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DR. MARTING Thank you. Next | would
like to invite the sponsor to present their data to
the committee.

Sponsor Presentation:
Tarceva (erlotinib) Tablets Pancreatic Cancer
I ntroduction

DR CAGNONI: Good afternoon.

[Slide]

Menbers of ODAC, FDA representatives and
guests, nmy nane is Pablo Cagnoni and | am head of
medi cal affairs and transitional research at CSI
Pharmaceuticals. | would like to start by thanking
the Food and Drug Administration for giving us the
opportunity to present to the Oncol ogi c Drugs
Advi sory Conmittee the results of Tarceva in
conbination with genctitabine in patients with
pancreatic cancer. | would also like to thank the
patients who participated in the study that will be
presented today, wi thout whomthis could not have
been possi bl e.

[Slide]
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The suppl enentary NDA for pancreatic
cancer was submitted on April 29 of 2005, and is
based on a 569 patient study, study NCI C CPA. 3,
that showed a statistically significant inprovenent
in survival with a conbination of Tarceva and
genctit abi ne conpared to placebo and gentit abi ne.

The indication that we are seeking is for
Tarceva in conbi nation with gentitabine for the
first-line treatnent of patients with locally
advanced, unresectable or netastatic pancreatic
cancer. The reconmended dosage for Tarceva in this
indication is 100 ng once daily in combination with
gentitabine at the standard approved dose and
schedul e.

[Slide]

The agenda for our presentation is shown
here. After a short introduction, Dr. Mlcolm
Moore, study chair for study NCI C CAP.3, will
provi de sone background on pancreatic cancer and he
will review the design for study PA 3. Follow ng
Dr. More, Dr. Gary Cark will sumarize the

efficacy data fromthe study, and Dr. Karsten Wtt
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will then summarize the safety data. Dr. Mace
Rot henberg will then give sone closing remarks on
the risk and benefit assessnment of Tarceva in this
i ndi cati on.

[Slide]

A di stingui shed team of external advisors
will be available for the question and answer
session. Dr. Randol ph Hecht was the | ead
i nvestigator of study PA3 in the US Dr. Milcolm
Moore was the study chair. Dr. Wendy Parul ekar
fromthe National Cancer Institute of Canada
Clinical Trials Group, was the physician
coordi nator for study PA.3 and Dr. Mace Rot henberg,

a wel |l -known expert on the treatnment of this

di sease

[ Slide]

In addition to our external advisors, we
have a team of experts from OSl that will be

avai l abl e for the question and answer session.
Their names are |listed here, grouped by area of
experti se.

[Slide]

file:///Z|/Storage/09130NCO.TXT (202 of 367) [9/28/2005 10:51:44 AM]



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

Tarceva is an orally avail abl e,
smal | - nol ecul e i nhi bitor of HERL/ EGFR tyrosine
kinase. It is a potent and sel ective EGFR TK
inhibitor with an 1C50 of 2 nM Tarceva is the

first clinical devel opment candi date from an

OSl/ Pfizer research collaboration in cancer, and

its clinical devel opnent has been conducted by CS

in collaboration with Genentech and Roche since
January, 2001.

[Slide]

The original NDA for Tarceva received ful

approval by the Food and Drug Adm nistration on

Novenber 18 of 2004. The approved indication is as

monot herapy for the treatnent of non-snall cel
lung cancer after failure of at |east one prior

chenot herapy. This approval was based on a

731-patient study, study NCICBR 21, that showed a
statistically significant inprovenment in overal
survival with Tarceva versus best supportive care.

Si nce approval of Tarceva nore than 18,000 patients

have been treated with this agent, and over 100

clinical trials are currently ongoing in al nost
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every type of solid tunor.

[Slide]

This slide sumari zes some key results
fromstudy BR 21 in patients with non-small cel
lung cancer. This slide shows the overall surviva
curves for study BR 21. 1In yellow we can see the
survival curve for patients treated with Tarceva
and in white the curve for patients in the placebo
arm The curves separate after the first 3-4
mont hs and they remain apart for the duration of
the foll owup period. The study showed a
statistical significant hazard ratio for death of
0.73 in patients treated with Tarceva.

[Slide]

The rationale for targeting the EGFR
pathway in patients with pancreatic cancer is
sunmmari zed here. Over-expression of this receptor
is comon in pancreatic tunmors and el evated EGFR
and EGF |l evels are associated with nore aggressive
di sease and poor prognosis. |In preclinical nodels
EGFR i nhi bitors enhance gentitabi ne-i nduced tunor

apopt osi s.
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[ Slide]

The objectives for the renmi nder of the
presentation are sumuarized here. Dr. More wll
review the data supporting the need for new
treatment options for patients with pancreatic
cancer. W will provide evidence that Tarceva,
when added to the current standard of care,
genctitabine, provides the first statistically
significant and clinically neaningful increase in
survival conpared with gentitabine alone and this
is achieved without any detrinmental effect on the
patient's global quality of life. W wll
denonstrate that the combi nation of Tarceva and
gentitabine offers an effective and tol erabl e new
therapy for the nanagenent of pancreatic cancer.

[ Slide]

I would now i ke to introduce our next
presenter, Dr. Ml colmMore. Dr. More is
prof essor of medici ne and pharnmacol ogy at the
University of Toronto, and chair of the G
committee of the National Cancer Institute of

Canada Cinical Trials Goup. Dr. More was
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instrumental in the design of study PA 3 and
chaired the study. Dr. More?

Background of Pancreatic Cancer and NCI C PA. 3
St udy Desi gn

DR. MOORE: Thank you, Pablo, and good
af t ernoon.

[Slide]

In nmy presentation | will provide a brief
overvi ew of pancreatic cancer, then describe the
desi gn and conduct of NCIC CTG study PA.3. In the
United States and Canada there are approximately
35, 000 cases of pancreatic cancer diagnosed each
year. Al nost all of these patients will die from
their disease. Pancreatic cancer is an inportant
health problem It is the fourth |eading cause of
cancer-rel ated deaths. Mst patients have advanced
di sease at diagnosis and 25 percent of these
patients will live less than 3 nonths.

[Slide]

The 5-year survival for pancreatic cancer
is less than 4 percent, the worst prognosis of all

solid tunors. These patients also have a nmultitude
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of associated probl ens, including pain,
mal nutrition and thronboenbolic disease, and they
generally tolerate therapies poorly.

[Slide]

The only FDA approved drug for the
treatment of pancreatic cancer is genctitabine.

This was approved 10 years ago on the basis of a
random zed study published in the journal of
Clinical Oncology. This 126-patient study conpared
gentitabine to intravenous 5-FU, which at the tine
was consi dered the standard of care.

The study was somewhat unique in that the
primary endpoint was clinical benefit response, an
al gorithm desi gned specifically for that study that
combi ned pain intensity, anal gesic usage and
performance status. To be classified as a clinica
benefit responder, patients had to have inprovenent
in at least 1 of 3 three categories w thout
deterioration in any other.

As you can see from data, 24 percent of
gentitabine-treated patients versus 5 percent of

5-FU had a clinical benefit response. Survival was
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a secondary endpoint. The nedian survival on
gentitabine was 5.7 nonths and the 1-year surviva
was 18 percent as conpared to 4.4 nonths and 2
percent with 5-FU.

Anot her inportant point fromthis study is
that responses in pancreatic cancer are uncomon
the partial response rate was 5.4 percent. |[|f you
conbi ne partial response and stabl e di sease, you
will see that about 45 percent of patients treated
wi th gentitabine had di sease control as opposed to
only 19 percent on 5-FU. So, the survival benefit
of genctitabine cane fromthe ability to contro
di sease as opposed to producing a tunor response.

[Slide]

In sunmary, patients with pancreatic
cancer have a very poor prognosis and we have
limted treatnment options. Gentitabine is the only
FDA- approved treatnent and is currently recogni zed
as the standard of care. Over the last 10 years
there have been najor efforts to inprove outcone in
this disease. However, until PA. 3 was reported no

study had denonstrated an inprovenment in surviva
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over what could be achieved with gentitabine al one
SO pancreatic cancer remains an inmportant and
serious health problemw th an unnmet nedi cal need.

[Slide]

NCI C study PA. 3 was a randoni zed,
pl acebo-controlled trial of gentitabine with or
wi thout Tarceva in patients with |locally advanced
or metastatic pancreatic cancer.

[Slide]

Study PA. 3 was an international study, |ed
by the National Cancer Institute of Canada Cdinica
Trials Goup and | was the principal investigator.
The study was co-sponsored by OSI Pharnaceutical s.
Both the patient and physician were blinded to
treatnment assignnent to nminimze bias in the
eval uation of both efficacy and safety endpoints.

[Slide]

As the study was a cooperative venture of
both NCIC and OSI, | would like to briefly outline
the roles of both organizations. NCC CTG served
as the overall study coordinating center. W

devel oped the protocol, all protocol anendrnents and
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the case report forns. NCIC provided nedica
monitoring for the study as well as study site
moni toring in Canada. Oversight of the study was
done by our independent data safety nonitoring
conmmittee. W maintained the clinical database
whi ch was blinded to treatnent assignnent until the
final analysis, and NCl C conducted an i ndependent
anal ysis of the data once the database was | ocked
and unblinded. The presentation of this data at
ASCO 2005 was based on the NCIC anal ysi s.

[Slide]

OSl Pharmaceutical s provided the study
drug as well as financial support for the study.
CSl recruited and nmanaged the CROs who nonitored
study sites outside of Canada. OSI had no access
to the database prior to database | ock and
unblinding. OSI has perforned the statistica
anal yses for regulatory filing.

[Slide]

Summarized in this slide are the key
eligibility criteria for the study. These are

typical for a study in advanced pancreatic cancer,
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i ncluding both locally advanced and netastatic
di sease. No prior chenotherapy for netastatic
di sease was allowed. O note, EGFR status was not
a baseline eligibility criterion

[Slide]

The study schema is shown on this slide.
Patients were stratified by study center and by the
2 known prognostic factors in advanced di sease,
nanel y, performance status and stage of disease
Patients were randomized in a 1:1 ratio to receive
gencti t abi ne plus Tarceva or gentitabine plus
pl acebo. The gentitabi ne dose and schedule in both
arns was identical to the regi nen used by Burris
and col |l eagues in a registration study of
gencti t abi ne versus 5-FU

[Slide]

The primary endpoint of study PA 3 was
overall survival. The key secondary endpoints that
will also be described in our presentation today
are |isted bel ow

[Slide]

The survival benefit was estimted by the
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hazard ratio for death for patients receiving
Tarceva plus gentitabine versus placebo plus
gencitabine. The hazard ratio is a gl oba
assessnent of survival benefit that does not focus
on any individual time point on the survival curve.
It was selected by the NCIC as the nmpst robust and
meani ngf ul neasure of efficacy.

