stand that when you nove to the secondary

anal yses, the subgroup anal yses, after you get the
overal | significance you have to know whi ch groups

you want to look at. |If the number of subgroups is

unspecified, then even in this case, the nicest

case, you are basically |ooking at an expl oratory

anal ysi s.

[Slide]
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If the primary hypothesis of overal
significance is not nmet, then basically we have
|l ost control of the error rate. You have heard it
al ready stated, but we have used up all the al pha
and anyt hing beyond this point is really
expl oratory.

[Slide]

If you nove to the other situation | was
tal ki ng about where you are going to start | ooking
at subgroups separately, then keep in mnd what the
| evel of significance is. The |evel of
significance is the probability of rejecting a
false null hypothesis. You are going to be
rejecting at | east one null hypothesis that should
be a true null hypot hesis.

And, you have to worry if you start saying
I amgoing to | ook at subsets to begin with, and
this is where the multiple testing cones in. |If
you have a coupl e of subgroups that you are
interested in |looking at, then you have to realize
that if you test each of themat a 0.05 | evel of

significance that the overall |evel of significance

file:///Z|/Storage/09130NCO.TXT (103 of 367) [9/28/2005 10:51:43 AM]

103



file:/l/Z|/Storage/09130ONCO.TXT

104

may be two times that 0.05. |If you have a
per-protocol analysis, netastasis/non-netastasis,
you have basically three anal yses and your overal
| evel of significance is 0.15. |If you are willing
to ook at other things you are up to sone huge
| evel of significance. So, even granted that you
can | ook at subgroups separately you have to nake
sure you take into account the |evel of
si gni ficance

[ Slide]

Now, my closing conmment--1 have two
cl osing cooments, one here and one | would just
like to verbalize. The error rate can be
controll ed for | ooking at subgroups but you have to
have a careful structure of the statistica
approach--overall significance and then | ooking at
subgroups; or subgroups to begin with and then
control of al pha by sone splitting activity.

We shoul d not confuse the test of
subgroups stated in a prespecified manner fromthis
post hoc identification and test which can very

easily happen. In the latter case we are basically
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in the situation of not being able to really make
any sense out of the statistics.

I want to nmake just one clinical coment
to people who say at this point, okay, Ralph, that
is wonderful. You have all this statistica
significance but there is a clinical argunment here.
When | was young, and | am not young anynore, | did
a subset analysis, a subgroup analysis and the
subgroup that | thought was going to have
significant differences didn't turn out. | was
very di sappointed. | presented it to the
i nvestigators and we spent half a day generating
reasons why we should see significance in the
subgroup. | went home feeling very confortable but
I got on the conputer and did an anal ysis and
realized | made a m stake, that the subgroup |
t hought the significance was in was really not; it
was the other subgroup. So, | went back the next
day and said, | amsorry, | blewit. | gave you
the wong subgroup; it was this other subgroup
And the response was, well, that is even better and

we spent the day generating even better hypot heses
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on why that was expl ai nabl e.

Once you start dealing with junping with
these analyses with the levels of significance and
how you start tal king about justifying |I think we
have a real problemin ternms of how you justify
further discussions when the statistical
significance isn't there. It is too easy to
gener ate hypotheses on clinical neaningful ness if
statistically significance isn't there. Thank you,
Madam Chai r man.

DR. MARTI NG  Thank you. As usual, we are
running late. | need to introduce one nore nenber
to the committee who joined us, Dr. Rodriguez,
pl ease.

DR. RODRIGUEZ: | am Maria Rodriguez, MD.
Ander son Cancer Center

Questions fromthe Commttee

DR. MARTI NG  The next portion of this are
questions either to FDA or the representative from
Abbott. Please keep your questions
straightforward. | don't want to hear too many

wor ds because tinme is short but if there are
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questions that are critical to you, this is the
time, please

DR. KAZM ERCZAK: Gene Kazmi erczak,
prostate cancer FDA consultant. | understand the
FDA has granted Abbott perm ssion to use expanded
access fromthis particular drug. How will the
outcone of this particular coommittee affect that
particular ability for expanded access to patients
who are in the latter stages with
hor none-refractory prostate cancer?

DR, PAZDUR. Wy doesn't Abbott answer
that question? Really that is a question for the
conpany.

DR. GORDON: Gary Gordon, Abbott
Laboratories. At this time the outcome of the
di scussi on today woul d not have an inpact on the
expanded access program contingent upon FDA
continuing to support that program

DR, MARTINOG Wiile you are up there,
doctor, could | hear just sonme thoughts. | know
you have ot her studies that are planned in this

di sease. Can you just summarize those briefly for
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us?

DR. GORDON: Yes. Currently, as you know,
there is an ongoing study in nen with
hor mone-refractory prostate cancer that is not
metastatic to bone. There are three pilot studies
that are under way. Two of these are | ooking at
atrasentan in conbination with docetaxel. An
additional one is a conpleted--all of these are
smal | studi es--1oo0king at a conbination of
atrasentan with zoledronic acid. As many of you
know, we are in discussions with the Southwest
Oncol ogy Group and have engaged in discussions with
FDA regarding a | arge study of atrasentan with
docetaxel. 1In addition, there are prelimnary
di scussions with the Eastern Cooperative Oncol ogy
group.

DR. MARTI NGO Wat are the patient
popul ati ons for these?

DR. GORDON: The patient popul ation for
those are men with hornone-refractory prostate
cancer with netastasis.

DR. MARTING Are there other questions?
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Yes, doctor?

DR MORTIMER. | amjust curious in the
future designs and if there is concern about
cardiac toxicity and nmonitoring of lipid |levels or
bet a- bl ockers?

DR. GORDON: So, let nme try to take your
question in three segnments. One is are there
concerns relative to the use of other vasoactive
compounds in patients? So, in the Phase 2/3
experience we have | ooked at that and have not seen
any increase in adverse events, for instance, in
patients on di goxin or on Coumadin.

I think your second question was are there
concerns in general about cardiovascul ar toxicity?
As | already nentioned there will be nore specific
recommendations in the clinical trials to
i nvestigators and with regards to patient
educati on.

DR. MARTINO Dr. Levine?

DR LEVINE: In the newtrials you say the
men with nmetastatic di sease are enrolled. |Is that

nmet astatic di sease to bone specifically or how did
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you design that? Al so, what kinds of pain
assessnents will be part of that?

DR. GORDON: | can't speak exactly to the
pai n assessnents. | will ask Dr. Sleep to address
that in terns of the Sout hwest Oncol ogy G oup
trial. W have not finished the discussions with
these groups regarding exactly which nen. It is
certainly our intention that it would be men with
hormone-refractory metastatic prostate cancer with
net astasis to bone.

I would ask the Chair if at sonme point
there is an opportunity to address sone of the
statistical concerns that were raised by the FDA
revi ew.

DR. MARTI NG There probably is. Thank
you.

DR SLEEP: Thank you. Darryl Sleep, from
Abbott. Wth respect to the patient popul ations,
firstly, the two pilot studies that have been
conducted with conbi nation with atrasentan and
docet axel are PK, DLT type studies and that is

including all patients with netastatic
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hormone-refractory prostate cancer. As Dr. Gordon
poi nted out, the Sout hwest Oncology trial is
targeting specifically patients with bone
met ast ases and that was deci ded upon based on the
science and the results that we have from Phase 3.

We are discussing with the FDA right now
as to what is a primary endpoint. So, surviva
wi Il obviously be included as an endpoint but with
respect to pain and how to exactly measure the
effect of atrasentan in conbination on pain, we are
wor ki ng on that, whether we are using brief pain
inventories or MG Il pain, but it is likely to be
a conbi nati on of pain assessnments on a regul ar
basis as well as appropriate anal gesic use to
determ ne the effect on pain.

DR. MARTING One nobre question from ne,
in the studies that are proposed what will be the
primary endpoint? |s survival your ultimte goa
here or is it something other than that?

DR. GORDON: That natter is currently
under discussion with the Sout hwest Oncol ogy G oup,

Abbott and FDA and has not been conpletely resol ved
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at this point.

DR. MARTING Are there other questions
fromthe conmttee? If not, we will have a
ten-mnute break and we will be back at 10:15,
pl ease.

[Brief recess]

DR. MARTI NG The next portion of the
programis the open public hearing. Those of you
who wi sh to address the conmttee, you will need to
cone to the mcrophone and, before you do that, |
need to read a statenent to you.

Both the Food and Drug Administration and
the public believe in a transparent process for
i nformati on gathering and deci sion-naking. To
ensure such transparency at the open public hearing
session of the advisory commttee neeting, the FDA
believes that it is inmportant to understand the
context of an individual's presentation. For this
reason, FDA encourages you, the open public hearing
speaker, at the beginning of your witten or oral
statenment to advise the cormttee of any financial

relationship that you may have with the sponsor,
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its product and, if known, its direct conpetitors.
For exanple, this financial information may include
the sponsor's payment of your travel, |odging or
ot her expenses in connection with your attendance
at this neeting.

Li kewi se, the FDA encourages you at the
begi nni ng of your statenent to advise the conmttee
if you do not have such a financial relationship.

If you choose not to address this issue of
financial relationship at the begi nning of your
statement, it will not preclude you from speaking

Ms. Cdifford will announce our speakers
and introduce themto you.

Open Public Hearing

M5. CLIFFORD: CQur first speaker is J.
Wl denf el ds.

MR WALDENFELDS: Hello! M nane is Jim
Wal denfel ds and | have no financial associations to
report. Now, at age 62 | ama five-year,
ni ne-nmonth survivor of a chall engi ng case of
prostate cancer and | amin excellent shape. | am

representing nmyself today but | amon the board of
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the Virginia Prostate Cancer Coalition as a
director, and | amalso on the board of the Fairfax
Us Too, Man to Man Support Group. | have attended
three patient-oriented national conferences on
prostate cancer and |last April | attended the

Nati onal Convention of the American Association for
Cancer Research as an invited nenber of the
scientist survivor program | see several famliar
f aces.

Here are brief facts of ny case and
therapy that have affected nmy vi ewpoi nt and what |
woul d Iike to conmunicate to the committee about
Xinlay. | was diagnosed in Decenber, 1999,

G eason-7, stage 3, confirmed by experts, with a
PSA of 113. Fortunately, bone CT and | ater scans
were negative

My only therapy has been hornonal bl ockade
whi ch evolved to intermttent triple bl ockade,

i ncludi ng Proscar conpl enented by phosi max and
Cel ebrex, a standard supporting program of
nutrition, diet supplenments, exercise and stress

reduction. | reached a nadir of less than 0.01 and
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was of f Lupron when | went into rem ssion for 34
months for a total first cycle period of nearly
five and a half years, including a six-nonth
thal i domi de boost at the end. | began ny second
full cycle of hornonal blockade in Muy.

In sum | ama survivor, in ny early 60s,
of a challenging case who has responded, and is
still responding very well to triple blockade and
am profoundly grateful that it has worked so well
for ne.

However, the cancer is still resilient and
I am concerned that | amusing up a silver bullet
wi th each round of blockade, and | am concerned

that | only have one to three nmore of these bullets

and al so that the periods will becone shorter.
Therefore, like so many survivors with
cases that appear to be currently incurable, | am

highly in favor of drugs like Xinlay that wll

expand future therapy options. Past studies have
denmonstrated that Xinlay is effective for some nen
with so-called hornmone-refractory prostate cancer.

This is clear even though the Phase 3 trial ran
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aground on early additional bone nets.

Unl ess Xinlay is approved soon, before
definitive Phase 3 proof of effectiveness,
oncol ogists will be unable to begin I earning and
communi cating with each other about which patients
are likely to respond and which will have responses
that far exceed the nedian. They will be unable to
apply their clinical expertise, experience and
insight in considering Xinlay conbinations of drugs
and its use in | ess advanced patients, and nany nen
wi th advanced cases will be unable to find out if
they are good responders.

If I may use a mlitary anal ogy, such
early and of f-1abel clinical use, perhaps use here
where the proof is less than fully convincing, is
like a Calvary foray to find and characterize the
eneny. Probi ng weaknesses and opportunistically
t aki ng advantage and exploiting opportunities,
doing this cheaply and i nexpensively while the main
forest, anal ogous here for exanple to el egant Phase
3 trials, has the truly vital role of conclusively

addressi ng efficacy.
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For instance, | nentioned thalidonide
earlier, a drug carefully managed by the FDA--thank
God. For ne, a 50 ng |l ow daily dose, supported by
300 ng of vitamin B6 to help prevent periphera
neur opat hy enabled nme to safely and confortably
extend ny therapy mai ntenance period by six nonths.
Such use is docunented only by a 2002 letter to the
general oncol ogy.

This illustrates that such types of use,
off-label clinical use in this case of a drug can
produce significant benefit and provide |leads to
formal research. Approval of Xinlay will directly
benefit nmen with hornone-refractory cancer who are
runni ng out of options. | have talked to some of
themand they are highly in favor or it, to put it
mldly. | asked ny oncol ogi st what he thought of
Xinlay and he said that he would | ove to have it
available. Cdinical use of Xinlay will resonate
with a nmuch | arger pool of patients than the target
popul ation. | night be one of them

DR. MARTI NO. Thank you

MS. CLI FFORD: The next speaker is M.
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WlliamBlair.

MR BLAIR M name is Bill Blair and | am
here as a citizen with prostate cancer. | have no
vested financial interest with this drug or any
other of its type.

I am here to speak in favor of the drug
Xinlay for prostate cancer for those of us with
advanced di sease. M background is that of a
retired cancer researcher and teacher. My current
activities include efficacy chairman from
Nort hwest ern SPORE, chairman of the Inner SPORE
Advocat es, nenber of CTEP, grant reviewer for DoD
NClI, and | amparticularly proud of being a
reviewer for IDPH, |llinois Department of Public
Heal th, where we have raised yearly over $200, 000
for prostate cancer research and have funded a
vacci ne program which seens to be hel pful

I amdaily in contact with prostate cancer
patients around the country. | have traveled ten
states in talking to prostate cancer patients on
survivorship, which I am | also nmentor a

nmetastasis group of nen. | ama nearly ten-year
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survivor of prostate cancer with D di sease at
i nception, and a four and a half year survivor with
skel etal netastases. | have benefited fromthe
optinmal treatnent that | receive for ny disease but
there are few treatnment options at this point.

I am here to represent the many thousands
of men with advanced prostate cancer with skel eta
met astases and HRPC. In ny original group, which
started in 2001, there were 32 men. There are
three survivors now.

I would Iike to pass two pictures around
to the committee. | would Iike you to | ook at the
first picture and look into the faces of these nen.
These are all friends. The ones with Xs on top are
not with us anynore. They all died in a very
difficult situation with a |ot of pain and
suffering. | was with each one of them when they
died. It was not a pleasant experience.

The second picture is ny new group. You
will see in that first picture, by the way, that
there are three without Xs on the left side. Those

are the three survivors, of which | amone. One
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has only a single netastasis to the sternumand is
a ten-year survivor. | don't expect you will see
the three within the next few years.

The second picture is a new group which is
| arger now, nmuch larger and it is getting bigger
and bigger. In this original group there were 32
men, three survivors. W would like to see it get
better for the second group.

I would like to say we also fully
subscribe to the challenge of the scientific
director of NCI, Dr. Andy von Eschenbach--no nore
deat hs and no nore suffering fromcancer by 2015
| believe it is achievable but | think we al so have
to understand that when you have ten nen with
prostate cancer you have ten different cancers
sitting out there. Statistically, to think that
you are going to be able to come up with a defined
treatment for every patient with one drug, | really
doubt .

Xinlay is a selective endothelin-1
receptor antagonist and it may hel p those of us

with |ate stage skeletal netastases to relive pain
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and extend survivorship. That is our goal. W

state we want to die with this disease and not from

it, and we intend to try this. It just may be

anot her piece of the puzzle which is extrenely

confusing but still has to be done. | inplore you

to consider recomrendi ng approval of this drug for

those of us with | ate stage di sease. Thank you

DR MARTINO Thank you. Next?

M5. CLIFFORD: M. JimKiefert.

MR, KI EFERT: Madam Chai r man, thank you
for this opportunity to appear before you. M nane
is JimKiefert. | was diagnosed with prostate
cancer in 1989, PSA of 39. Wen they did the
surgery they found ny d eason went from7 on
initial diagnosis up to 8. So, for the past al npbst
16 years | have been fighting this battle. | had a
radi cal prostatectony, followed by radiation and it
did not get rid of the cancer. So, | have been
living with all the different ways that | can to
have a quality of life through this process. | am
on hornone treatment right nowintermttently and

do have sone bone nets. So, this affects me
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personal | y.

I have a doctor of education degree.
retired fromeducation in 2001, having been a math
and sci ence teacher, a university professor and a
school district superintendent. | live in dynpia,
Washi ngton and | now serve as chairman of the
Washi ngton State task force for prostate cancer
which is funded by the Centers for Disease Control
I also amon the SPORE advi sory conmittee and our
state coalition.

I am pl eased to speak to you today as
chairman of the Us Too international prostate
cancer education support group. M disclosure--by
policy Us Too does not endorse any products or
services, although Us Too does receive unrestricted
educational grants from pharmaceuticals, including
Abbott but Abbott did not contribute to ny
expenses, either to me directly or through Us Too
I nternational

Us Too International is a grassroots
organi zation that was fornmed in 1990, a year after

I was di agnosed, by cancer survivors. Their intent
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was to provide education and support for nen and
their famlies who have prostate cancer. W have
approxi mately 325 chapters across the United States
and they are all over the world. Qur intent is to
give themclear, accurate, up to date information
about di agnosis and treatnent of prostate cancer.

W contact and conmunicate with
approxi mately 50,000 prostate cancer patients every
month. We do this through sending out newsletters.
W have virtual sites and a web site and we send
News You Can Use by e-mail. MW wife Maureen and |
deci ded that we wanted to do somet hi ng about
prostate cancer so we got American Cancer Society
training in the Man to Man group.

We fornmed two groups, one in Washi ngton,
one in Oregon and now she and | are training
facilitators for prostate cancer |eaders and we
have trained about a dozen of them M/ nane is
listed so | get tel ephone calls fromnen or many
times their wves, saying that their husband or
this man has recently been di agnosed, or | get what

we call the high risers, those who have had

file:///Z|/Storage/09130NCO.TXT (123 of 367) [9/28/2005 10:51:43 AM]



file:/l/Z|/Storage/09130ONCO.TXT

124
treatnent and it has failed and their PSA is going
up. Those are the ones who experience the greatest
anount of stress. When you | ook at the Internet
and it says there are very few options once you
have advanced prostate cancer, other than
chenot herapy, nmany of them and their wves wll
suffer from severe depressi on knowi ng that there
aren't many options available to them So, our
message primarily is to see if we can do anyt hing
we can to increase the options for men with
advanced prostate cancer.

As part of our strategic plan, we have
gathered data from our constituents on bone health,
on hornone treatnment and now we are doing it on
quality of life issues, and we have done this
t hrough next year and we have had a survey that was
sent out through the Prostate Cancer Foundati on,
our web site on prostate pointers, the Nationa
Al'liance for Prostate Cancer Coalitions and others.
We have gathered information from approxi mately 550
patients and caregivers and physicians. This is

not a scientific study but it confirns the
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informati on that we get from our chapter | eaders.

Tom Kirk, who is our new CEQ, and | as new
board chair as of January, we have been having
quarterly tel ephone calls with our regiona
directors and we contacted all of our chapter
| eaders, and the question that keeps coming to us
is what are we going to do for these nen who have
advanced prostate cancer, and how do we help the
men who have bone netastases who are dying
agoni zi ng deaths? The questions get very hard to
answer .

Qur survey indicated that nmost of the nen
who have advanced prostate cancer, their greatest
fear is bone pain and 74 percent of them said that
they understand that there is a survival benefit to
chenot herapy but two-thirds of themsaid that they
woul d rather do anything el se rather than have
chenot herapy. They are concerned about the quality
of life issues. W know that chenot herapy has
benefits for prostate cancer but when we ask these
pati ents whether or not they would use

chenot her apy, 50 percent of them said absolutely
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not. |If the indication is you could have two or
three nore nonths to live, they would rather be
alive and coherent than to go through the pain and
suffering of chenb. So, that is their perception
of it.

I listed in my handout some of the
statenents from nmen who have advanced prostate
cancer and bone pain and | think I would rather
just tell you about what happened yesterday norning
when a nenber of ny support group called and said,
Jim we are going to have to sell our house. M
bone pain is so bad | can't nake it up and down the
steps of our two-story house. | can no |onger cut
the lawn and | can't nmaintain it.

The bone pain is excruciating and it is a
horrible, humiliating way for a man to die. Qur
interest is to find some treatnment, sonme nedication
that will extend their period of life wthout the
bone pain so that they can have sone quality of
life.

The options for nen, as | said, are

currently very limted. | don't need to repeat the
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statistic that 30,000 nen are dying every year from
advanced prostate cancer. But Us Too would like to
urge ODAC and FDA to open as many options as you
can for those of us battling advanced prostate
cancer. Thank you.