The sanpl e size was based on 80 percent
power to detect a hazard ratio of 0.075, which
corresponds with 33 percent inprovenent in surviva
with a 5 percent |evel of significance. Based on
these criteria, a mnimum nunber of 381 deaths were
required for an event-driven anal ysis.

In the initial part of the study the plan
was to random zed 800 patients over a 9-nonth
accrual period and then follow themfor a m ni mum
of 2.8 months. This would allow for anal ysis
shortly after study closure. Approximtely 11
mont hs after the study was open, the sanple size
was reduced to 450. This decision was nmade solely
for resource reasons and was agreed to by both NC C

and OSI. The scientific integrity of the trial was
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preserved by | engthening the m nimum foll ow up
period to 18 months. Wth this |onger follow up,
the required nunber of events, 381, would stil
occur and the power of the study was not altered.

When PA. 3 was being designed a Phase 1
study of Tarceva plus gentitabine was ongoing. It
was assuned that the Tarceva and gentitabi ne doses
woul d be defined by study onset. However, in
Novenber, 2001 when the study was ready to open the
MID of this conbination had not been clearly
defined. After a review of the avail abl e Phase 1
data the trial conmittee elected to open the study
at a Tarceva dose of 100 ng per day with full dose
genctitabine, with a plan for interimblinded safety
anal ysis. Three such safety anal yses were
conducted after 8, 16 and 50 patients were entered
and no safety concerns were identified.

After the third safety analysis with 50
patients, we elected to continue accrual worl dwi de
at 100 ng and to enter patients at a dose of 150 ngy
in selected Canadi an centers, with a planned safety

anal ysis of this higher dose cohort after 16

file:///Z|/Storage/09130NCO.TXT (213 of 367) [9/28/2005 10:51:44 AM]



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

214
patients were entered.

After accrual and evaluation of 16
patients at 150 ng per day, over 85 percent of the
total accrual goal to the study had been achi eved.
Therefore, the trial committee elected to continue
accrual worldw de at 100 ng to the planned sanple
size of 450, and not to open accrual at 150 ng per
day outside of Canada

[Slide]

This final slide outlines the key tine
points in study conduct and analysis. The first
pati ent was random zed to PA. 3 on Novenber 29,

2001. The final patient was entered on January 31,
2003. At this tinme there were 521 patients

random zed at 100 ng and 48 patients at 150 ng. On
January 13, 2004, approximately one year after the
| ast patient was random zed, the 381st death in the
100 nmg cohort was docunented and | ogged into the
NCI C CTG dat abase. Consequently, January 15 was
declared the field cut-off date and final data
cleaning was initiated. That final data sweep did

identify additional deaths that had occurred prior
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to January 15, 2004. 1In total, 44 deaths in the
100 ng cohort occurred prior to January 15, 2004.

The dat abase was | ocked and unblinded on
Sept enber 17, 2004, and an anal ysis was conduct ed
by NCIC. The database was subsequently transferred
to OSI Pharmaceuticals for final statistic analysis
for the regulatory subm ssion.

[Slide]

I would now like to introduce Dr. Gary
Clark, head of biostatistics and data nmanagenent at
CSl Pharmaceuticals, who will review the efficacy
results for study PA. 3.

Clinical Efficacy Data

DR. CLARK: Thank you, Malcolm Menbers
of ODAC, FDA representatives and guests, for the
next few mnutes | will review the clinical
efficacy data fromstudy PA.3. As Dr. Moore just
descri bed, the NCI C designed the clinical protocol
of the study and conducted the clinical trial. In
addition, the NCIC statistical center devel oped the
statistical analysis plan.

[Slide]
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CSl Pharnmaceuticals submtted this plan to
t he FDA before database | ock and unbl i ndi ng.
Agreenment was reached on the primary analysis of a
stratified log-rank test for overall survival. The
protocol specified that the performance status,
extent of disease and the pain intensity score at
baseline woul d be the stratification factors. At
the request of the FDA, the pain intensity score
was dropped and the 2 stratification factors used
in the random zed process were retained. It was
agreed that all random zed patients, that is, the
intent-to-treat popul ation, would be included in
the primary analysis. No interimanal yses were
pl anned and none were performned.

[ Slide]

Two hundred and eighty-five patients were
random zed to the Tarceval/gentitabi ne armand 284
to the placebo/gentitabine arm This is the
intent-to-treat population. The baseline
characteristics were generally well bal anced
between treatment arns, with the exception of

gender where the proportion of fenmales was higher
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in the Tarceva arm However, as | will showin a
few m nutes, this did not appear to bias
concl usi ons about treatment benefits.

[ Slide]

Seven patients did not receive any
protocol therapy, 3 in the Tarceva armand 4 in the
pl acebo arm Two patients did not receive the
assigned treatnent, one in each arm As previously
stated, all randonized patients were included in
the efficacy analyses. All safety anal yses,
however, were performed on the as-treated
popul ati on.

After the data were unblinded and
submitted to the FDA, an FDA revi ew of the case
report forns identified 18 patients who were
declared to be ineligible based on the primary
diagnosis, 10 in the Tarceva armand 8 in the
pl acebo arm 9 patients did not have adenocarci noma
of the pancreas. For the renmmining 9 patients
confirmation of the diagnosis of the prinmary tunor
was mssing or insufficient. These patients were

all included in the intent-to-treat analyses but a
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sensitivity analysis was perforned after excluding
these patients.

[ Slide]

The primary efficacy endpoint was overal
survival in the intent-to-treat popul ation

[ Slide]

The survival curve for the Tarceva
patients is shown in yellow and the placebo
patients are shown in white. Notice that the
survival curves separate early and remai n separated
t hr oughout the observation period. The hazard
ratio for death, adjusted for the stratification
factors of performance status and percent of
di sease at randonization, was 0.80, with a
statistically significant p value of 0.018. These
results are slightly different than those in your
briefing docunment because 2 data entry errors in
t he dat abase regarding survival information have
been corrected for this analysis. These errors had
been identified and were docunmented in our clinica
study report but the database was only recently

updat ed.
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The assunption of proportional hazard was
sati sfied so the hazard ratio can be thought of as
the average ratio of risk of death throughout the
entire observation period. A hazard ratio of 0.08
inplies a 20 percent reduction in the risk of death
for patients on the Tarceva arm conpared to
patients on the placebo arm This can al so be
interpreted as a 25 percent increase in survival by
taking the reciprocal of the hazard ratio.

[SIide]

Al t hough the prinmary endpoint was overal
survival as neasured by the hazard ratio,
particul ar points along the survival curves are
al so often exam ned. For exanple, the nedian
survival for the Tarceva armwas 6.24 nonths
conpared to 5.91 nonths for the placebo arm
Noti ce, however, that the 2 survival curves cone
together precisely at the estimted nmedi ans, an
indication of the instability and perhaps
i nappropriateness of the nmedian as a nmeasure of
overall treatment benefit in this study. The

overal |l 25 percent survival benefit based on the
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hazard ratio translates to approximately a 5-week
i nprovenent in nedians rather than the 2 weeks as
suggested by these point estimates.

Anot her point estimate commonly used is
the estimated 1l-year survival rate, 23 percent for
the Tarceva arm conpared to 17 percent for the
pl acebo arm an absolute increase of 6 percent but
a relative inprovenent of 35 percent.

Because the nmedi an and the 1-year survival
rate reflect treatnment benefit at arbitrary points
intime, | will focus nost of ny attention in the
rest of this presentation on the gl obal assessnent
of the treatment benefit as reflected by hazard
ratios.

[ Slide]

We performed a series of robustness
anal yses of survival to mnimze the risk that the
observed results were sinply due to a particul ar
statistical methodol ogy. As shown in previous
slides, the primary stratified | og-rank anal ysis
i ncl uded 485 deaths and produced a statistically

significant hazard ratio of 0.80. To address the
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concern about inbal ance in gender between the
treatnent arms a Cox nodel was created that
included the stratification factors plus gender.
The hazard ratio is unchanged, indicating that this
i mbal ance had no inpact on the estimte of the
survival benefit from Tarceva.

An additional multivariate nodel was
created that included not only the stratification
factors and gender but al so other potenti al
prognostic factors. The results remain
statistically significant.

Approxi mately one-third of the patients
recei ved subsequent anti-cancer therapy after
di sease progression. To minimze the effect of
this subsequent therapy on overall survival we
censored the survival tines of those patients on
the date of initiation of the first anti-cancer
therapy. As a result, the nunber of deaths in this
anal ysis was reduced to 341, which slightly
increased the resulting p value but notice that the
hazard rati o was unchanged

At the request of the FDA, we al so
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performed an analysis in which we censored the
survival of patients beyond the date of the 381st
death. That is the m ni num nunber for an
event-driven analysis. Since the nunber of events
was reduced, the p value increased but, again, the
hazard rati o was essentially unchanged.

After the supplenental NDA was submitted
the FDA requested that we update the foll ow up of
all patients who were still alive at the tine of
dat abase lock. This followup sweep identified a
total of 551 deaths as of June of this year. An
updated stratified | og-rank test produced a hazard
ratio of 0.81 with a p value of 0.016.

Si nce the suggested dose in our proposed
indication is 100 nmg of Tarceva daily, | wll
present results only fromthe 100 ng cohort for the
rest of this presentation. There are sinply too
few patients in the 150 ng cohort to support firm
concl usi ons about either efficacy or safety.

[Slide]

Here are the survival curves fromthe 100

mg cohort. Because npbst of the patients received
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100 ng of Tarceva or placebo, the results in this
cohort are nearly identical to those fromthe
overal |l population. The hazard ratio remains
essentially unchanged at 0.81, with a highly
statistically significant p value of 0.028,
indicating a 23 percent inprovenment in overal
survival. The nedi an survivals and one-year
survival rates are essentially unchanged fromthose
in the ITT popul ation

[Slide]

Here are the results of the robustness
anal yses focusing on the 100 ng cohort. The
primary stratified | og-rank analysis included 444
deat hs and produced a statistically significant
hazard ratio of 0.81. The hazard ratio froma Cox
nodel that included the stratification factors plus
gender was unchanged, again confirmng that the
gender i nbal ance had no inpact on the estimte of
the survival benefit for Tarceva. Results froma
nmul tivariate Cox nodel that included other
potential prognostic factors remained statistically

significant.
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After censoring survival of patients who
recei ved subsequent anti-cancer therapy the nunber
of deaths was reduced to 313, which slightly
increased the resulting p value but, again, the
hazard rati o was unchanged. The hazard ratio after
censoring patients after the 381st death was al so
unchanged but the p value increased to 0.59

After the foll owup sweep in June, 2005,
504 deat hs were docunented in the 100 ng cohort.
An updated stratified | og-rank test produced a
hazard ratio of 0.82 with a p value of 0.028. Wth
only 17 patients censored in this analysis, these
results provide the nbst accurate estimate of the
survival benefit from Tarceva in this 100 ng
cohort.