DR. MARTI NO. Thank you

MS. CLIFFORD: M Harry Pi nchot?

MR, PINCHOT: Good norning. My nane is
Harry Pinchot and | amthe programdirector for the
Prostate Cancer Research Institute. | amhere
today not in ny capacity of the Prostate Cancer
Research Institute but as one of tens of thousands
of individual patients afflicted with
hormone-refractory nmetastatic prostate cancer

Wth the prom se of a cure, we have
endured multiple treatnent nodalities, including
surgery which has left many incontinent and
i npotent, radiation which has damaged rectuns and
bl adders, and what many consider the ultinmate
insult to their masculinity and their body,
andr ogen deprivation therapy inducing nuscle

wasting, anemi a, osteoporosis and reduced cognitive

file:///Z|/Storage/09130NCO.TXT (127 of 367) [9/28/2005 10:51:43 AM]



file:/l/Z|/Storage/09130ONCO.TXT

128
ability.

After enduring all of these treatnents
pl us second-|ine hornonal manipul ati ons, many of us
are told that chenotherapy is our only option. 1In
Iight of our past experience, is it any surprise
that we question the wi sdom of proceeding with
toxi ¢ chenot herapy drugs which offer little hope of
rem ssion and ongoi ng deterioration of our physica
strength and quality of life? By the tine nbst nen
have heard the dreaded words, chenotherapy is your
only option, we have becone students of our disease
and have no expectation of being cured by any drugs
avai l abl e now or in the current pipeline.

We read the published study results and
ask oursel ves why subject our bodies to cytotoxic
drugs which offer, at best, a 50 percent chance of
extending our lives by a very few nonths and a 100
percent probability of needing additional drugs to
of fset the damage caused by chenot herapy? So, it
conmes as no surprise that al nmost 50 percent of nen
wi th advanced netastatic cancer say they woul d

rather die fromthe cancer than endure
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chenot herapy. Unfortunately, sone nen end their
lives rather than undergo chenot herapy.

Wth the know edge that no avail abl e drug
of fers the hope of a cure, quality of |ife becones
paranount in inmportance. Wat we need are drugs
whi ch can del ay progression while allow ng a decent
quality of life, drugs which all ow physicians to
treat prostate cancer as a chronic di sease nuch
like AIDS. W need an arsenal of drugs like those
that have allowed AIDS patients to live with the
di sease without destroying quality of life; drugs
whi ch can give us the opportunity to enjoy life
with famly and friends; drugs which allow us to
spend time with our children and grandchil dren

Atrasentan is such a drug, w thout the
cytotoxicity of chenotherapy and significant side
effects that allows netastatic prostate cancer
patients to del ay begi nning chenot herapy. | have
been treated with Taxotere and ot her chenot herapy
drugs and can attest to the inpact they have had on
my quality of life. Recently |I began receiving

atrasentan. It has allowed nme to feel normal and
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reduced the nunmber of supportive drugs | was taking
wi th chenot herapy. As you can see, | am even
growi ng hair on nmy head and | hope to get eyebrows
back one of these days.

Until the day that treatnent offering a
cure is available, we need drugs such as atrasentan
that allow us to enjoy life while delaying the
progressi on of our disease. |f atrasentan and nore
drugs like it were approved, perhaps nore nmen woul d
seek treatnent knowi ng they could live nornal
lives. On behalf of the tens of thousands of
hormone-refractory patients, | urge you to
recomend approval of atrasentan

DR MARTINO Thank you. Next?

M5. CLIFFORD: M. Kuntz?

DR KUNTZ: Thank you. M nane is Joe
Kuntz. | ama physician and a urologist. | don't
have prostate cancer, thank God, but | treat it.

Pl ease be patient with ne, | don't do this very
of t en.

I amat the other end of the spectrumfrom

the panel. | amjust a foot soldier. | amjust a
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urologist in clinical practice in a rura
community. W have a small research conpany,
Uroscope, and we were clinical investigators for
this drug. | have no financial tie to any conpany.
In fact, we lost noney on this one so if you could
do sonet hing about that, we would be nost
appreci ative.

[ Laught er]

I have a large prostate cancer practice
Wien | went into practice in 1985 PSA was j ust
around the corner and we very early junped on board
and established ourselves as the big fish in a
smal | pond so we have a large practice. Like al
doctors that treat prostate cancer, we have had our
failures.

I would like to just address three things.
The first thing is that sitting here, I amjust
wondering if | amthe only one listening to the
statistical argunments that has an enornous
headache. Benjamin Disraeli cones to mind. | just
didn't understand all of that. But | do understand

what Dr. Levine, ny best teacher | ever had, by the
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way, and ny esteenmed professor taught me so many
years ago: It is not about statistics, it is about
the individual patient. W would like to think we
build a Ferrari for everybody.

So, we have used this drug and we are
convinced the drug has efficacy. | think if you
don't treat prostate cancer patients with bone pain
it is very easy to sit there and | ook at the
statistics and say, well, it doesn't work. But the
fact is if it mght work it is an effective drug.

The second thing is | was not the sharpest
tool in the tool drawer. | amjust a urologist and
with all the stuff |ike congestive heart failure,
and this and that, we have used mitoxantrone and we
have used this drug and this drug is a very safe
and effective drug. It is very safe. | nean, if
you can afford a bat hroom scal e you can take this
drug. One of our patients was one of the
congestive heart failure guys and he still rides
his bike faster than | do. He is 80-sone years
old. He rides three mles a day. His congestive

heart failure is just as bad now as it was before
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he started the drug and his ejection fraction is
terrible, just like before he started the drug.

So, we have found this drug to be very safe and
easy to use.

| ask ny patients--1 have a few letters
here--if they wanted nore options because the
perception in the patient comunity of chenotherapy
is that it is highly toxic and not terribly
efficacious. This is a letter frommy patient in
the trial that had congestive heart failure:

I am an 87 year-old prostate cancer
survivor. | continue to bike five to ten niles a
day and swmthree tinmes a week, 1,000 neters each
swim and | workout regularly at a gym | have
benefited fromthis nedication unknow ngly and
believe that FDA should nmake it avail able.

Havi ng recei ved what has been described as
the best available treatnent for prostate cancer,
to be confronted with an ever-decreasing quality of
life and the prospect of this disease ultimately
killing me, I amworried. | am asking your

conmmittee to please nmake as many options as
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possi bl e avail able for prostate cancer patients.

I have a nice letter here froma
psychiatrist: | continue to practice. M quality
of life is very inportant to ne. | urge the
committee to nmake as many treatnment options
avail abl e.

Every letter is the sane thing. It is not
ultimately about how | ong you live but how well you
live-- and | think Dr. Carducci mght have said
it--nore normal days. So, just as sonebody who is
out there in the trenches, these guys are warriors
and they are fighting for their lives, and we just
urge you to nmake this tool available. Thank you

DR MARTINO Thank you, and if you will
allowne | would just like to nake a comment. What
has occurred to ne as | have sat on the comittee,
and this is actually ny fourth year, is that there
is a general assunption that sonehow those of us
sitting here don't actually take care of patients,
that we actually don't understand sone of these
very real, in the trenches, kind of issues. That

is not the case. There are nany of us on this
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conmittee who do nothing but see patients day in
and day out and who have for many, nany years, who
actual |y understand the day-to-day practicalities
of taking care of patients with cancer. |
apol ogi ze to those of you who think | am perhaps
speaki ng out of turn, but you need to recogni ze who
we actually are here. W truly do understand these
i ssues. We are not all just highfalutin
statisticians or professors who never get our hands
dirty. That is not quite the case. Next, please.

MS. CLI FFORD: Ed Grove.

MR CROVE: | amEd Gove. | ama
prostate cancer warrior of 13 years, and | have no
financial arrangenment with anybody. | amjust a
private citizen who runs a support group here
| ocal ly.

| have been the chairman of the ANOVA
Fairfax Hospital prostate cancer support group for
13 years, and during that tinme | have had nunerous
men conme to ne or cone to our group to talk about
advanced prostate cancer. It is clear, you know,

that sone of themwere running out of arrows in
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their quiver to deal with this disease and were in
very, very difficult circunstances. Cbviously,
they need new options, as nmany options as they can
get as they go on with this disease.

So, that is one thing fromone side.
Meanwhil e, | have had an interesting journey wth
this disease nyself. Wat | found in doing so,
both personally and in dealing with other
survivors, is that you can get good results in
fighting this disease from experinental and
exploratory initiatives which don't have formal FDA
approval. | want to tell you |I am a wal ki ng
exanple of this right now.

My prostate cancer has slowly been comning
back for the past ten years. | had a PSA of 6
pl us, radiation therapy and then, in the md-'90s,
after a nadir point of 0.6 it rose last year to 18.
Clearly, | had to do sonething about it. So, what
I did was, in working with nmy oncologist, | started
taki ng Leukine. | guess you folks all know that
Leukine is a drug used for fol ks who have had

chenot herapy to, you know, protect their imune
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system and al so for fol ks with Hodgkin's di sease.
However, Leukine has not been formally approved in
the treatment of prostate cancer. What Leuki ne has
done for ne in the past ten nonths is it has
dropped nmy PSA from 18 to 12 and it has bought ne
more tine. | don't know where we are going or what
i s happening but it has bought ne nore tine.

So, basically what | am saying, along with
our other fellow survivors here, is that even
though the FDA has sone difficulties with Xinlay, |
hope you continue to nake sure that it is available
as an option for hormone-refractory nmen with bone
met ast ases because, you know, it is really
important to us. Thanks.

DR. MARTI NG Thank you. Next, please?

MS. CLI FFORD: Kat herine Meade.

MS. MEADE: | am Kat herine Meade and | am
here not as a survivor obviously but I amhere as a
widow. | know all of the nen who spoke to you, and
there are many, nany, many nmen around the country
who are in simlar situations. Every year there

are 30,000 nen who are diagnosed with prostate
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cancer and | heard an estimate recently that there
are well over a million men living with prostate
cancer in the United States.

As a widow, | have seen what prostate
cancer is like at all stages. | work with nen and
worren and children who are dealing with the effects
of prostate cancer. It is very nmuch of a famly
di sease and there are young nen and ol der nen who
are dying of prostate cancer. It is not a pretty
death, as many of the nen back here said. | am
involved with the Virginia Prostate Cancer
Coalition, the National Alliance of Prostate Cancer
Coalition. | work with the Us Too minority and
under-served outreach program | amliving in
Tappahannock, Virginia. | came here today on mny
own. | wasn't planning to even speak but | think
it is inportant that you realize that not only do
men |like this need you to do sonething--and I am
speaking to the drug conpanies and to the FDA--to
find something to treat prostate cancer but it is
important to keep other wormen, |ike nyself, from

having to deal with wi dowhood and all of the issues
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related to that because we have del ayed fi nding
sonething to deal with prostate cancer

I just hope that you can think about the
way that this can be done in a safe way. | don't
want any men harned in the process and | know you
all don't either. But | also want to nake sure
that we don't becone so concerned about issues that
may or may not be vitally inportant that we forget
the reality of the lives of the nen living with
prostate cancer and the lives of the wonen and
children left after they die. You know, they don't
have options. W need options. They are basically
all on an untried clinical trial right now out
there, you know, grabbing around, trying everything
that they possibly can. So, please do what you can
to nmake sure that we get sonething quickly and
safely. Thank you.

Conmmi ttee Di scussion

DR. MARTI NG Thank you. Are there any
ot her speakers? |If not, thank you all. At this
point we will turn to the conmttee's discussion on

this drug and ultimtely we have four questions
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fromthe FDA that we have to answer. They have
been provided to you. Before we start that, M.
Kazm erczak, you had asked a question earlier. |
wanted to be sure that you got an answer that you
were satisfied with. |If not, this would be a good
time for you to re-ask your question.

MR KAZM ERCZAK: Yes, | asked the
question concerni ng expanded access for this
particular drug for nen with netastatic
hor mone-refractory prostate cancer, and whether or
not the outcome of any action by this commttee is
going to inpact that expanded access. | was told
that that would not happen. Now, | don't believe
that but | was told that by the drug conpany
representative. | just want to rmake sure, triply
sure, that that is the case

DR MARTINO Dr. CGordon?

DR GORDON: At this tine there is no
intent to change the expanded access program |If
the drug is approved there will be a gradua
phasi ng out of the expanded access program at somne

point. |If the FDA decides that the expanded access
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program cannot continue, it will not continue

MR KAZM ERCZAK: What if the drug isn't
approved? WII| expanded access continue?

DR. GORDON: The program woul d conti nue
until some point in the future, the exact date
cannot tell you.

MR KAZM ERCZAK: Thank you.

DR. MARTING Dr. Gordon, | believe you
requested for someone in your group to deal wth
statistics. |If you can do that briefly, | wll
allowit.

DR GORDON: | believe it will take us
about four minutes to run through. So, what |
would like to do is try to bring us back to why we
are here and what popul ation we are dealing wth,
and how did we get to the point that we are at.

We are dealing with a disease that, as you
have heard, has a prognosis, whether you | ook at
the docetaxel data or you | ook at our data, that
has a survival of 18-20 nmonths. The types of
benefits that were outlined by Dr. Sleep are in the

range of 2-3 nonths, which represents a significant
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portion of these patients' |ife span

How did we get to this point? W got to
this point because there was evol ving science that
spoke to the inportance of the endothelin axis in
drugs like atrasentan and the interaction between
prostate cancer cells and osteobl asts.

The timng of the decision to look at this
group of nen was integrally related to the actions
of the IDMC. The science was evolving. The
deci sion was nade. The | DMC recomended that the
study be closed. It seened to be inappropriate to
modi fy the statistical analysis plan at the point
in time when the |DMC was saying close the trial
The analysis of the nmen with nmetastatic di sease was
originally presented to the FDA in Cctober of 2003,
not four nonths ago or five nonths ago. There were
di scussions with the FDA. So, the notion of
| ooking at this group of nen and when was this
done, the decision to do this was nade before the
blind was broken and the anal ysis was done when the
bli nd was broken.

The next question was how do you make
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adjustnents for that? That is something I am going
to turn to Dr. Enmerson to tal k about how you woul d
make adjustnments for this sort of analysis.

Then the other piece that | would like to
come back to is the interpretation of the nmedian in
this group of men because, as Dr. Darryl Sleep
poi nted out, when you look at that ITT curve, it is
an unusual shaped curve. It is a curve that had
| ots of events that occurred but, in fact, one has
to ook at the hazard ratio to see the ful
benefit. | will now turn the podiumover to Dr.
Ener son.

DR EMERSON: Scott Enerson,
bi ostatistician fromthe University of Washi ngton
A maj or aspect of the subgroup anal yses, as
described by Dr. D Agostino, is the question of
when was the subgroup identified? Was it
identified after you analyzed the data and were you
| ooki ng for which one gave you that subgroup, or
was it anal yzed before you were | ooking at the
data? That statistically is the issue.

understand the FDA al so asked the question when you
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docunented that that was the issue but
statistically the issue is was this subgroup
identified before analyzing the data or not.

Then, a second issue is supposing that it
were identified before analyzing the data, what is
the proper way to analyze this data? Dr.

D Agostino gave sone exanples of how this mght be
done but | would like to describe a nethod that |
think is a nore appropriate anal ysis of subgroups
that have been specified and | would like to talk
about the way that this would be handl ed, and has
been handl ed by me in the past on protocols that
were submitted to the FDA

This is the ITT analysis in which, as we
tal ked before, the p value is 0.136; estimates of
the survival sumarized by the hazard ratio, 0.885;
and a confidence interval that overlaps 1. In
terns of the subgroup which conprised approxi mately
85 percent of this ITT population, the p value is
0.16; the hazard ratio is 0.813.

Now, a major aspect of this is if you were

going forward and identifying the subgroup in
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advance, the key point is that you can build on the
exact sanme nmethods that we use in sequentia
moni toring of studies which is, in fact, ny area of
expertise and how | got involved in the study from
the start which is doing the nonitoring for the
study. But in the sequential nonitoring we
recogni ze that if you do an anal ysis when you are
75 percent of the way through the study and if you
do an anal ysi s when you are 100 percent of the way
t hrough the study you have a nultiple conparison
i ssue. But we do not do the Bonferroni analysis
that was being sort of suggested by Dr. D Agostino
as an exanpl e where he said this is one approach

There are others. | am speaking to the
others. In fact, this subgroup is a major el enent
of that total subgroup. The results are highly
correlated. The Bonferroni adjustnment assunes that
they are mutually exclusive, that you could not get
a significant result in the subgroup at the sane
time you got one in the najor group and that is
obvi ously not true when you have a high

correl ation.
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So, one approach that | have used in the
past is to use the faniliar O Brien-Fl em ng
adj ustnent, but now I am |l ooking at using the
O Brien-Flem ng adjustnment on the 85 percent of the
subgroup, being very conservative in that subgroup,
and then doing an adjustnment again at the end. You
can see that these p val ues change very, very
little. This is a hazard ratio now of 0.818 and
this p value is very little changed fromthe one
before. O course, this we know well. The
O Brien-Flemng boundary is fairly conservati ve.
W coul d have used ot her boundaries but the results
stay the sane. The high correl ation between the
outcones in the subgroups in the final analysis
woul d argue that very little adjustnent is truly
necessary.

So, just to recap, this is the ITT
popul ation that was clearly prespecified and
docunented. We do not have statistica
significance on that primary endpoint. W did have
secondary endpoints that were biologic rather than

clinical and these had statistical significance in
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the I TT popul ation but, again, without the clinica
endpoint. They were intended to be nore
supportive. Note that also on the quality of life
endpoi nts which were tertiary, again, we have the
statistically significant results in the ITT
popul ati on.

We then go forward to the bone netastasis
subgroup in which we have so far presented
unadj ust ed anal yses, and that was nore fromthe
standards. This adjustnent that | said that | used
in other trials to do the group sequential was al so
not document ed beforehand, and these were the p
val ues that were presented.

If we carry that then on this primary
endpoint in the subgroup but adjust for the
mul ti pl e conparisons, you see that the aspect of
the multiple conparisons froma subgroup anal ysis
is not truly an issue in the statistica
significance and instead it hinges on the
prespecification endpoint. Thank you

DR. GORDON: So, the other point | would

make is that, in terns of the indication we are
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here to di scuss today, the data that was presented
shows that the primary endpoint that was defined in
the protocol and subject to the special protoco
assessnent was nmet in the group of nen with bone
metastasis. That is the primary basis for the
di scussion. There were a nunber of secondary
anal yses presented, including effects on markers of
ei ther di sease, PSA and bone al kal i ne phosphat ase,
drug action, bone al kaline phosphatase and, as you
heard fromthe discussion, issues about patients
reporting their own assessnent of their quality of
life. The study was blinded. The data collection
was extensive, particularly with regard to those
neasures, and there is no reason to think that,
gi ven the blinding, there was any particul ar bias
in how patients would selectively report their
quality of life issues.

DR. MARTI NG  Thank you. Go ahead, Dr.
Cheson.

DR. CHESON: One of the concerns about the
study that was presented by our FDA colleagues is

that it was termnated early because of a futility
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anal ysis by the data safety nonitoring conmittee.
Yet, you are presenting these data here, which you
propose denpnstrate that the study was actually
positive. Wre you not able to convince your own
data safety nonitoring comrittee that the study
shoul d be kept open for these reasons, and if not,
why not ?

DR GORDON: So, we are fortunate to have
Dr. Enerson with us who was the statistica
consultant to the data safety nonitoring conmittee
If we can put up slide VE-86 first?

[Slide]

Just to renmind people that the study was
powered to detect a difference at 650 events. The
study was initiated in June, 2001. |In Septenber of
2002 the I DMC suggested that enrollnment stop. |
just want to correct the tinme line that was
presented. In January of 2003 the IDMC actually
formally made a recommendation regarding futility.
At that time they were | ooking at 343 events. They
had some other events at the point they made the

final recomendation that had not been fully
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entered into the database and within six weeks of
the | DMC maki ng a recomendati on the study was
closed. At the time we were able to bring all the
data, in March, there were 610 events.

As you saw fromthe shape of the curve,
there was an unusual nunber of events that occurred
early. | amgoing to ask Dr. Enerson to tal k about
how the | DMC functi oned and how they made their
deci si on.

DR. EMERSON: Again, Scott Enerson from
the University of Washington. It is best to go
back to the design, and | just want to make clear
that | aided in the design of this study and the
stopping rule and | served as a consultant to the
IDMC. | was not on the IDMC. | hel ped them
interpret how the stopping rule went.

In the planning of this study we were
going on the results of the Phase 2 study in which
the key parts that were noted were that surviva
curves were quite coincident through the first 90
days of treatnment and then they separated. This is

clearly a non-proportional hazards sort of picture
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if this is the truth and the planning of the Phase
3 study took that into account.