[Slide]

We al so perforned sonme sensitivity
anal yses to deternmine if patients who did not
receive the assigned treatnment or patients who
m ght have been ineligible for the protocol could
have affected the observed treatnent benefit. So,

here are the results for the 100 ng cohort, first
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at the tinme of database |ock and then after the
updated survival. As you can see, the hazard
rati os are unaffected by this post hoc exclusion of
patients and the p values remain statistically
significant.

[ Slide]

Based on these robustness and sensitivity
anal yses, we conclude that the survival benefit for
Tar ceva does not depend on the statistica
anal ytical approach used. It remains statistically
significant in a variety of nultivariate anal yses.
It cannot be expl ained by benefit from subsequent
anti-cancer therapy. It persists with additiona
followup and it persists when ineligible patients
are excluded fromthe analysis. In sunmary, this
study net its primary endpoint of denonstrating
that the hazard ratio is statistically
significantly different than 1.0.

[ Slide]

Now | et's consider the secondary
endpoi nts. The progression-free survival curves

for the 100 ng cohort denobnstrated a hazard ratio
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of 0.77 which was highly statistically significant.
This translates into a 30 percent inprovenment in
progression-free survival. Here are the nedian
progression-free survivals. It is readily apparent
how i nappropriate these statistics are for
summari zing the treatment effect in this study.

The 6-nonth progression-free survival rates are 33
percent for the Tarceva-treated patients and 25
percent for the placebo-treated patients.

[ Slide]

Tunor response for patients with
measur abl e di sease at baseline are summarized in
this slide. The response rates are quite simlar
between the 2 treatnent arms. However, the rate of
stabl e di sease is somewhat higher for patients in
the Tarceva arm \When conpl ete response, partia
response and stabl e di sease are conbi ned and
consi dered di sease control there is a 9.6 percent
di fference between the treatnment arms, which was
statistically significant with a p value of 0.036
The nedi an durations of response were nearly

identical in the 2 treatnent arns.
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[ Slide]

Now | et's consi der EGFR status by
i mmunohi st ochem stry. Submi ssion of tunor sanpl es
for EGFR testing was voluntary and required a
separate inforned consent. It should be noted that
pati ent consent does not guarantee an adequate
tunmor sanple, especially if the diagnosis is based
on fine-needle aspirates. Tunor sanples with
i nterpretable assay results by imunohi stochem stry
were avail able for 25 percent of the patients.

[Slide]

Shown here are the survival curves by EGR
status. Patients with EG-R positive tunors are on
the left and patients with EGFR negative tunors are
on the right. The hazard ratios of 0.78 and 0.71
suggest a possi ble benefit for Tarceval/ gentitabine
over pl acebo/ gentitabine regardl ess of the EGFR
status, although neither result was statistically
significant. Mre inportantly, the statistica
interaction between treatnent and EGFR st atus was
strongly non-significant. Based on these results,

we conclude that the survival benefit from addi ng

file:///Z|/Storage/09130NCO.TXT (227 of 367) [9/28/2005 10:51:44 AM]

227



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

Tarceva to gentitabine does not appear to be
related to EGFR status as determ ned by
i mmunohi st ochemi stry.

[Slide]

Now | et's consider quality of life.
objective was to evaluate the inmpact of adding

Tarceva to gentitabine on the patient's

The

self-reported quality of life. Al analyses are

expl oratory and the results should be consi dered

hypot hesi s- generati ng.

[Slide]

The NCI C used the EORTC QLQ C30 vali dated

questionnaire. This questionnaire produces a
global quality of life assessnent, 5 functiona

domai n scal es, 3 synptom donain scales and 6 si

ngl e

itemscales. W perforned a series of anal yses on

each of the various QQ scales to conpare the two

treat nent arns.

[Slide]

The only scale for which a statistically

significant difference could be found was the

single itemdiarrhea scale. Mre patients on the
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Tarceva armreported diarrhea conpared to patients
on the placebo/gentitabine arm This is to be
expected since diarrhea is a known side effect of
EGFR tyrosine kinase inhibitors. Response from QoL
response anal yses for the intent-to-treat
popul ation are in your briefing docunent. The
results for the 100 ng cohort are very sinilar.

[Slide]

Anot her approach is to compare the nean
change from basel i ne of each of the QoL scal es over
time. Shown here are the results of the diarrhea
single itemscale. An increase from baseline
represents nore diarrhea. As you can see, patients
in the Tarceva armreported significantly nore
di arrhea, although, as Dr. Wtt will show you, only
6 percent of Tarceva-treated patients experienced
grade 3 or 4 diarrhea

[ Slide]

For the social functioning donmain an
i ncrease from baseline represents an inprovenent in
quality of life. Despite the potential negative

effects of diarrhea and rash associated with
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Tarceva, the social functioning domain was
nunerically better for patients on the Tarceva arm
during the first 24 weeks of treatnent.

[ Slide]

Shown here are the results of the gl oba
quality of life scale. Both groups of patients
indicated that their global quality of life
i mproved over tinme. This is partially because
pati ents who progressed went off study and coul d
not be included in anal yses at subsequent tine
points. But note that patients in the Tarceva arm
indicated slightly nore inprovenent in the first 24
weeks of treatnment conpared to the placebo arm
al though the differences were not statistically
significant. A conservative conclusion fromthese
data is that the global quality of life was no
worse for the Tarceva arm despite the known side
effects from Tarceva

[ Slide]

So, to summari ze the efficacy results,
Tarceva treatment in conbination with gentitabine

resulted in a statistically significant 23 percent
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i mprovenent in overall survival in the 100 ng
cohort; a statistically significant 30 percent
i mprovenent in progression-free survival. No
difference in response rates was observed but there
was a significant inprovenent in the disease
control rate. These treatnent benefits were
achieved with no detrinental effect on gl oba
quality of life conpared to the placebo group

[Slide]

I would now like to introduce Dr. Karsten
Wtt, vice president for drug safety at OSI
Phar maceuticals, who will now summari ze the safety
results fromstudy PA 3 and put theminto
perspective with the already existing safety
profil e of Tarceva.

Clinical Safety Data

DR WTT: Thank you, Gary. It is a
pl easure to be able to share the safety experience
of Tarceva during this ODAC neeting today.

[Slide]

As Dr. Cagnoni nentioned earlier, nore

than 18,000 patients have received Tarceva since
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the launch in Novenber until July of this year and,
aside fromthe safety update, reveal ed no new
safety signals beyond what is described in the
current package insert. The safety profile of
Tarceva has been evaluated in approximately 6,300
subj ects who have received Tarceva or placebo in
conpany-sponsored trials. This includes data from
562 patients in study PA 3 who received at |east
one dose of protocol therapy and will be the focus
of the presentation today with enphasis on the 100
nmg cohort. Because sone patients didn't receive
any protocol therapy, all safety analysis was
performed on the as-treated popul ation.

[Slide]

Here is the Tarceval pl acebo exposure for
patients in the 100 ng cohort. The nedian duration
of exposure for Tarceva was about 3.5 weeks | onger
than for placebo and, inmportantly, npost patients in
each armreceived the targeted dose intensity of
100 ng per day.

[Slide]

Here are the sane cal cul ati ons for
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gencti t abi ne exposure. The nedi an, absolute and
relative gentitabine dose intensities were sinilar
in each arm indicating that Tarceva did not
conprom se the dose intensity of gentitabine.

[Slide]

Patients were allowed to discontinue the
oral drug, which was Tarceva or placebo, due to
toxicity, and continued genctitabine, or vice versa.
Shown here is a summary of discontinuation of
Tarceva or placebo due to drug-rel ated adverse
events. Ten percent of the patients discontinued
the oral agent in the Tarceval/gentitabine arm
conpared to 5 percent in the placebo/ gentitabine
arm GCentitabine was di scontinued due to toxicity
in 9 percent and 6 percent of the patients in each
armrespectively. Therefore, overal
di scontinuation of either agent due to toxicity
occurred in 12 percent of the Tarceva armand 7
percent in the placebo/gentitabine arm The
toxicities resulting in discontinuation were not
limted to any specific events. The nost common

reasons included rash, transam nase el evation, |ung
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infiltration, decreased platelet count and
di arr hea.

[ Slide]

Adverse events in the 100 ng cohort are
di spl ayed on this slide for 3 groups of events,
fatigue, a comon disease-related event and al so
the single nost frequent event reported in this
trial. Those events that occurred nore frequently
in the Tarceval/gentitabine armare eye disorders, a
class effect associated with EGFR inhibitors. Both
fatigue and eye disorders occurred at the sane
incidence in each treatnent arm As expected, nore
patients in the Tarceval/ gentitabi ne arm experienced
rash and di arr hea.

Si xty-ni ne percent of Tarceva-treated
patients experienced any grade of rash conpared to
30 percent in the placebo/gentitabine arm
Simlarly, 48 percent and 36 percent in each arm
devel oped di arrhea respectively. Inportantly, only
5 percent of Tarceva-treated patients experienced
grade 3 rash and 5 percent grade 3 diarrhea. O her

adverse events frequently reported anong
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Tarceva-treated patients included infection,
decreased wei ght and stomatitis.

[ Slide]

Grade 3 and 4 adverse events regardl ess of
causality that occurred in at |east 5 percent of
the patients in either armare summari zed here.
Overall, the rate of grade 3 events was bal anced,
with 48 percent in each arm while grade 4 events
occurred in 22 percent in the Tarceva armand 16
percent in the placebo arm The najority of the
events are typically associated with pancreatic
cancer, such as abdom nal pain which was nore
common in the placebo/ gentitabine arm while
di arrhea and rash, as expected, was nore frequent
in the Tarceva arm In addition, nmore patients in
the Tarceva arm devel oped sepsis, while nore
pl acebo/ genti t abi ne patients devel oped non-specific
i nfections.

[ Slide]

Foll owi ng this sumary of grade 3/4 severe
events, | just want to ensure that there is an

appreciation for the difference between seriousness
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and severity. | amsure you are all famliar with
the overlap in the use of these terns. Severity is
based on CTC grade, while seriousness is a
regul atory definition regardl ess of CIC grade. The
i nvestigators conplied with these criteria,
including reporting of hospitalization per
pr ot ocol

[Slide]

Serious adverse events occurring in at
| east 2 percent of the patients in either treatnent
arnms are sumari ze here. The nobst frequent serious
adverse event regardl ess of causality was fever,
occurring in 8 percent and 7 percent of the
patients respectively.

[SlIide]

More patients in the Tarceval/ gentitabine
arm experienced infections overall, mainly due to
reports of pneunonia, sepsis and cellulitis. This
was not due to a higher incidence of neutropenia in
the Tarceva arm as | will show you shortly. The
remai ni ng serious adverse events were infrequent,

with mnor differences between the arns.
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[ Slide]

Interstitial lung disease, or |ILD, has
been identified as a serious adverse event for
Tarceva and other EGFR tyrosine kinase inhibitors.
Because of the diagnostic challenge of this disease
entity, we have paid special attention to ensure
inclusion of all cases even if they were not
reported as possible drug-induced lung toxicity.