Now, | need to point out a couple of
things that are statistical things, and | have
synpathy for the speaker who didn't |ike
statisticians, but the statistic that we eventually
were going to use was one which is designed for
| ooking at later occurring differences. This is a
key point where, unfortunately, statistics too
often | ooks at the wong axis. Qur statistic is
| ooki ng very nuch at this axis and so we were
designing the statistic that was going to do well
at picking up differences that occur at the 75th
percentile to the 25th percentile of the
distribution. As the FDA pointed out, such things
as the hazard ratios don't incorporate time, it is
time that matters to people. | wll argue that the
medi an can often fall in that same category, that
the nmedi an does not matter to people necessarily
but I will conme back to that.

So, in this case we went forward and

designed a clinical trial stopping rule that was
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designed to tell us, with high power, if this sort
of pattern was seen again but then the futility
rule was to say and when we have ruled out this
sort of pattern, we mght as well stop the study.
So, we chose a stopping rule that was a one-sided
symretric design, as proposed by Tom Fl emi ng and
myself in "89. It was a type 1 error of 0.025,

power 90 percent. Due to those later occurring

differences we were actually nore conservative than

the O Brien-Flemng boundary in this particul ar
desi gn.

So, efficacy was to reject the nul
hypot hesis of no treatnent difference; futility to
reject an alternative effect simlar to what we
have seen before. It is very hard to go forward
wi th non-proportional hazards and be able to
descri be what you want. So, that was using this
Gl-1 statistic which, again, is not focused on
time; it is focused on quartiles of the

di stribution.

During the nmonitoring of the study, as was

sai d, when the |DMC saw 344 confirmed events in
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clean data they said stop. |In fact, there were up
to about 509 events that were known in a dirtier
dat abase. We didn't have all the safety data but
did have the endpoint. And, it was confirned at
that point. But over-running of clinical trials
al ways happens. W know how to handl e t hat
statistically.

But these are the final results based on
610 events. What you see clearly is that we
weren't observing the pattern that was seen in the
Phase 2 study. M personal bias is that it is nore
due to | ooking for subclinical measures on seri al
radi ol ogi ¢ scans, not schedul ed according to
synptons, that noved many of the clinical endpoints
detected earlier. But the end result is that
bet ween 75th percentile and, say, the 40th
percentile that occurred at the first scan. The
Gl-1 statistic was not going to be optimal in that
setting and the study showed this.

| do want to comrent that when you have
this picture and when we | ook at what the hazard

ratiois, the nmedian isn't telling you this.
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Imagine this were the truth. [|f there were no
uncertainty in these curves, how many people would
rat her be on atrasentan than placebo if we knew
this absolutely? The medi an doesn't pick this up
any better than the hazard rati o does soneti nes.
In fact, tarring all ratios is sort of interesting
because nobst often paranetrically we anal yze nedi an
ratios. It is not the ratio, it is the nedian.
Had we had | arge separation, that the 20 percent of
peopl e who died first and those where we coul d
extent their life is clinically inportant. The
peopl e who come out here--if | had made these
people imortal, it is clinically inmportant.
Seizing on the ratio by itself is not necessarily
the issue.

So, this aspect of picking out this effect
where we are | ooking at what this difference is--if
I m ght have the bone scan score?--the issue of the
area between these curves does have a comon
statistical interpretation. It is the difference
in the average nunber of days that sonmebody coul d

be expected to benefit fromover the period of
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treatment. Because these curves don't go down to
the bottomwe can't estimate the nean absol utely;
we can get the restricted nean. And, this rough 10
percent difference--and this is in the bone
met ast ases, this rough 10 percent difference
translates to roughly a 24-, 25-day difference in
the average nunber of days over the first year of
treat ment.

DR. MARTI NGO  Does that answer your
question? Are you okay at this point? Al right.
Next, Dr. Eckhardt, please?

DR. ECKHARDT: Well, just looking at this
data, you know, | think one of the problens is that
the hypothesis was really shifting during the
course of the study. You know, when | |ook at the
data | think of this as being nore of a
mechani sm based supportive care agent in a specific
popul ation. So, the question | have is how one can
really look at the data currently and really assess
its best use because, in fact, if you | ook at the
patient selection paraneters | think what we have

seen is that there is a subset of patients that
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probably do have a benefit fromthe drug, those
Wi th bone netastases. But | think then the
secondary question is what is the best kind of
endpoint to be using in this kind of study.

My concern is that the clinical endpoints
of things such as time to di sease progressi on may
have been ones that would have been better as
secondary endpoints, and certainly could have
supported sone of the other patient-reported
outcones with regards to pain. So, you know, in
trying to salvage the study and sal vage the data,
think the problem| amstruggling with is that I
can actually see that this data has generated sone
very testabl e hypot heses and the question is are we
actually able to salvage this to get at the real
question? | think the two main issues are patient
sel ection and appropriate endpoints for those kinds
of mechani sm based supportive care studies.

DR, MARTING Dr. D Agostino?

DR D AGOSTING M comment is very
simlar. W have a |lot of adaptive, adaptive,

adaptive activities going on here and trying to put
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them al t oget her and say, well, the data nonitoring
conmittee stopped the study but they stopped it too
soon because it wasn't |ooking at the right
thing--and even when you have the full set of data,
the variable they were |l ooking at still isn't
significant, but if we |ooked at sone other thing
which we think is interesting, inportant, we can
make an adaptive procedure to handle that. | think
it is going to be a great example in textbooks, and
so forth, but |I think trying to go back now and
say, yes, we can really feel confortable about
pul l'ing the subgroup in this analysis--1 think it
is very, very hard to try to nove in that
di rection.

DR GORDON: Can | nmke one comment?

DR. MARTING  Very briefly, yes

DR. GORDON: So, | would just nmake the
point that, in fact, the endpoint as defined wasn't
| ooking at a different endpoint. It was |ooking at
the endpoint as described in the protocol, albeit
in 85 percent of the patients.

DR D AGOSTING Well, the original design
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said all the patients and it wasn't significant in
the original design. So, the third adaptiveness is
to go to a subset.

DR MARTINO Dr. Braw ey?

DR BRAWEY: | would like to ask Abbott
if | accept that there is a subset, and | have seen
a nunber of subset analyses this norning and | hate
subset analyses--if | accept that there is a subset
that actually responds to this drug, what work are
you doing to actually identify that subset? If we
were to vote for approval of this drug--and | want
the advocates who want options avail able to hear ne
very clearly--if this drug is approved right now,
we tell these very honorable nen from Abbott that
they can sell their drug to all nen with nmetastatic
prostate cancer and we take away all incentive for
themto find the 15 percent of that popul ation that
actually ought to be taking the drug. That is a
very inportant point. So, what are you doing to
try to figure out the subset that actually responds
to the drug?

DR GORDON: So, | think the cl eanest
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answer to your question is we already have
identified a group of nen who are nore likely to
respond to this drug than others. So, consistent
with the NCl initiative and the FDA initiatives to
try to say across all men with hornone-refractory
metastatic prostate cancer is there a group of men
that are nore likely to benefit, we are saying it
is that group of nmen who have netastatic di sease
i nvol ving bone. As we discussed earlier, there are
ot her studies now that are either conducted, in the
nm dst of being conducted or ongoi ng.

DR. MARTING But if we assune that that
is a correct statenment, that as |long as you have
bony di sease you are likely to benefit fromthis,
that actually woul d enconpass pretty nuch every
patient with prostate cancer because sooner or
| ater the overwhelning najority will have bone
met ast ases. So, that sort of gets to the genera
popul ation being treated and, again, results in the
sane problemthat Dr. Brawey |I think is pointing
out .

DR GORDON:. Well, | nean, clearly the
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i ndication we are discussing is nmuch narrower than
that. R ght? The indication that we are
requesting is in nen with metastatic di sease who
have docunented evi dence of bone netastases. As |
have already alluded to, we are conducting studies
in other patient populations. W have two studies
that are in that popul ation of nmen, one of which
had 85 percent of the participants having bone
met ast ases at baseline, the other having 90
percent, which is the 594 study.

DR. MARTING Is this a drug that at this
poi nt you know is of benefit only in patients who
have bone netastases that are asynptomatic versus
bone netastases that are mldly synptomatic versus
bone netastases that are horribly synptomatic?

That is a wide range of patients. Do we know where
this fits? Do you know? Cearly, | don't.

DR. GORDON: So, we are going to ask Dr.
Nel son to hel p answer your question

DR. NELSON. Madam Chair, you bring up the
i ssue of this disease having a clear spectrum The

data that has been presented would target the
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m ddl e of the spectrum those are nmen who have
hormone-refractory di sease that is initially, at
the tinme of presentation, asynptomatic. They are
easy to detect because you sinply send themto
nucl ear nedi ci ne and they get a bone scan and it is
positive.

I would just like to nention that 15
percent of patients who die of prostate cancer in
fact do not have bone netastases. So, to say it is
i nevitabl e that they woul d have bone netastases is
sinmply not clinically supported. |In that group of
men that are asynptomatic, they will becone
synptomatic and the data | think is speaking to
that popul ation of nmen. For the nen who are
al ready synptonmatic the data does not support the
use of this nedication or this drug in that
setting.

DR. BRAWEY: A real quick question, is
there any work on the nol ecular target for that
subset of individuals who actually will have a
response to the drug? The group of people in that

intermediate group is still fairly |arge.
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DR, NELSON. Dr. Brawley, | would love to
tell you that we can identify clearly those nen who
have endothelin receptor expressed at some
particular level, but one of the benefits of this
approach is that we are targeting the part of the
body which woul d not expect to be heterogeneous.

So, we woul d expect in general that osteoblasts
wi || have roughly the sane nunber of receptors,
unl i ke cancer cells which, as you know, will |ose
all kinds of things which they would nornmally
express. So, in sone ways, the beauty of this
approach is to target the stroma, not necessarily
targeting the cancer.

DR. MARTING | want to get back to ny
argunent which is if somehow this committee decides
that this agent can be used in patients that are
asynptomatic, how will we then behave towards
patients that are synptomatic? Are we going to
say, no, they don't get it? No, they shouldn't get
it? How are we going to deal with then?

DR. GORDON: Dr. Sleep is going to help

answer your questi on.
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DR SLEEP: Thank you. Darryl Sl eep,

Abbott. Dr. Martino, | think what we are trying to

do at Abbott really is to get to that question

Partly, that is why we initiated those trials at

Col unmbi a University with Dr. Petrylak to eval uate

the effects of atrasentan, both DLT and PK, with
docetaxel, and noving forward with SWOG to
det er mi ne what happens to patients because that
study will include patients who are asynptonmatic
and synptomatic and will actually | ook at the
treatnent effect in the two different groups and
actually stratify ahead of time. The ideais to
see if addi ng chenotherapy to atrasentan hel ps
patients maintain a better quality of life once

they become synptomatic. So, we are trying to

address that in future studies really to determ ne
whether it is appropriate or not to continue with
atrasentan therapy in conbination with docetaxel

But | think, as Dr. Nelson pointed out, right now

data supports that these patients should be

asynptomatic on atrasentan.

DR. CARDUCCI: Can | just add one comment?
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I think clinically you ask an incredibly inportant
thing when this drug gets reduced to practice.
Wth hornonal therapy patients progress on it and
we keep them on hornonal therapy. Wen patients
are on zol edronic acid, they have a
skel etal -rel ated event and we keep them on the
drug. So, the data gap that we have really is what
are the benefits for that patient who becones
synmptomati c because the trial design has stopped
the drug at that tine point. M sense is this drug
is probably |ike those other agents that we already
currently use, that the benefits are going to
continue and persist based on the biology. Do we
have data that shows that? No. Do we have data
that says that there are no drug interactions if
you started docetaxel, if you started the Zoneta?
I think there would be very few safety concerns
fromthat perspective but we do not have that data.

DR. MARTING Are there other questions?
Dr. Mortimer?

DR. MORTI MER  Yes, | guess both the

committee and the conpany is sort of seeking to
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find out a group of individuals who are clearly
going to benefit fromthis agent which does seemto
have some activity fromthe fact that BAP decrease
| eaves one to believe that this is clearly an
osteobl ast activity. | guess ny questionis, is
there a variability simlar to what you see with
radi o- pharmaceuticals to peopl e who have
hyper-positive bone scans so the nore blastic the
di sease, the nore likely they are to respond or to
benefit fromthis in a subgroup anal ysis?

DR GORDON: We have tried to | ook at
i ssues such as that and there is not a clear-cut
basel i ne characteristic, other than the absence or
presence of bone netastases, that predicts this is
somebody who is going to do particularly well or
not do well. There is the beginning of a
suggestion that |ooking at individuals' bone
al kal i ne phosphat ase changes may in the |ong run
turn out to help us identify popul ations, but that
is work we are exploring at the nonent.

DR. MARTING M ss Hayl ock?

M5. HAYLOCK: One of the concerns that is
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anong the questions that we are asked to discuss is
the issue of cardiovascular toxicity. |If thisis a
group of nen with a nedian age of 72 there is
al ready significant risk of cardiovascul ar di sease,
and | don't see anything in the inclusion or
exclusion criteria in the study that relates to
that. So, | amwondering if you could speak a
little bit to the issue of co-norbidities and risk
factors.

DR GORDON: We described that a little
bit during the nain presentation, show ng that nen,
in fact, particularly in reference both to
congestive heart failure and M, were older and, in
the case of M, had underlying ischenic disease.
But | amgoing to ask Dr. Eliopolis to address that
alittle bit nore broadly for you.

DR ELIOPCOLIS: Helen Eliopolis, Abbot
Laboratories. Follow ng the Phase 2 study, 96-594,
we did recognize there was a signal for heart
failure. So, in study 00-211 patients with New
York Heart Association Class |l or greater were

excluded, as were other patients with instable
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conditions. Based on our clinical experience from
211, going forward in future studies we will be
i mpl ementing nmore specific advisories, including
excl usi on of unstabl e angina, and focusing early
nmoni toring of weight, henogl obin and bl ood
pressure, as well as advisories to physicians and
patients regarding i mediately reporting signs and
synptons and al so cautioni ng agai nst abr upt
di sconti nuation of cardi ac nedications.

DR GORDON: What | would also like to do
is ask Dr. Lang to sort of address this question as
a cardiol ogi st who can hel p us understand the
managenent of these patients and what one nor nal
expects.

DR. LANG M/ nane is Roberto Lang,
cardi ol ogist at the University of Chicago. Wen
you think about heart failure and you first think
about the preclinical studies, | think it is clear
that this drug does not have any negative inotropic
effects. | think we are left with the fact that
this drug is a vasoactive conmpound. In this regard

it is not different than many vasodil ators that |
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use in ny cardiol ogy practice every day, |ike
| odi pine or nifedipine. Many of the sort of ninor
events of heart failure could be treated easily by
monitoring the patients. It is inperative that we
excl ude patients with unstabl e angina, patients
that do not have stable heart failure, and if you
nmoni tor sinple things such as bl ood pressure,
wei ght and | evel s of henoglobin we will be able to
exclude the vast majority of these case.

Anot her inportant thing is that of the
cases that had heart failure, they responded, you
know, just by adding an ACE inhibitor or a
diuretic. These are the nost sinple things that
physicians do to take care of heart failure and the
vast majority of these patients responded well.

DR GORDON: What | would also like to do
is ask Dr. Carducci who, as he indicted, has
treated in excess of 85 patients, to just talk to
his experience using this drug in this population
and ot her popul ati ons.

DR. CARDUCCI: | think, first, you pointed

out a great fact about the prostate cancer patients
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tending to be ol der groups overall. Wen you | ook
at other studies you have had before the panel the
groups tend to be younger. So, already we are
starting with an ol der group of patients.

So, treating the nen that | have had over
the last five, ten years as well as being the Pl of
the ECOG study 6800, which is in advanced rena
cell carcinoma, even though it started in 00, it
didn't actually launch until the end of 2002. In
that study we did see patients with extensive
pul nonary netastases who had early dyspnea, about
three, four percent of the patients. W instituted
the guidelines that were described with the safety
meno into that study, suggesting that patients be
seen early, have nonitoring of weight gain, have
eval uati on of changes in baseline synptons and the
early use of diuretics. Wth that, we were able to
reduce that effect back to the baseline that we saw
before so we were very encouraged that we were abl e
to nanage these synptons by putting in education to
the physicians, the other healthcare providers as

well as to the patients.
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DR. MARTING Dr. Bukowski, did you have a
question?

DR. BUKOABKI: Yes. | amwestling with
the i ssue of bone scan positivity in an
asynptomati c patient and what that represents. |
know you had a definition in the protocol regarding
what a positive bone scan was. Could you just
review that for us, and was there any requirenent
to further study a positive bone scan with, for
exanple, an MRl to docunent that, indeed, these
were netastatic | esions?

DR. GORDON: Dr. Sleep, do you want to
talk to the study inclusion criteria?

DR SLEEP: Thank you. Darryl Sleep, from
Abbott again. There was no protocol -specified
requirenent to confirmthe netastases seen on bone
scan with CT or radiographic evaluation. However,
I would like to point out that this was subject to
an i ndependent review by a central radiologist. In
the event that the radiol ogi st required additiona
confirmatory evi dence of netastatic di sease or not,

as can be said for baseline and/or advancement of
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progressive di sease, he requested and was given
appropriate confirmatory studi es as required.

DR. MARTING One |ast question

DR CHESON. A very quick one, was this
i ndependent review blinded as to the treatnment arnf

DR. GORDON: There were two aspects to
i ndependent review. There was a baseline
i ndependent review that was conducted prior to the
patient being enrolled in the study so that was
docunenting baseline presence of bone netastases.
Then the independent review process during the
course of the study was conducted blinded not only
to treatment but to PSA levels as well. And, there
were two radiol ogists that revi ewed each scan and
needed to agree on it, and if the two didn't agree
there was a third radiol ogist. Then, to docunent
clinical endpoints there was an independent
oncol ogy reviewer who had to agree that there was
progr essi on.

DR. MARTING | amnow going to turn you
to the questions but, just before | do that, Dr.

Gordon, | want you to, in two or three sentences,
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sunmarize for ne the following: Not in your entire
popul ation but in the population that you prefer,
the patients with bone nmetastases--and | don't want
to hear any statistics--1 want you to summarize for
me what you think you have denonstrated in that

subpopul at i on.

DR GORDON: Ckay, | will try it and if it

is agreeable | will have a clinician who takes care
of the patients sumit up for you as well. | think
what we have shown, and because you don't want
statistics | won't put up the slide--1 think what
we have shown across the studies in a primry
endpoi nt that included both radi ographic and
clinical elenments, and the clinical elements being
those types of effects or disease progression
events that patients fear--as we have heard pain
and the devel opment of pain--that we have had a
positive effect in reduction in the risk of
devel opi ng t hose.

I think the other part of our story that
is compelling is the science and how the science

ripples through that. This drug is predicted to
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work on the osteobl ast-prostate cancer interface.
If that is true you woul d expect that we woul d
decrease the el aboration of bone al kaline
phosphat ase not only as a marker of di sease burden
but of drug action. The drug does that. |If that
were to be true, you woul d expect to see changes in
the anmpbunt of bone scan progression. You see that.
If you believe that bone scan and the devel opnment
of osteoblastic disease is inportant and transl ates
ultimately into synptons, we see that. Al of
those are objective neasures.

On top of that, if you believe that these
are things that matter to patients, then those
aspects of the protocol -specified quality of life
measures, FACT-P and the domain that is nost
rel evant to prostate cancer patients in fact does
change and shows benefit for those patients.

I will ask Dr. Nelson to address what does
this nean to patients.

DR. NELSON:. | recently had a patient who
had been on atrasentan and he was asynptomatic and

then he progressed and became synptomatic. | sat
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with himand he said, you know, | knew I was going
to die of prostate cancer and now | amdying of it
because | amfeeling the synptons of ny disease.
And, he thanked me for the tine that he had when he
knew hi s di sease was progressi ng but he was not
suffering fromit. That is what this drug does.

FDA Questions to the Committee

DR MARTINO Thank you, Dr. Gordon. |f
someone can put up the questions, | will direct the
committee's attention to the fact that we have four
questions. Rick, do you want actual discussion or
do you want votes on each of these four? Yes, you
want votes on each of the four? Ckay.

Question nunber one, in study 211 in the
intent-to-treat analysis of tine to di sease
progressi on and progression-free surviva
atrasentan did not show an advantage over pl acebo.
Mul tipl e subgroup anal yses were done which the FDA
consi ders exploratory. The applicant now requests
approval based on an unprespecified subgroup
anal ysis in hormone-refractory prostate cancer

patients with bone netastasis. Are the tine to
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di sease progression results in study 211 in the
bone netastasis subgroup statistically persuasive?

Is there discussion on this issue? Again,
the question is are they statistically persuasive,
not clinically. Dr. D Agostino?