In PA.3 we used an inclusion definition of
ILD-l1ike events that includes pneunonitis, |ung
infiltration and acute respiratory distress
syndrone. Using this inclusion definition, we
identified 6 Tarceva-treated patients in the 100 ny
cohort who experienced serious |ILD-1ike adverse
events.

[ Slide]

These patients are listed on this slide
with their age, time to onset fromstart of
t herapy, the outconme, CTC grade and the reported
attribution of causality. One Tarceva-treated
patient in the 150 ng cohort al so experienced a

serious ILD-1i ke adverse event as did 1
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pl acebo/ gentitabi ne patient. Three patients died.
Two cases of pneunopnitis were considered related to
protocol treatment, while one patient died of ARDS
secondary to pneunoni a, considered unrelated. The
remai ning 4 patients recovered, including 1 patient
who continued Tarceva treatnent. None of the cases
were confirned histol ogically.

A sunmmary of the cause of death within 30
days of last dose is provided in the briefing
docunent. | would like to focus on the patients
who di ed due to an adverse event deened possibly or
probably related to protocol treatment by the
investigator. A total of 5 deaths were attributed
to protocol treatnment. As | nentioned earlier, 2
patients diagnosed with pneunonitis died, including
1 which was confounded by progressive disease. Two
patients died of neutropenic and neutropenic
sepsis, both attributed to gentitabine only. The
final patient died of a CNS bl eed and progressive
di sease after just 8 days on the study.

As shown in the upper portion of the

slide, Tarceva did not increase the frequency of
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hemat ol ogi cal toxicities when added to gentitabi ne.
There was a slight increase in grade 3 ALT
abnormalities, and in all grades of bilirubin
abnornaliti es because of grade 1 or 2 el evations.
Note, very few patients experienced a grade 4
toxicity.

[ Slide]

In summary, treatment with Tarceva 100 ng
a day in conbination with gentitabine was tol erated
by nost patients, as indicated by the ability to
deliver the intended dose and the observed
i nci dence of dose nodifications. Rash and
di arrhea, as expected, were nore common in patients
treated with Tarceva and infrequently resulted in
drug di scontinuation. Reports of ILD-Ilike serious
adverse events were infrequent. However,
interstitial lung di sease should al ways be
considered as a differential diagnosis in persons
experienci ng unexpl ai ned pul nonary synptons. And,
the hematol ogic toxicity of gentitabine was not
i ncreased when Tarceva was added.

[Slide]
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Dr. Rothenberg will not put the efficacy
and safety results into perspective and sumari ze
the risk/benefit assessment of Tarceva.

Ri sk/ Benefit Summary

DR. ROTHENBERG. Thank you

[ Slide]

I would now like to put these findings
into context fromthe perspective of someone who
sees patients with pancreatic cancer. First,
would Iike to give you a historical context. Ten
years ago this conmittee reviewed the application
for gentitabine for the sane indication. In that
data set, it showed that gentitabine confers snall
but significant inprovenent in survival. |t too
was associated with a | ow objective response rate.
It was al so associated with higher rates of
toxicity than the control armof 5-FU, including
grade 3-4 myel osuppressi on, increased LFTs, nausea
and vomting. The follow ng year gentitabi ne was
granted full approval by the FDA for advanced
pancreatic cancer, and in the ensuing 10 years has

proven itself to be the cornerstone treatnent for
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pancreatic cancer.

[Slide]

In the ensuing 10 years it has al so been
proven that it has been very difficult,
surprisingly difficult to make further progress in
advanced pancreatic cancer. During this tine there
have been 10 Phase 2 trials and 2 Phase 3 trials of
a new drug conpared head-to-head agai nst
genctitabine. Both failed to denmpnstrate a surviva
i nprovenent. Eight Phase 3 trials in which the new
drug was conbi ned with gentitabine and conpared to
genctitabi ne al one or placebo also failed to show a
survival benefit in any of those 8 trials.

Clearly, inproving outcones in patients with
advanced pancreatic cancer has been much nore
difficult than antici pated.

[Slide]

Pancreatic cancer is a fatal disease. The
overal |l survival, as you have heard, is the
shortest of any solid tunor. In other Phase 3
trials, as nentioned earlier, the addition of a

second agent to gentitabine has added toxicity
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wi t hout an inprovenent in survival

Tarceva is already narketed and was
approved by the FDA in 2004 after denonstrating
i mprovenent in overall survival in patients with
recurrent non-snall cell lung cancer. There was
consi derabl e clinical experience and a safety
profile that has been devel oped for Tarceva in nore
than 18, 000 patients.

[ Slide]

I would now like to put this in a
regul atory perspective. Wat is being considered
today is a supplemental NDA, a mechanism created by
the FDA to encourage sponsors to submt significant
clinical trial data and, thereby, pronote
concordance between | abel ed indications and the
energing clinical use of the drug.

Quoting fromthe FDA Guidance for
Industry, if a product already has been shown to be
safe and effective in the treatnent of patients
with a given type of cancer, a single, adequate an
wel | -controlled, multicenter trial--such as

thi s--denonstrating acceptable safety and
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effectiveness in another formof cancer that is
known to have a generally simlar pattern of
responsi veness to chenot herapy--such as non-smnal
cell lung cancer and pancreatic cancer, both fata
di seases with | ow objective response rates and
short nedi an survival --may support | abeling for
that additional form of cancer

[Slide]

This trial was a randoni zed, doubl e-bli nd,
pl acebo-control |l ed Phase 3 trial that was conducted
i ndependently by a North American Cooperative G oup
with support fromOSI. | would like to renmind the
panel that these trials have been considered to be
t he highest quality by the FDA

The primary endpoint, inprovenent in
overal |l survival, was achieved. The therapeutic
benefit conferred was both statistically
significant and clinically neaningful, including a
23 percent increase in overall survival and a 30
percent increase in progression-free survival. |
woul d also like to point out that any point

estimate, nedian, one year--any point estinmate does
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not accurately capture this full benefit.

The benefit was associ ated with nodest or
infrequent toxicities. Mre frequent but npdest
toxicities were primarily rash and diarrhea. More
clinically significant infrequent toxicities
i ncluded rare episodes of ILDlike events and there
was no worsening in global quality of life.

I would like to point out that the
magni tude of toxicity is substantially | ess than
what has been observed when other cytotoxic agents
have been added to gentitabine. | would like to
rem nd the panel that Tarceva is an oral,
sel f-adm ni stered drug that does not place a burden
on outpatient resource utilization or inconvenience
to patients.

What are the inplications of this study?
PA.3 is the first trial in 10 years to denonstrate
significant inprovenent in survival in patients
wi th advanced pancreatic cancer. G ven the short
survival and | ack of other effective options, the
type and magni tude of benefits far outweigh the

risk of toxicities. A conbination of Tarceva and
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genctitabine represents an inportant treatnent
option for patients and physicians who want a nore
aggressive, nore effective treatnent for advanced
pancreatic cancer, and | believe they should be
gi ven that choice. Thank you.

DR. MARTI NG  Thank you. | now would like
to ask the FDA to do their presentation. Dr.
Sender owi cz, pl ease.

FDA Presentati on

[Slide]

DR SENDEROWN CZ: My presentation will be
divided in several sections. First | will talk
about avail able therapy for |ocally advanced or
met astati c pancreatic carcinoma. Second, | will
tal k about the design of PA 3, the single pivotal
study submitted by the applicant. Third, | wll
show t he agency's efficacy and safety anal yses of
the study results and, fourth, I wll show our
conclusions for this application.

[Slide]

As was nentioned before, the standard of

care for the treatnent of l|locally advanced or
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nmet ast ati ¢ adenocarci noma of the pancreas is
gencti t abi ne nonot herapy. |n the pivotal study that
|l ed to gentitabine approval, patients with locally
advanced or netastatic pancreatic carcinoma were
treated with genctitabine versus 5-FU. As you can
appreciate fromthis slide, gentitabine prolonged
the overall nedian survival of patients conpared to
5-FU. Moreover, gentitabine significantly
i ncreased the clinical response rate--a conposite
based on anal gesi ¢ consunption, pain intensity,
performance status and wei ght change--in conparison
with 5-FU. O note, nore than 70 percent of
patients in this trial had perfornmance status 2 or
greater. The trial was al so supported by anot her
trial of gentitabine in 5-FU refractory pancreatic
carcinoma patients denonstrating simlar findings.

[Slide]

In this slide we show the results for the
pi votal gentitabine approval trial. Since then,
several gentitabine conbination trials were tested
Al t hough these other two trials were not reviewed

by the Food and Drug Adnministration. These
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peer-revi ened published trials denonstrated an
i ncrease in median and overall survival, increase
in progression-free, increase in response rate,
increase in 12-nonth survival rate and increase in
clinical benefit response when conpared with
gencti t abi ne al one.

In the case of gentitabine/oxaliplatin,
the second colum fromthe left, this conbination
showed al nbst a 2-nmonth increase in median overal
survival and al nost 20 percent reduction of death
conpared with gentitabine alone. |In this trial the
nom nal p value of survival did not reach
statistical significance.

Mor eover, the conbination of gentitabine
with epirubicin, 5-FU and cisplatin, the third
colum fromthe left, did denpnstrate increase in
overal | survival, progression-free, response rate,
duration of response and clinical benefit response
conpared to gentitabine al one.

[Slide]

These are the results of the PA. 3 trial,

the study submitted in this application and
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presented this afternoon. O note, Liang et al
presented a neta-anal ysis at the | ast ASCO
suggesti ng that genctitabi ne chenot her apy
conbi nations prolong the overall survival of
patients with locally advanced or netastatic
adenocar ci noma of the pancreas.

[Slide]

The first patient in the PA. 3 trial was
entered in Novenber, 2001 and the |last patient was
recruited in January, 2003. A total of 569
patients were accrued to this trial. Data cut-off
was in January, 2004. At that time, 484 deaths
occurred in the trial and 85 patients were
censor ed.

The statistical analysis plan was
submitted to the Food and Drug Adm nistration in
August, 2004, several nmonths after the data
cut-off. Then, the applicant submtted the
suppl enental NDA on April 29th, 2005. At that
time, there were 85 censored patients. Mny of
them did not have adequate followup to the cut-off

date, January, 2004. The agency requested the
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applicant to submit an updated database and to
submit all avail able pathology reports for this
trial.

The final sNDA subni ssion was updated up
to June 20, 2005 and was subnmitted to the FDA on
July 1, 2005. At that time 551 patients already
died and 18 patients were censored. The pat hol ogy
reports were subnmitted to the FDA on July 15, 2005.

[Slide]

The applicant subnmitted a single
random zed trial to support the indication sought.
The PA. 3 trial was a single, random zed,
doubl e- bl i nded, pl acebo-controlled Phase 3
mul tinational study in patients with locally
advanced or netastatic adenocarci nona of the
pancreas. There were two arns,
erl otini b/ gentitabine versus pl acebo/ genctit abi ne.
Fromnow on | will nane the erlotinib/gentitabine
armas erlotinib and the placebo/gentitabine arm
pl acebo respectively.

The pl anned sanple size to obtain 381

deaths was 470 patients. The trial was stratified
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by performance status, less than or equal to 1
versus 2; extent of disease, |ocally advanced
versus netastatic; and center. O note, the center
was renmoved as a stratification factor at the tine
of the statistical analysis plan.

[ Slide]

Al t hough nost of the data was al ready
presented by the applicant, we would like to point
out a few issues. Patients with either locally
advanced or netastatic adenocarci noma of the
pancreas were entered into this trial. Patients
with prior chenotherapy were not allowed to
participate. However, patients were allowed to
recei ve chenotherapy at radiation sensitization
doses prior to study entry.

Tunmor EGFR expression, the target of
erlotinib, was not required for participation in
the trial. The trial enrolled 569 patients. O
those, 521 patients were randonized to the 100 ny
dose. Based on the indication proposed by the
appl i cant and based on the small nunber of patients

in the 150 ng cohort, only 24 in each arm
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erlotinib and pl acebo respectively, we wll focus
only on the safety and efficacy of the 100 ny
cohort.

Thus, 521 patients were random zed to
erlotinib 100 ng PO daily and gentitabine 1 g/neter
square weekly for 7 weeks of an 8-week cycl e,
fol |l owed by weekly gentitabine for 3 weeks of a
4-week cycl e versus placebo plus the sane dose and
schedul e of gentit abi ne.

[Slide]

The primary endpoint for this trial was
overall survival. The trial had 80 percent power
to detect an increase of 33 percent in nedian
overal |l survival, for exanple, from6.6 nonths in
the pl acebo group versus 8.8 nonths in the
erlotinib group with a hazard ratio of 0.75. There
were 3 prespecified covariates, performance status,
extent of disease and pain intensity score. The
secondary endpoi nts were progression-free survival,
response rate and duration of response, correlation
of EGFR status and survival, quality of life and

toxicity.
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[Slide]

Now | want to show the results of the PA 3
study, the 100 mg cohort only.

[Slide]

Bot h groups were well bal anced regarding
the 2 stratification factors, performance status
and extent of disease. They were also balanced in
other categories. However, there were nore nal es
in the placebo group. Although one of the
secondary objectives of this trial was to determ ne
the role of EGFR tunor expression in survival, |ess
than one-third of cases had avail able tunmor EGFR
expressi on dat a.

[Slide]

At the time of the 45-day neeting post
sNDA submi ssion, the agency requested the applicant
to subnmit all avail abl e pathol ogy reports. The
sponsor submitted themon July 15 of this year. At
that tinme, the applicant indicated that 9 patients
did not neet the eligibility criteria for
adenocar ci noma of the pancreas. To verify the

eligibility of all patients, including these 9
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ineligible patients determ ned by the applicant,
the FDA performed a blinded anal ysis of al
avai |l abl e pat hol ogy reports, along with CT scans
and surgical reports for all patients.

After this eligibility review, the agency
determ ned that several patients had either other
tunmor types or were unable to confirmthe diagnosis
of adenocarci noma of the pancreas. The applicant
requested a neeting with the Food and Drug
Admini stration. After discussion, the FDA and the
applicant agreed that in 18 of the case, 3.5
percent of all cases, the diagnhosis of
adenocar ci noma of the pancreas could not be
confirned.

[Slide]

The maj or protocol violations that the FDA
observed i nvol ved no pathology reports in 2 cases;
| ack of confirmation of malignancy in 3 cases;
other prinmary malignancy in the biopsy report in 10
cases. The cases were adenocarci nona of
non- pancreatic origin, colon cancer, gastric

cancer, anpulla of Vater or acinar cell carcinong;
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or netastatic disease without proof of pancreatic
origin as determned by CT or surgical reports in 3
case. Therefore, the FDA perforned sensitivity
anal yses excluding these ineligible patients, as we
will show in future slides.

[Slide]

The anal ysis popul ation is defined as al
patients random zed in the 100 ng cohort, 261
patients in the erlotinib group and 260 patients in
the placebo group for a total of 521 patients. In
the anal ysis popul ation m nus the najor violations
there were 503 patients, or 97 percent of all
random zed patients in the 100 ng cohort. The
saf ety popul ation was 259 patients for erlotinib
and 256 patients in the placebo armrespectively.
These patients received at | east one dose of
treatment in the 100 ng cohort. | wll show the
safety analysis in later slides.

[Slide]

This slide shows patient disposition in
this trial and 96 percent and 97 percent of

patients in the erlotinib and pl acebo group
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di sconti nued protocol drugs respectively. More
patients discontinued drug therapy due to
progressi on of the disease in the placebo group
However, there was a greater nunber of AEs |eading
to discontinuation, patient refusal and toxic

deaths in the erlotinib group conpared with

pl acebo.

[Slide]

inthis slide we will present the primary
endpoint for this trial, overall survival. W have

anal yzed the overall survival in the PA 3 tria
using 3 different nunbers of deaths. Based on the
sanme size calculation, the original sanple size
cal cul ation, 381 deaths was used. Al so, we used
443 deaths at the tinme of data cut-off and,
finally, we used 504 deat hs when the database was
updated i n June, 2005.

As nentioned by the applicant, the nedian
overall survival for erlotinib in the 3 anal yses
was approxi mately 12 days |onger than the placebo
group--of questionable clinical significance. Wen

stratified |l og-rank test anal yses, adjusted for the
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two stratification factors of performance status
and extent of disease, was used the noninal p value
ranged fromO0.06 in the 381 group, not a
statistically significant difference, and 0.02 in
the 504 deaths. The noninal p values for the
unstratified | og-rank test ranged from0.09, a
non-significant difference, in the 381 death group,
and 0.05 in the 504 group respectively. O note,
the stratified log-rank test was prespecified in
t he protocol

[Slide]

In this figure we display the Kapl an- Mei er
survival curve for the surviving proportion of
patients in the 504 group. Again, the nedian
overall survival for the erlotinib group was
approxi mately 12 days | onger than the placebo arm

[Slide]

As mentioned earlier, we will show the
sensitivity anal yses excluding patients with other
tunor types or patients who | ack pathol ogi ca
confirmation of adenocarci noma of the pancreas.

[Slide]
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In this slide we present the sensitivity
anal ysis for the popul ati on anal yses groups at 381,
443 and 504 deaths. O note, all log-rank test
anal yses shown in this slide were adjusted for both
performance status and extent of disease, both
certification factors in the trial. Wen we
excluded the 18 patients ineligible as agreed by
t he sponsor, the noninal p value ranged from 0. 06
in the 381 death group, a non-significant
difference, to 0.04 in the 504 groups respectively.

[Slide]

We performed few a exploratory anal yses,
the role of baseline characteristics and the role
of rash. Regarding the role of baseline
characteristics, as can be observed in this Forrest
plot, patients with PS2, nales, pain intensity
score | ess than 20 and netastatic di sease appeared
to benefit the nost with erlotinib. However, in
patients with PS1 or |ower and patients with
| ocal |y advanced pancreatic cancer, fenales, age
hi gher than 65 years, patients with pain intensity

score nore than 20 or patients fromthe rest of the
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world, the effect of erlotinib was unclear. There
was no relationship between EGFR tunor expression
and survival in this trial, although the nunber of
avai l abl e EGFR sanples was small. In contrast, in
the BR 21 lung carcinoma trial, an exploratory
anal ysi s showed that tumor EGFR expression did,

i ndeed, predict overall survival

[Slide]

In this slide we can appreciate the role
of rash induced by these treatnents in the surviva
of this trial. As you may recall, in the lung
carcinoma BR 21 trial, erlotinib-treated patients
who devel oped any rash had an increase in overal
survival as conpared to those without rash. In
this pancreatic trial, only patients that devel oped
equal to or higher than grade 2 rash benefitted
fromerlotinib. However, patients with grade 1 or
no rash did not benefit fromerlotinib.

As appreciated in this slide, we present
the results obtained for the secondary objectives
inthis trial, nanely, response rate, duration of

response, progression-free survival and survival by
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EGFR tunor expression. The results for al
secondary objectives were not different between
erlotinib and pl acebo, except for progression-free
survival. There was an increase in nmedian
progression-free of 10 days that was statistically
significantly different from placebo.

[ Slide]

The remai ni ng secondary objective in this
trial, quality of life, denonstrated that the
erlotinib group had statistically significant
worsening in diarrhea. However, there were m xed
results for the rest of the variables. Although
erlotinib had a decrenent in the global health
status question, it is unclear whether this is of
clinical significance. These data cannot support a
no decrement conclusion for the erlotinib arm

[Slide]

As a summary of the safety anal yses of the
PA.3 trial, nost patients in both arns have at
| east one adverse event. Mboreover, it is clear
that erlotinib/gentitabine had a hi gher incidence

of severe, grade 3 and grade 4, toxicities; higher
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nunmber of serious adverse events. Al so, the
erlotinib armhad a hi gher nunber of patients that
died on therapy or within 30 days of |ast
treatment. O note, the increase in adverse events
by erlotinib occurred in both categories,
treatment-rel ated and regardl ess of causality.

[Slide]

Anot her way of characterizing the safety
for this trial is the assessnment of deaths on
therapy or within 30 days of therapy. A higher
nunber of patients died on therapy or within 30
days of therapy in the erlotinib/gentitabine group
Al though the majority of patients died within 30
days due to malignant progression, a higher nunber
of patients, approximately 6 percent, in the
erlotinib group died due to toxicity or a
conbination of toxicity along with pancreatic
cancer, while no patient died due to toxicity in
t he pl acebo group.

[Slide]

Anot her inportant aspect for the safety

profile for this trial is the incidence of severe
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AEs, equal to or higher than grade 3. A higher

i nci dence of cardiovascul ar and ischenic events
were observed in the erlotinib group. O concern,
there were nore cases of severe edenma and
arrhythmas in the erlotinib group. The incidence
of myocardi al ischem a/infarction was
over-represented in the erlotinib group. There
were 8 cases, including 1 patient with el evated
troponin |l evels, versus 3 cases in the placebo
group. Moreover, stroke was a significant concern
in the erlotinib/gentitabine arm

[ Slide]

One of the nobst worrisone adverse events
observed in the trial was the devel opnent of stroke
in the erlotinib/gentitabine arm There were 6
strokes in the erlotinib group, while no patients
in the placebo group had strokes. The incidence of
strokes in the erlotinib/gentitabine armwas 2.3
percent; 5 strokes were ischemc and 1 was
henor r hagi c.

The nedian time to stroke was 24 days.