DR. D AGOSTING Froma statistics point
of view, for all the above description, | would
definitely say no. It is a subset analysis; it is
a post hoc anal ysis, which | eads us to being unable
tointerpret it froma statistics point of view

DR. MARTING O her comments? Seeing no
other coments, | will take a vote and we will
start on ny left, please, and pl ease state your
nane before you vote.

MR. KAZM ERCZAK: Eugene Kazmi erczak,

statistically, no.

DR. BRAWEY: Braw ey, no.

DR. D AGOSTINGO D Agostino, no.
DR BUKOWSKI :  Bukowski, no.

DR CHESON:. Cheson, no.

DR ECKHARDT: Eckhardt, no.

DR PERRY: Perry, no.
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RODRI GUEZ: Rodri guez, no.
MARTI NO  Martino, no.
MORTI MER:  Mortiner, no.
LEVINE: Levine, no.
HAYLOCK:  Hayl ock, no.

REAMAN: Reaman, no.

T35 3 3D 3

MARTI NO  The vote is unani mous and
the answer is no. Question nunber two, in study
211 the difference in nmedian tinme to di sease
progressi on between atrasentan and placebo is five
days in the intent-to-treat popul ation, four days
in the per-protocol subgroup and seven days in the
bone nmetastasis subgroup. |Is the size of the
atrasentan tinme to di sease progression effect in
study 211 in the intent-to-treat, per-protoco
subgroup or bone netastasis subgroup clinically
i mportant?

Di scussion on this question, please,
clinical significance of these differences.
Pl ease?

MS5. HAYLOCK: Just a comment, | am

concerned that it is the wong question, that the

file:///Z|/Storage/09130NCO.TXT (176 of 367) [9/28/2005 10:51:44 AM]

176



file:/l/Z|/Storage/09130ONCO.TXT

177
time to di sease progression doesn't seemto be the
ri ght nmeasurenent, as | think you pointed out
earlier, in terms of supportive care questions.
The tine to disease progression isn't the question
but it is, rather, the tine to synptons.

DR. MARTING M. Kazmierczak, did you
have a comment ?

MR KAZM ERCZAK: No, | don't have any
conment s.

DR. MARTING Dr. Rodriguez?

DR RODRIGUEZ: | think several comments
fromthe group suggest that that is, indeed, the
case but, unfortunately, | did not hear any data
that tinme to synptons was accurately, consistently
and reliably measured.

DR MARTING Are there other coments?

DR PAZDUR  Silvana, | have one. W
usual ly talk about a finding that is statistically
positive and then tal k about the clinical relevance
of that. For exanple, sonething nmay be associ ated
with a very low p value and then the difference

m ght be in a matter of days. Gkay? And then one
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coul d question whether this is clinically rel evant.

In reading this question over again, we
are kind of asking the opposite question and | kind
of want discussion on the question in a sense,
especially fromDr. D Agostino. You know, the
pur pose that we have statistics is really to
determ ne whether sonmething is a true finding, to
give us credence that this isn't just happeni ng by
chance. Does it nmake sense really to discuss the
clinical inportance of a situation that you are
unsure of ? | would |ike discussion on the question
| guess sonewhat .

DR, MARTING Dr. D Agostino?

DR D AGOSTING | think in this very
committee | have in the past becone red-faced
argui ng over and over again that you really
shouldn't tal k about clinical significance if you
don't have statistical significance. M vote is
going to reflect that | think that the question is
i nappropriate. That is, if we say no to one then
we shouldn't really nove on to clinica

significance. | thought nmaybe you were just trying
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to get at a sense of was seven days a neaningfu
thing, whether or not it relates to the data or
not. | think the study is a failure for the
endpoint that they had and the statistica
significance ends the discussion about the

useful ness of interpreting the measurenents here
but, again, |I thought that the question was really
trying to get at are these nunbers neani ngful and
my answer woul d be no.

But fromthe statistics point of view, the
way you just phrased it, | don't think we really
want a di scussion about clinical significance if
the statistical significance isn't there, and
think that is a very inportant scientific step
that, again, we have argued about over and over
again in the past, and | think we should argue it
here and nmake sure that we understand that you
can't really talk about clinical significance from
the data if you don't have statistica
significance

DR. MARTING Dr. Braw ey?

DR. BRAWEY: Dr. D Agostino nade ny

file:///Z|/Storage/09130NCO.TXT (179 of 367) [9/28/2005 10:51:44 AM]



file:/l/Z|/Storage/09130ONCO.TXT

poi nt .

DR MARTINO Rick, do you have sonething

el se you want to say?

DR PAZDUR: | just wondered if others on

the conmittee have other opinions. |f we take a

vote and people do feel that it does not have

statistical significance yet clinical significance,

if they could explain their reasoning. | would be

interested in hearing people's opinions.
DR. BRAWEY: |In that case, may |?

DR. MARTI NO You can answer.

DR. BRAWEY: The way | look at it is that

the finding in study 211 is not statistically

significant. Therefore, any nunbers that we get

are a fluke. Question nunber two that | read is,

is four days versus five days versus seven days
significant given that your findings have
"fluki ness?" And the answer is no.

DR. MARTING Let ne take a slightly

different tack to this. | do think that there is a

di fference dependi ng on what your ultimate goa

There is a thread that runs through the data that
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has been presented here. There is a mechani smthat
has been suggested. It is a plausible nechani sm
It makes clinical sense as to why this drug ought
to do sonething in patients with bone netastasis.
So, there is a logic to being hopeful. Okay? So,
there are times when, dependi ng on what your intent
is, there is clinical significance

So, | do think that there is clinica
val ue--and | don't want to use the word
"significance" because nobst of us think we know
what that means. | think there is clinical value
in what has been presented today. The issue is do
I now want to change ny behavi or based on it? That
is really how !l interpret this question

DR. PAZDUR: And here again, Silvana,
clinical value could have a tremendous difference
of opinion. dinical value nmight nean | think that
this agent should be studied further, that there is
sonet hing here that warrants study, rather than
clinical value that warrants approval. Here again,
if I had to reword this question or rewite it, it

m ght be sonewhat different.
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DR. MARTING Dr. D Agostino?

DR D AGOSTINO  Again, | think nmaybe we
need clarification on interpretation because if we
are saying can we nake interpretations of the
clinical inportance of these numbers given the
studies that we have and the results that we have,

I would say no because, as the two of us over here
have said, you haven't achi eved statistica
significance so there is no way of really
interpreting the clinical aspects of the study. |If
you want to talk about is there a story, is there a
message that is going on here that would lead to
further investigation, | think we should split out
this one question into two separate questions
because we probably have different opinions on
that. But if we are saying are these nunbers
clinically inportant in the context of the ful
study, the study was negative so my answer shoul d
definitely be no for the clinical inportance.

DR MARTINO Dr. Braw ey?

DR. BRAWEY: The value that | take out of

this whole presentation is that | do think that the
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drug has sone activity. |, however, think that the
conpany needs to go and | ook at the subsets for
where that activity was; try to better define the
popul ation; and do clinical trials in that
popul ation that is very highly likely to benefit.

I don't think that one can actually say that seven
days is nore inportant than four days in this
clinical trial with the rules under which this
trial was run.

DR MARTINO Dr. Bukowski ?

DR BUKOWSKI: | agree with all those
comrents and | think that what the data are telling
me is that the conpany needs to figure out how the
drug works. There are subsets, clearly, where
there is going to be activity. They don't have the
exact nechanismquite nailed dowmn yet. They need
to refine their groups and they need to refine
their patient selection so that they enrich their
popul ation to show the differences that they want
to show. So, | think clinically neaningful wth
these data, no; possibly, yes as they refine it.

DR PAZDUR. Could | offer a suggestion
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then, Silvana? Since we have difficulty with sone
of these questions, maybe we should cut to the
chase here and go to question nunber four and then
peopl e could give their opinions in summry?

DR. MARTING | would be very happy to do
that. Just for everyone's rem nder, question
nunber three deals with toxicity of this drug,
particularly the cardiac toxicity. | just want
peopl e to understand that because in answering
question nunber four it really is a risk/benefit
ratio. So, you cannot ignhore the toxicity issue at
| east as you think about this issue. GCkay?

The very | ast question, nunber four,
shoul d this NDA be approved? Recognize that right
now there is no guideline to us as to whether we
are tal king about full or accelerated approval. It
is the general concept as a whole that you nmay
speak to.

DR PAZDUR: And let ne address that once
again. As | said in ny opening coments, you
shoul d have confidence that you have an effect on

an endpoint here, whether it be full approval or
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accel erated approval. Full approval versus
accel erated approval, they are both approval s.
They al |l ow marketing of the drug. There are
nuances that are different, including follow up
studies with accel erated approval, the ability to
approve the drug on a surrogate endpoint. It is
not a mechanismto approve uncertain results but
the effect should be there. The question is on
what endpoi nt and what one considers that endpoint
to be.

Here, again, really going to question
nunber four, it is risk/benefit so it really
addresses this whole concept of a risk and a
benefit which incorporates the toxicities. So, |
think we are noving in that direction but for
time's sake we coul d consolidate the discussions
because | think that this addresses the meat of the
i ssue in that sense.

DR MARTING W is ready to deal with
the issue? Again, the issue is approval or not
approval . Yes?

DR PERRY: | amgoing to vote against
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approval of this drug. | don't think the conpany
has nmet their goals and our patient advocate
popul ati on has | think obscured the endpoint. This
is not a curative drug. Al the people who get
this drug are eventually going to have progression
of disease. They are all going to have pain. W
throw out the boogie man of poor pain control and
maybe you need to have a talk with your physician
or physicians about what is adequate pain control
because | don't think we ought to be swayed by an
enoti onal appeal that there are thousands of people
dying in pain and that this drug will sol ve that
problemor that it will cure them It wll do
nei t her.

If we approve this drug now, | think what
we are actually going to do is slow down the
appropriate clinical trials to find the place for
this drug because it is going to be used for
everybody out there with prostate cancer. So,
think there is an absol ute disservice to approving
this drug now and | can't see how we can do

anyt hi ng but di sapprove it.
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DR MARTING Yes, Dr. Levine?

DR LEVINE: | will also vote to
di sapprove it at this time. On the other hand,
aminpressed that there are data there that need to
be eval uated nore carefully and it would be a rea
shame if the company were to throw this away. |
think there is data there that needs to come back
in patients with bony netastasis, |ooking very,
very carefully at objective, sequential evaluations
of pain, perhaps doing the scans a little bit
differently. So, | don't think you gave us the
data to allow ne to approve this but | am sad about
it actually.

DR MARTINO Dr. Eckhardt?