The earliest case of stroke occurred by two days
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fromdrug initiation and the | atest was 35 days
after drug initiation. O note, this clinically
significant adverse event was not observed in the
pl acebo group nor in the BR 21 lung cancer trial,
suggesting that strokes may be due to the
combi nation of erlotinib and gentitabine.

[Slide]

The Erlotini b/ gencitabine armal so had
hi gher nunbers of thronbotic and pul nonary
categories. O note, there were 2 episodes of
t hronmboti c t hronbocytopenic purpura in the
erlotinib group, a life-threatening disorder with
an estimated annual incidence of 3.7 cases per
mllion. O note, there are 2 additional cases of
TTP in the erlotinib postmarketing database, for a
total of 4 cases out of approximtely 20,000 cases.

Mor eover, there was a hi gher nunber of
pul monary events in the erlotinib arm The
osteonyelitis worrisone pul nonary adverse event, as
mentioned by the applicant, was interstitial
lung-1ike disease. The incidence in this trial was

2.3 percent, a nuch higher incidence conparing with
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pl acebo at 0.4 percent.

[Slide]

The erl otini b/ gentitabine arm had hi gher
gastrointestinal and henmtol ogi cal adverse events.
A very preval ent adverse event was severe diarrhea,
as was mentioned before in quality of life issues.
Mor eover, severe G bl eeding was over-represented
in the erlotinib group, along with il eus,
pancreatitis and odynophagi a stomatitis. Al so,
there were nore cases of thronbocytopenia and
non- gastroi ntesti nal bl eeding disorders in the
erlotinib arm Also, there were 2 cases of
henol ytic anenmia in the erlotinib group. As
expected, there were nore severe cases of rash in
the erlotinib group. The nedian time to rash was
10 days.

[Slide]

The erl otini b/ gentitabine arm had a hi gher
nunber of CNS events. There was a hi gher nunber of
cases of severe neuropathy and depression in the
erlotinib group. Moreover, there was a hi gher

nunber of other infections and renal failure in the
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erlotinib group.

[Slide]

A hi gher nunber of patients refused
further therapy in the erlotinib/gentitabine group
The causes for refusal in the erlotinib/gentitabine
armwere in the majority of cases due to adverse
events.

The adverse events associated with refusa
of therapy in the erlotinib group were liver
function elevation, deep venous thronbosis, sepsis
and pneunoni a. Moreover, both groups have other
causes of adverse events as reasons for
di scontinuation, as depicted in the footnote of
this slide. O note, the total number of AEs for
each columm in the | ower table does not add up as
patients could reuse further therapy due to nore
t han one adverse event.

[ Slide]

As a summary of the toxicity profile for
the PA.3 trial, the erlotinib/gentitabine armhad a
hi gher incidence of grade 3 and grade 4 toxicity,

regardl ess of causality and treatnent related.
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Serious adverse events--the erlotinib armhad a
hi gher nunmber of patients that discontinued due to
adverse events. The erlotinib/gentitabine arm had
a hi gher nunber of toxic deaths and patients that
refused further therapy. The erlotinib armhad a
hi gher nunber of patients that died on treatnent or
within 30 days of last treatnment. The nost
frequent adverse events in the erlotinib group was
rash and di arr hea.

The erlotini b/ gentitabine armhad a hi gher
i ncidence of interstitial lung-Iike disease
compared to placebo. Mreover, the incidence of
interstitial lung-like disease in the PA 3 tria
was hi gher than the one observed in the erlotinib
| ung carcinonma trial

Finally, in the PA 3 trial other severe
toxicities appear over-represented in the
erl otini b/gentitabine arm such as stroke, TTP,
myocardi al infarction, arrhythm as, edema, rena
failure, bleeding disorder G and non-G related,
ileus, pancreatitis, odynophagial stomatitis and

neur opat hy.

file:///Z|/Storage/09130NCO.TXT (265 of 367) [9/28/2005 10:51:44 AM]



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

266

[ Slide]

The information presented today by the
appl i cant and the agency to the comm ttee was about
the single random zed clinical trial in pancreatic
carci noma. For your discussion and considerati on,
the FDA dinical Cuidance determ nes when a single
trial is sufficient for approval w thout
i ndependent substantiation. The criteria used for
the FDA are as follows: The single study needs to
be large and nmulticenter and no single investigator
or site is disproportionably responsible for the
favorabl e effects. The study appears to neet these
criteria.

The results need to be consistent across
study subjects, such as age, gender, disease state
and stage. This study appears to neet these
criteria.

Mul tipl e endpoints, primary and secondary,
involving different events need to be positive. In
this trial, the overall survival and
progression-free survival were positive. However,

response rate, duration of response and quality of
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life show no effect over placebo.

And, it needs to be statistically very
persuasive, with a very low p value, and it would
be unethical to repeat the trial. W are asking
the conmittee's advice on this point. This issue
wi Il be asked in questions nunber one and four to
the committee.

[ Slide]

So, the conclusions--PA.3 is a single
add-on trial where the addition of erlotinib to
genctitabine in locally advanced or netastatic
pancreati c adenocarci noma adds margi nal efficacy,
clinical and statistical, while adding severe
toxicity.

Erlotinib increased overall survival wth
a nedi an difference of approximately 12 days- - of
questionable clinical significance. Al so,
erlotinib increased progression-free survival wth
a nedi an difference of approxinmately 10 days.

However, there was no difference in
response rate or duration of response. Moreover,

there was no inprovenent in quality of life.
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However, diarrhea was significantly worse in the
erlotinib arm Wth the limted avail abl e data,
there was no rel ationship between tunmor EGFR
expression and survi val

Wth respect to safety, the
erl otini b/gentitabine armhad a worse safety
profile. There was a greater nunber of grade 3 or
4 adverse events, serious adverse events,
di scontinuati on due to adverse events, refusal of
therapy, toxic death and death on treatnent or
within 30 days of last treatnment. The higher
i nci dence of stroke, thronbotic thronbocytopenic

purpura and other toxicities in the

erlotinib/gencitabine armare a safety concern that

deserve to be investigated further.

O note, when gentitabi ne was approved by

the Food and Drug Administration 10 years ago,
gencti t abi ne denonstrated increased overall surviva
and clinical benefit response in the pivotal tria
and in one supportive pancreatic carcinona trial
In summary, given the marginal efficacy with added

toxicity, is the effect statistically very
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persuasi ve and of clinical inportance? Thanks for
your attention.

DR. MARTI NG  Thank you. At this point,
| adi es and gentlenen, | am going to deviate
slightly fromthe agenda. | amgoing to |l et you
take a break for 15 minutes. Wen we come back we

wi Il have the open public hearing and then we wll

have the questions and di scussions. So, | want you

back at no later than 2:25
[Brief recess]
Open Public Hearing
DR. MARTI NG The next portion of this

meeting is the open public hearing. Those of you

who have asked to address the coonmittee, there is a

m crophone avail able for you at the bottom of the
table that we would like you to use. Before we
announce who you are, there is a statenent that |

need to read to you

Both the Food and Drug Admi nistration and

the public believe in a transparent process for

i nformati on gathering and deci si on-maki ng. To

ensure such transparency at the open public hearing

file:///Z|/Storage/09130NCO.TXT (269 of 367) [9/28/2005 10:51:44 AM]

269



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

270
session of the advisory commttee neeting, 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 ora
statenment to advise the commttee of any financial
rel ationship that you may have with the sponsor
its product and, if known, its direct competitors.
For exanple, this financial information may include
the sponsor's paynent of your travel, |odging or
ot her expenses in connection with your attendance
at this neeting.

Li kewi se, FDA encourages you at the
begi nni ng of your statenent to advise the conmittee
if you do not have any such financial relationship.
If you choose not to address the issue of financia
relati onship at the beginning of your statenent, it
wi Il not preclude you from speaki ng.

Ms. Cifford will introduce the speakers.

MS. CLIFFORD: CQur first speaker is Selnma
Schi mel .

MS. SCH MMEL: Hello, and thank you for
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the opportunity to be heard. M/ nane is Sel ma
Schimrel. | amthe CEO and founder of Vita
Options International. It is a not-for-profit
cancer conmuni cations and advocacy organi zation
that produces the G oup Room It is a cancer talk
radio show and it gives nme the opportunity to speak
with a great many patients and physicians. | am
al so a breast and ovarian cancer survivor.

I have no financial interest, investnent
or gain associated with ny presence here today.
Csl, nor any other conpany, did not pay for ny
transportation nor ny | odging.

I am here to help represent the voices of
patients and their |oved ones dealing with
pancreati c cancer, and because the dial ogue
happeni ng ri ght now has far-reaching inplications
for patients and the oncol ogy conunity at |arge.

There seens to be a grow ng perception
that governnental agencies are engaged in
scientific witch hunts that coul d del ay approval of
drugs, which may not offer a cure or striking

survival benefits for dying patients. Recent "Wl
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Street Journal" editorials directed at the FDA have
been attacki ng and destructive, unbal anced and
overboard. They point to the erosion of public
trust and intolerance for the regul atory process.
At the same tine, regulatory agencies are in a
no-wi n situation--attacked if they accelerate drug
approval and |later data doesn't support early
findings, and attacked if they don't approve drugs
qui ckly enough.

Approval of new drugs or new indications
for an already approved drug often requires the FDA
to walk a fine line in weighing the relative risks
and benefits. ldeally, we all want to have
certainty about scientific data and results that
show strong benefits w thout added toxicities. But
in cancer, nore often than not, we are faced with
drugs that give us only nodest benefits and are
acconpanied with a range of toxicities, such as the
case today with the suppl emental application of
Tarceva for an additional indication in pancreatic
cancer.

Then the question is, is one single study,
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showi ng a nodest survival benefit with a nodest
increase in toxicities sufficient for approval ?

O, do we need nore data for approval ? Perhaps the
question is as philosophic as it is clinical

Pancreatic cancer patients know that they
are nore than likely to die. Repeating a positive
study, conducted by a reputable group |ike the NC
Canada, sinply to confirmresults a second tine
raises significant ethical issues. It is
unt hi nkabl e to ask pancreatic cancer patients to be
random zed to receive standard therapy plus placebo
when the survival benefit fromthe addition of
Tarceva, however nodest, will be deni ed.

At a tinme when clinical trial resources
are limted and patient participation is neager,
and with virtually no advances other than
gentitabine in the | ast decades, should we not be
buil ding on this conbination rather than noving
backward? A confirmatory study before granting an
approval is a luxury that pancreatic cancer
patients cannot afford to wait for.

As pancreatic cancer patients search the
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web, they are finding hope reading that Tarceva in
conbi nati on with genctitabine can inprove surviva
in people with advanced pancreatic cancer.

Survival curves fromthe study reinforce this and
patients are encouraged to speak with their
doctors. Patients have been receiving Tarceva

of f-1abel for sonme time now, and if approval is
deni ed doctors will continue to do so but with no
access to prescribing information. The issue of
toxicity cannot be overlooked, but it is a choice
that should be dealt with between the physician and
the patient, and approved | abeling assures that it
is an inforned choice.