DR. ECKHARDT: | agree with not voting for
approval and | think the qualification | would rmake
again is that, you know, this is an interesting
compound that, rather than just general effects on
the bone, it appears to have a nechani sm base with
regard to the pathophysiol ogy of prostate cancer.

I think that is inportant.

I think going forward, the idea is going

file:///Z|/Storage/09130NCO.TXT (187 of 367) [9/28/2005 10:51:44 AM]



file:/l/Z|/Storage/09130ONCO.TXT

188
to be to really look carefully at patient selection
paraneters. But | think, even nore even
importantly, to really think carefully about the
types of endpoints that can enhance the quality of
these patients' lives. You know, | think that a
lot of these will center around pain and
performance status.

DR. MARTINO Dr. Reanman?

DR. REAMAN: | woul d al so vote agai nst
approval, but also add to the coments nmade to the
conpany that | do also feel that there are sone
exciting data that have not, in fact, been
presented and woul d urge you to explore this
further, as well as better define tine to
progression either clinically and/or
radi ographically. | would also echo Dr. Perry's
comments that | think if [not at m crophone;
inaudible]...It is certainly an appeal for the
advocacy community to take that back to their
physi ci ans.

DR. MARTINO. Dr. Cheson?

DR CHESON. Yes, | would just like to
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offer a cautionary word, and that is although it is
important to nmove forward with conbination trials,
one has to approach those carefully because
haven't heard--and | don't know the prostate field
that well--any evidence of in vitro synergy from
combi nations of this with Taxotere, or whatever,
and there are ways to conbine drugs that are
positive, and there are ways that might give you a
falsely negative result. So, just taking the other
drugs that are active and mixing this in
there--they need to be careful in how you do it and
preferably have sone rationale for the dose,
schedul e and conbi nations that they approach
because we would hate to have a big fal se negative

DR. MARTING | would like to echo that
personally. | amactually concerned that as we
move into these nulti-agent sort of trials that we
will deprive patients of what many of them seek and
many of us as physicians seek, which is a sinple
therapy which is easy to give and which is
effective. Wen you take a drug which is effective

and is easy to give and you conbine it with

file:///Z|/Storage/09130NCO.TXT (189 of 367) [9/28/2005 10:51:44 AM]



file:/l/Z|/Storage/09130ONCO.TXT

190
therapies that are not so easy to give or easy to
tolerate you sort of |ose what many of us |ong for,
which is a therapy, especially in patients that are
asynptomatic, that nmay do sonething in terns of
prol ongi ng the point where they becone synptonatic.
So, | amalso concerned that the drug on its own
needs further study wi thout confusing it and
wi t hout al ways creating therapies that are conpl ex
for patients. Dr. Rodriguez?

DR RCODRIGUEZ: | also do not consider
this drug at the present tinme to be ready for
approval. | also would like to add that the
toxicity of the drug has been, in ny opinion,
down- pl ayed significantly. | amfrom Texas and the
specter of Vioxx |oons very large over us. |If this
drug is going to be conbined with other
chenot herapy drugs that are heart toxic | can see

that patients would, in fact, suffer rather than

benefit.

DR MARTINO Dr. Mortimer?

DR. MORTIMER | agree with the group that
this drug should not be approved. | have one other
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sort of concern as the conpany noves forward. W
tal k about conbination agents as al ways bei ng
cytotoxic agents but | think in the setting of
prostate cancer with a drug which you now seemto
denmonstrate nechanistically with an osteobl ast, now
| ooki ng at a population that is receiving conbi ned
therapy with lytic agents against |ytic conponents
of the disease as well, | guess | would just worry
if we didn't take that into account.

DR MARTINO Dr. Braw ey?

DR BRAWEY: Briefly, | have hope for
this drug and | do hope it continues to be
devel oped. 1, however, think that approval at this
time based on the current information is premature.
| take care of prostate cancer patients and | would
like to see prostate cancer patients have options.
However, | want themto have legitimate options.
keep pictures in ny office of patients who have
been harned by illegitimate options of therapy.
Devel opment of this drug | think would be sl owed
down right nowif we were to approve it at this

time.
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DR. MARTING At this point then |
ready to take a vote. Again, the question is are

we ready to give any type of approval

today? W will start again to ny |eft,

Pl ease state your nane and your vote.

MR.

The drug does appear to,

progressi on of the disease but

KAZM ERCZAK: Eugene Kazmi erczak,

context of the study | can't see how I

for approval

2

T 5 3 3 332D DI D
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of the drug so | ama no.

BRAWLEY: Braw ey, no.

D AGOSTI NO D Agosti no,
BUKOWBKI :  Bukowski, no.
CHESON:  Cheson, no.
ECKHARDT: Eckhardt, no.

PERRY: Perry, no.

to this agent

pl ease.

in certain cases,
in the current

could vote

no.

RODRI GUEZ:  Rodri guez, no.

MARTI NO  Martino, no.
MORTI MER:  Mortiner, no.
LEVINE: Levi ne, no.
HAYLOCK:  Hayl ock, no.

REAMAN: Reaman, no.
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DR MARTING  The vote is unaninous, all
no. At this point |I thank all of your for joining
us this nmorning, specially the conpany for
presenting their data and, again, realize that we
have hopes for your drug and we hope to see you
again. Thank you.

[ Luncheon recess. ]

file:///Z|/Storage/09130NCO.TXT (193 of 367) [9/28/2005 10:51:44 AM]



file:/l/Z|/Storage/09130ONCO.TXT

AFTERNOON PROCEEDI NGS
I ntroductions

DR MARTINO Good afternoon, |adies and
gentlenmen. This afternoon the committee wll
di scuss NDA 21-743, Tarceva, OSI Pharmaceuti cal s,
proposed indication for the first-line treatnent in
conbi nation with gentitabine for patients with
| ocal |y advanced, unresectable or netastatic
pancreati c carci noma.

The first thing | would like to do, |
woul d like the committee nmenbers to introduce
thensel ves, starting on ny left, please.

M5. VELLS: | amJennifer Wells. | ama
patient representative, from Santa Barbara,
California. | amthe wi dow of Philip Katz who died
of pancreatic cancer 16 nonths ago after a 17-nonth
battle with it.

DR. HUSSAIN.: Maha Hussain, University of
M chi gan, nedi cal oncol ogy.

DR D AGOSTINO Ral ph D Agostino, Boston
Uni versity, biostatistician.

DR BUKOWSKI : Ronal d Bukowski, medical
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oncol ogi st, Cleveland dinic, develand, Ohio.

DR. CHESON. Bruce Cheson, hematol ogic
oncol ogi st, Georgetown University Hospital.

DR ECKHARDT: (Gail Eckhardt, nedical
oncol ogi st, University of Col orado.

DR. GRILLO LOPEZ: Antonio Gillo-Lopez,
medi cal oncology. | amthe industry representative
on the commttee. However, | will not receive any
support whatsoever fromindustry for ny attendance
at this neeting.

DR. PERRY: M chael Perry, medical
oncol ogist, Ellis Fischel Cancer Center, University
of M ssouri, Colunbia, Mssouri.

DR, RODRIGUEZ: | am Maria Rodriguez,
hemat ol ogi st/ oncol ogi st, M D. Anderson Cancer
Center in Houston, Texas.

DR MARTINO Silvana Martino, fromthe
Los Angeles dinic Santa Monica, California,
medi cal oncol ogy.

MS. CLI FFORD: Johanna difford, FDA,
executive secretary for the meeting.

DR MORTI MER. Joanne Mortinmer, University
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of California San Di ego, Myores Cancer Center,

medi cal oncol ogi st.

DR. LEVINE: Al exandra Levi ne, hematol ogic

oncol ogi st, University of Southern California.

MS. HAYLOCK: Pamel a Hayl ock, oncol ogy

nurse, University of Texas Medical Branch in

Gal vest on.

DR. REAMAN. Gregory Reaman, pediatric

oncol ogi st, Children's Hospital, Washington D.C.,

and t he George Washi ngton University.

DR. LE: Charles LE, statistical reviewer,

FDA.

DR SRIDHARA: Raj eshwari Sridhara,
statistical team | eader, FDA

DR. SENDEROW CZ: Adrian Senderow cz,
nmedi cal officer, FDA

DR JUSTICE: Robert Justice, acting

director, Division of Drug Oncol ogy Products, FDA.

DR PAZDUR. Richard Pazdur, Ofice
director.
DR. MARTINO.  Thank you. Dr. Pazdur,

you wi sh to nmake any coments to the commttee
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before we start?

DR PAZDUR  Just a simlar comrent to the
one | nmade previously when you had asked me whet her
we are considering this for full approval versus
accel erated approval. Since the clainmed benefit is
on overall survival this would be considered for
full approval, not for accel erated approval

DR MARTINO Thank you. The next item of
business, Ms. difford will address conflict of
interest for the commttee.

Conflict of Interest Statenent

M5. CLIFFORD: The foll owi ng announcenent
addresses the issue of conflict of interest and is
made part of the record to preclude even the
appearance of such at this neeting. Based on the
submitted agenda and all financial interests
reported by the committee participants, it has been
determined that all interests in firms regul ated by
the Center for Drug Eval uati on and Research present
no potential for an appearance of a conflict of
interest at this neeting with the foll ow ng

exceptions.
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In accordance with 18 U.S.C. Section 208,
full waivers have been granted to the follow ng
partici pants:

Gai |l Eckhardt for unrel ated advisory board
activities for the sponsor of Tarceva, for which
she receives |less than $10,001 a year and for
unrel ated consulting for the distributor of
Tarceva, for which she receives |less than $10, 0001
per year.

Panel a Hayl ock for owning stock in the
distributor of Tarceva, valued from $5,001 to
$25, 000.

Ronal d Bukowski for unrel ated speakers
bureau activities for the distributor of Tarceva,
for which he receives | ess than $10, 001 per year.

Jennifer Wl ls for owning shares and a
sector mutual fund that invests in the healthcare
i ndustry, valued from $25,001 to $50, 000.

Bruce Cheson for unrelated data safety and
nmonitoring board activities for the distributor of
Tarceva, for which he receives less than $10, 001

per year.
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M chael Perry for owning stock in the
distributor of Tarceva, valued from $25,001 to
$50, 000.

A copy of the wavier statenents may be
obtai ned by submitting a witten request to the
agency's Freedom of Information Ofice, Room 12A-30
of the Parklawn Building. W would also like to
note that Dr. Antonio Gillo-Lopez is participating
in this meeting as a non-voting industry
representative, acting on behalf of regul ated
industry. Dr. Gillo-Lopez is enployed by
Neopl asti ¢ and Aut oi mmune Di sease Research

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

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvement with

any firm whose products they may wi sh to conment
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