For such a deadly disease, while the
absolute gain in survival does not appear to be
much, the relative gainis clinically and
psychol ogically significant. For a ternina
patient the option of buying tinme, even just a
little tinme, can nake a difference not only for the
patient but for everyone that that person |eaves

behi nd.

How do you judge the value of a 20 percent
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reduction of the risk of death or the inproved odds
of being alive after one year? dinicians nmay | ook
at nmedi an survival and think that weeks or days are
not neani ngful but for soneone who is trying to
hang on for the nmarriage of a child, the birth of a
grandchild or a chance to try a new investigative
therapy it represents a lifetine. It is the
di fference between curing an healing.

One of the driving forces which brought me
here today is because of ny nei ghbor who was
di agnosed wi th pancreatic cancer in his nid-50s.
He was told he would have six nonths, maybe a year
at nost. However, he lived nore than four years on
clinical trials and on of f-drug conbi nations. So,
listening to the discussion happeni ng here today,
don't really understand the issue.

The conpany said prospectively that they
were | ooking for statistically significant
i mprovenent in overall survival and that they
wi shed to | ook at just survival analyses
considering the treatnment arm performance status

and extent of disease. They did that and have
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shown a statistically significant inprovenent in
survival. Gven that, what el se are you asking
for? That is the question that many patients and
their loved ones will want to know. You face many
horribly difficult decisions but giving pancreatic
cancer patients drug access when they inevitably
face a death sentence should not be one of them
Thank you very much. Copies of nmy statement are
avai | abl e.

DR. MARTI NGO Thank you

MS. CLI FFORD: CQur next speaker is Julie
FI eshman.

MS. FLESHVAN. Good afternoon. Thank you
for allowing ne to present during the open public
hearing of today's ODAC neeting. M nane is Julie
Fl eshman an | amthe president and CEO of the
Pancreatic Cancer Action Network, otherw se known
as panCAN, the first national non-profit advocacy
organi zation for the pancreatic cancer community.

Whi | e ny organi zation receives funding
fromboth of the conpani es presenting today,

neither is covering ny expenses for attending this
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conmittee neeting.

| am here today to speak on behal f of
pancreatic cancer patients. Wile | amneither a
pancreatic cancer patient nor a survivor, | ama
caregi ver who watched ny father die fromthis
devastating di sease. Wen he was diagnosed in 1999
at 52 years of age ny family wasn't given many
options. W were provided with absolutely no hope.
My dad died four nonths after his diagnosis which,
in nmy role as president and CEO of panCAN, is a
story we hear way, way too often

Unfortunately, even today pancreatic
cancer patients don't have nmany options either in
early detection or in treatnent. W all know the
facts. They were nentioned earlier today.
Pancreatic cancer has a 99 percent nortality rate
and it is the fourth | eading cause of cancer deaths
inthe United States. It affects the |lives of
patients and famlies of 32,000 Anericans a year
and has the | owest five-year survival rate of any
form of cancer, at just four percent.

As the National Cancer Institute
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i ndi cates, there has been little change in overal
mortality rates for pancreatic cancer in the |ast
30 years. Despite these statistics, however
pancreati c cancer receives the | east anpbunt of
federal funding of any major cancer, and there are
not enough researchers in this country with 100
percent dedication to studying this disease.
Therefore, progress in finding new effective
treatments and diagnostic tools has been sl ow

The pancreatic cancer comrmunity needs nore
treatnment options that can provide hope in their
fight against this devastating disease. At our
core, panCAN supports the research and di scovery of
new treatnents to extend the spectrumof |ife of
the patient, whether that is a week, a nonth or a
year. W have seen in other cancers that the steps
toward scientific discovery are increnental and
that the rewards for patients and for researchers
are inportant each step along the way. Wth
nmoti vation and hope researchers will continue to
work toward finding the key to unlock the nysteries

related to pancreatic cancer. Little by little we
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will make progress with this disease and
individuals like nmy father, JimFl eshman, will not
di e unnecessarily at the age of 52. Thank you for
your tinme today.

DR. MARTI NO. Thank you

M5. CLIFFORD: Carol yn Al dige

MS. ALDI GE: Good afternoon, everyone. M
nane is Carolyn Aldige and | serve as president and
founder of the Cancer Research and Prevention
Foundation. W are a national, non-profit,
cancer-rel ated organi zati on whose m ssion i s cancer
prevention and early detection through research and
educat i on.

| asked to speak here today though on
behal f of pancreatic cancer patients because, as
you heard, there are very, very few treatnent
options and there are virtually no tools to detect
this disease in its early states. So, | wanted to
speak in support of the NDA for this drug, Tarceva,
with the proposed indication for first-1line
treatment in conbination with gentitabine for

patients with locally advanced, unresectable or
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met astati ¢ pancreatic cancer.

I won't repeat the conments of ny friends
and col | eagues Sel ma Schi nmmel and Julie Fl eshman.
They spoke both brilliantly and el oquently on
behal f of this patient population and | can sinply
under score what they said by mentioning the fact
that virtually every day of the week | get a
call --even though our organization is focused on
prevention, | receive phone calls fromi ndividuals
and their friends and col |l eagues and famly nmenbers
who have just been diagnosed with certain kinds of
cancer. In many cases | can say, well, there is a
| ot of hope here; your prognosis could be
excellent. Let's get you to the very best place we
can to see what we can do to get you appropriately
staged and treated. But when | hear the words
pancreatic cancer my heart sinks. | still say,
well, let's get this person to the very best place
and the very best person we can for the treatnent
of this disease. But ny heart goes out to every
singl e one of those individuals because we know

that this diagnosis is virtually a death sentence.
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So, | appreciate the opportunity to
address you. | do want to nention | have
absolutely no financial connection with either of
the sponsors, either of the conpani es that sponsor
these drugs and | paid ny own way to be here, even
though the gas was pretty expensive!

That is really all | needed to say.
just want to nake a plea for your open m nds and
hearts to be as thoughtful as you can when you
wei gh the evidence of the studies that you have
heard presented here today because | agree that
there is no value or price that we can put on
extending a life by a day, a week or a nonth. M
daughter was just married on Saturday and | don't
know what | would have done if one of us had had a
di agnosi s--her new father-in-law was diagnosed with
| ung cancer on Friday. So, it sort of underscores
how getting an extra day or a week or a nonth.
Thank you.

DR. MARTINO. Thank you. The sponsor has
asked ne for about 90 seconds of time to readdress

the group and | graciously granted that. Please
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don't abuse it!

[ Laught er]

DR. CAGNONI: Dr. Martino, we are ready
for the question and answer session. |In fact, the
statement will not be necessary. Thank you

Answer and Question Session

DR. MARTING That was good! Go ahead

DR PERRY: It seens to nme that if you
take the nmost optimstic scenario we are talking
about a gain of 21 days, and if the drug is stil
priced at about $100 a day that works out to be
about $550 a day for the patients who are treated.
Can society afford this anount of noney for this
amount of gain, or should we keep | ooking until we
find something that is a better drug?

DR. CAGNONI: That is a very good question
and let me first ask Dr. Clark to review what the
true benefit provided by Tarceva for patients with
pancreatic cancer is, and then we can address the
second part of your question

DR. PAZDUR: Could | answer it for the

conpany? You are not supposed to be bringing into

file:///Z|/Storage/09130NCO.TXT (282 of 367) [9/28/2005 10:51:44 AM]



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

283
consi deration financial concerns here about drug
pricing and how much a drug costs. Okay? That is
a separate issue froma regulatory decision that is
bei ng made here. So, again, if sonebody wants to
answer the question, feel free to do so but | want
to emphasi ze that a decision regarding this drug
shoul d be nmade on the basis of safety and efficacy
that is presented to you, not on any potential cost
consi derations of how nuch the drug may cost; what
is the benefit per patient life year or life nonth
or life day, etc. That is a non-FDA question and
shoul d not, and rmust not, inpact on a decision
regardi ng the approval or non-approval of the drug.
Sorry, but you did ask.

DR. PERRY: Then can | withdraw my
question?

DR. MARTING  Yes, you can. Thank you
very much. Next, Dr. Mortimer?

DR MORTIMER. This is a question for
either Dr. Moore or Dr. Rothenberg. W seemto
have spent a lot of time talking about the

i ncreased t hronmboenbolic conplications and
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wondered if there is any data, either fromthe
Tarceva standpoint correlating the rash and
response or in the pancreatic literature,
supporting thronboenbolic disease as a marker of
response or subsequent benefit.

DR. CAGNONI: | will ask Dr. More to
coment on that.

DR. MOORE: That is kind of a tough
question. | think you asked about rash and
t hronboenbolic disease. In this trial it is true
that if you |l ook at the patients who got Tarceva,
whi ch was around 283, they divide into al nost 3
groups who had grade 1 and grade 2 rash, all about
equal size, and if you do that analysis the
patients who got a grade 2 rash, their nedian
survival was 1.5 nonths and their 1-year surviva
was 43 percent.

Thi s phenomenon of an associ ation of rash
with a longer benefit for EGFR inhibitors is
sonet hing that has been seen with other inhibitors
in other studies. | think this is sort of a

hypot hesi s-generating analysis and | think you have
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to be alittle bit careful because, in a sense, the
ability to generate a rash nay be because you have
a better performance status that may inpact on some
of these analyses. So, | think it is an
interesting finding but I think that we have to

| ook at it nore.

In terns of thronboenbolic disease, you
are right, the frequency of these sorts of events
is higher. | amnot aware of any associ ation of
t hronboenbolic events with survival per se in
pancreatic cancer. One thing | would say is that
in any study where patients are on one therapy
| onger than the other--and that did occur in this
case, patients were on geni Tarceva | onger than on
gent pl acebo--you likely will see nore
t hr onboenbol i ¢ di sorders on genf Tarceva because
this is a baseline risk that is going to occur over
time in any case.

DR. MARTINO Dr. Levine?

DR LEVINE: Just to go back to the
t hromboenbol i ¢ di sease again, as we all know,

Trousseau, with pancreatic cancer, was the first to
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show that pancreatic cancer itself is associated
with an increased risk of clots. Being on
Courmadi n, having a prior clot did not exclude
sonebody from being on this study, and if you were
wei ghted differentially nore people happened to be
on Coumadin on the Tarceva armand | ess on the
pl acebo, and that m ght have expl ai ned the
increased clots. Wat were the data as far as who
was on | ow nol ecul ar wei ght heparins; who was on
Counadi n? How t hat was wei ghted? How does that
reflect? Then | have another question too but
let's do that one.

DR CAGNONI: | will ask Dr. Wtt to
comment on the question.

DR. WTT: | can nention that with respect
to Counadi n approxinately 50 patients in each arm
were on Counadi n either before they went into the
study or started while they were on the study. It
was approxinmately the sane rate in each arm |
cannot answer the question about heparin.

DR. LEVINE: D d you look at INRs? Were

they both controlled properly? D d you | ook at
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anything of that sort?

DR WTT: Yes, we did. In fact, we did
require nmore careful monitoring of INRif patients
who were on Coumadi n or Counmdin derivatives. Let
me just show you a sunmmary.

[Slide]

Actually, this slide is a sutmary of I NR
shifts frombaseline. They only required INR
evaluations if patients were on Counadin
derivatives. So, it is about 60 patients in each
arm What this indicates is that patients that had
an unknown at baseline are probably the ones that
didn't receive it before going into the study.
There was about 5 percent increase between 4 and 6
and 11 percent to greater than 6. It is
approxi mately the same in both treatnment arns.
Looking at the ones that were within therapeutic
range when they started the study, approximtely
the same frequency of patients devel oped ranges
out side of the therapeutic range.

DR. LEVINE: An INR greater than 8? That

is an INR | evel you are tal king about?
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DR WTT: No, it is less than 4, 4-6 or
greater than 6.

DR LEVINE: INR |evels?

DR WTT: Yes.

DR. LEVINE: Those are very inpressive.
So, we can't really answer the question is the
bottomline. | nean, | don't think you have data
there to answer ny question

My next one is this, it is a pill. How
did you nmonitor the conpliance of this pill? How
do you know that they were taking it the way they
wer e supposed to?

DR. WTT: This was done by counting pills
when patients canme for followup visits

DR. LEVINE: Was there equival ence on the
pl acebo pill versus the Tarceva pill?

DR WTT: The placebo bills are matched
to the Tarceva pills. They were identical, yes.

DR LEVIN. Were they equally conpliant on
both arns?

DR WTT: Yes.

DR LEVINE: At what |evel?
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DR WTT: The intended dose
intensity--basically 100 percent of the dose
intensity that was intended for the oral conpound
in the placebo armwas delivered.

DR LEVINE: They gook all of their pills?

DR WTT: Yes.

[Slide]

This is the data that sumarizes dose
intensity by treatment armin the North Anerican
cohort for the Tarceval/gentitabine side and the
genctitabine arm This is the nedian dose
intensity. It was 99 percent, 100 percent. So,
when you see the nunbers it is pretty clear that
nmost of the patients took nmost of their pills. In
fact, 90 percent or higher of the patients, as you
can see--1 amsorry, 88 percent of the patients
took 90 percent or nore of their pills in the
control arm as you can see in this slide

DR LEVINE: In other words, 77 percent of
the treatnment group, the Tarceva group, took
greater than 90 percent of their pills.

DR WTT: That is correct.
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DR LEVINE: Meaning that you got the
responses that you got when not everyone was taking
those pills the way they were supposed to.

DR WTT: There were dose
di scontinuations and dose interruptions in the
study, yes.

DR. MARTING Dr. D Agostino, you are
next .

DR. D AGOSTINGO This is directed to the
FDA. There has been repeated showing to us of the
bui | d-up of the number of deaths and the changes of
the p values. | mean, you are obviously bothered
by that. Wy are you bothered by that? Don't you
believe the bottomline for the nunmber of deaths
and the p value that is associated with that?

DR SENDEROW CZ: There were sone
di sagreenents between the Food and Drug
Admi ni stration about what was the target
popul ation, the nunber of patients needed for the
primary survival endpoint. So, based on our point
of view, 381 deaths will be the primary surviva

endpoi nt. However, the conpany took the position
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of 484 deaths at the tinme of the cut-off date. So,
totry to be open, in a sense, we presented the 3
death groups, 381, 484 and 504 deaths in the 100 ng
cohort only because this is what we have
information on. That is different fromthe
company. The conpany has accunul ated both the 100
nmg and the 150 nwy.

DR. D AGOSTING But it doesn't appear
that they kept adding people to the study,
foll owi ng them -

DR. SENDEROW CZ:  No.

DR. D AGOSTING --to build up death
profiles.

DR. SENDEROW CZ: No. Basically, as
expect ed, when you have a hi gher nunber of patients
you have a p value that is less than 0.05. So,
sonme people may claimthat this is an over-powered
study or not. | amnot a statistician so that is
my point of view

DR. D AGOSTING This nmay be a case where
we have statistical significance and we can

actual ly tal k about clinical significance.
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DR SENDEROW CZ: That is another issue.
That is part of the question.

DR. D AGOSTING Can | raise one nore
question, which may be better held off for later?
In terms of the ethical issue of having stil
anot her study, is the Division open to historica
control studies?

DR PAZDUR | think I want to address
that issue about one trial versus two trials
because, again, some of the presentations and sone
of the questions are made by the review staff and
review teans and do not necessarily represent the
entire viewpoint of the FDA

W have to nmake sure that we understand
that there are many instances where the FDA has
accepted one trial. W have nunerous exanpl es of
i nstances where we have approved drugs on the basis
of one trial. Oncology is a bit different than
other therapeutic areas, and let ne go over sone of
the concepts that | would like to illustrate with
you.

Nunber one, we have secondary endpoints
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that frequently corroborate the primary endpoint.
In this trial we have the tine to progression or
progression-free survival endpoint. |In some cases
we have response rates. |n other therapeutic
areas, for exanple, we may just have 2 surviva
curves that are separating and that is the only
thing that we have. That is not true in oncol ogy.
We frequently have nore information, as an exanple
in this case

Secondly, it is difficult many tines in
devel opi ng drugs in oncology, and | think we have
to have a practical perspective on the devel opnent
of drugs in oncol ogy where we don't have good
predictive nodels that this drug is going to work
in pancreatic carcinomas, going to work in |ung
cancer, going to work in breast cancer. So, to do
2 large trials in a certain disease is somewhat
difficult and somewhat onerous to actually ask
sponsors to do. Here, again, | think we have to
take a |l ook at our past experience in approving
drugs, including this drug's first approval which

was based really on 1 random zed trial that showed
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a survival benefit. The ot her point that we have
di scussed in our endpoint neetings that | think
deserves sone discussion is how much surviva
constitutes clinical benefit. That is a very, very
difficult question, very difficult question for
anyone of us to answer, and | amvery synpathetic
to the views that have been expressed by our
patients that have conme to the m crophone regarding
that. |In general, we have stated publicly that we
take a look at really any neani ngful benefit in
terns of survival. W are not setting a limt
here. This endpoint is a hard endpoint frequently
to achieve in many di seases here. It doesn't have
the anbi guity of other endpoints such as
progressi on-free survival where we could be arguing
whether this is a real finding or just the timng
of x-rays. One has certainty; it has a degree of
concreteness to it, concrete that it is a rea
endpoi nt ..

So, to say that X amobunt of days is a
benefit and X minus 2 days is not a benefit is

sonmething that | think mght not be really the nost
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appropriate conversation to be having. | think the
question here is do we truly have a true finding
and then, given the relative prospectiveness of
that finding in terns of the toxicity in a
ri sk/benefit relationship, is it of clinica
benefit in terms of the toxicity, not what is X
nunber of days in benefit. Those are inpossible
questions to answer.

DR. MARTINO Ms. Wells?

MS. VELLS: Yes, | amnot quite sure who
should forward this question to. | amgoing to
approach the FDA but | would be nore than glad to
hear fromthe conpany if you have an answer. In
the package that | received fromthe Food and Drug
Admi ni stration there was Table 2, efficacy
conpari son of gentitabine and ot her chenotherapy
protocol s-- whatever. M anecdotal experience is
that gentitabine is seldomgiven to pancreatic
patients by itself. | was wondering if you could
tell ne--1 know you have spoken to oxaliplatin and
irinotecan in your table, but can you tell me how

this drug conpares to the other conbinations that
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we see all the time with pancreatic cancer
patients? | mean, froma nedian surviva
st andpoi nt ?

DR PAZDUR Could | answer that? | think
those conpari sons are very, very dangerous to nake
Okay? First of all, | think when Adrian presented
this, basically it is kind of background
information. This data did not go through the sane
scrutiny that this NDA did. So, we may be really
conparing apples and oranges here. kay? It was
basi cally neant as a background information
package, that there nmay be other therapies that are
out there. But by no neans has the FDA | ooked at
this, and to nake cross-study conparisons of how
this NDA and the results of this NDA conpares to
what is reported in the literature is very, very
dangerous and not sonmething that | would want to
get involved wth.

Furthernore, there is no conparative
effi cacy standard when we are talking about
clinical benefit and a certain survival advantage

here. One has to denpbnstrate an effect on
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survival, not that it is better than anything el se,
especially anything that happens to be in the
literature that may or may not even be a rea
finding that the FDA has now reviewed. So, it is a
very tenuous situation. The presentation of these
results was mainly to give other exanpl es of
t herapy, not neant as a conparison and certainly
not to be nmade use of in any regul atory
deci si on- maki ng.

MS. VELLS: | would then guess that you
woul d not want to discuss the toxicities of these
ot her conbi nations as conpared to the toxicity of
the one that is the subject today.

DR PAZDUR | think that would be a fair
deci sion since we have not reviewed that data.

They are not held by any neans to conpare

t hensel ves agai nst unapproved therapies. They have
to show that they are safe and effective, not show
a greater safety or a greater efficacy profile than
sonmet hing that is not approved or that is not

consi dered avail abl e t herapy.

DR MARTING Dr. Eckhardt?
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DR ECKHARDT: Well, | guess what | have
been struggling with, and | guess what Rick is
talking about a little bit may change this, but,
you know, | do get concerned about the magnitude of
the change certainly with regards to the
ri sk/benefit ratio. | was just curious. Either
Mal col m or Mace coul d make a comment about the
question with regards to the fact that, you know,
the initial anticipated paraneters were set up to
detect a certain magnitude, and there were
certainly enough events here to pick up a snaller
change. You know, | think going forward | guess
the question woul d be based upon these results and
the potential availability of Tarceva being out
there conbined with gentitabine is sort of a given,
then we really are commtting ourselves to triple
drug regi nens or other larger studies. | would
just like to hear a comment from one of them being
really the top clinical trialists in the U S and
Canada that work in this disease

DR. CAGNONI: Certainly. If | could ask

Dr. Cark first to comment on the degree of
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benefit, and then | will ask Drs. More and
Rot henberg to put those results into context.

DR. CLARK: In ny position, the question
about statistical significance is best asked with
the data at the tinme of unblinding at database
| ock. But since the FDA asked us to update the
followup, | think it is fair to take the nost
conpl ete data set and say what is the nagnitude of
that difference

[Slide]

Here are the survival curves for the 100
mg cohort with the updated survival. Again | wll
remind you that all but 17 of the patients have
actually died in this particular analysis. It is
true, it continues to be true that the nedi an
survival s woul d appear to be about 2 weeks. But,
again, take a | ook at where these nedi an survivals
are. Those in the back have no chance to see this
but they pinch together really very closely right
at the median.

Statisticians have been preaching that we

shoul d not use nmeans to represent surviva
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