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distributions. The reason for that is that nost
survival curves contain quite a bit of censoring.
There are a ot of patients alive at the end of the
study so that these curves do not go back down to
zero. It turns out the average, the nmean as we
know it, is equivalent, is identical to the area
under these survival curves, and as |long as these
survival curves reach the tinme axis it is very easy
to calcul ate the means and, therefore, very easy to
interpret them

So, | have shown you the mean survivals on
here. They are a little bit further apart, 8.7
versus 6.2, just to put that in real terns that
actually turns out to be a 5-week difference in the
mean survival calculated this way.

Anot her way to get an estimate is to say,
well, let's believe that this hazard ratio is true.
I have told you before that proportional hazards
are assuned, and they are actually verified here.

If you see these curves, they separate early. They
stay separated all the way through. Al of the

statistical tests that we run to denonstrate that
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the hazard ratio is constant are satisfied so we
can actually apply this hazard ratio now to either
of these nedians or the neans, if we want to.

If we apply this hazard ratio to the
medi ans to the Tarceva group and then infer what
the pl acebo group woul d have been under those
circunstances, or vice versa, you get nedian
differences that are either 5 weeks or 5.7 weeks.
So, | think you should probably not be fool ed by
this pinching together of these 2 particular
survival curves, and you should probably think that
this benefit is in the neighborhood of 5-6 weeks.
I will let the clinicians discuss whether that is a
clinically significant difference or not.

DR CAGNONI: | will invite Dr. More
first and then Dr. Rothenberg, please

DR MOORE: | will just make a couple of
comrents. | think that is the question that nost
clinicians are westling with when you get a result
like this. | nmean, | think if you work in the
field of pancreatic cancer, first of all, nobst of

the tine you expect trials to be negative because
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that is the usual result. Having said that, you
know, nost inprovenents in oncology are, as one of
the advocates nentioned, incremental. If you | ook
at nost positive oncology trials the hazard ratios
tend to range fromabout 0.65 to 0.85, which is
like a 20 to a 50 percent inprovenent in survival
This one was 0.8, which is a 25 percent
i mprovenent.

So, | guess the question is when you have
a horrible disease |ike pancreatic cancer where the
medi an survival is only 6 nonths the absol ute
i mprovenent of a hazard ratio of 25 percent is only
1-2 nmonths. So, it is a question of do we penalize
peopl e who have these very aggressive di seases by
saying we are going to require a higher standard in
terns of survival hazards than we apply to other
di seases?

As regards the question of, well, does
this mean we now have to use triple therapy and
beyond, | think that is probably a good thing. |
think we are not going to solve this disease by

gentitabine plus drug X. W are going to solve
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this disease by targeting a whol e bunch of
di fferent pathways that are over-expressed in
pancreatic cancer. | am personally hopeful that if
we target, let's say, the VEGF pathway and the EG-R
pat hway and ot her pathways that we know are
over-expressed, we will have a better chance of
controlling the disease

DR ROTHENBERG As you know, progress in
cancer is not linear. Does this represent
progress? | believe it does. But | don't think it
necessarily neans that we need to proceed in just
one line of pursuit. |In fact, right nowin 2 |arge
U.S. cooperative oncology groups they are actually
| ooking at different conpl enmentary approaches. One
i s using cetuxi mb and EGFR-t arget ed nonocl ona
anti body, conbining that with gentitabine versus
gentitabine alone. CLGB is |ooking at bevaci zumab
and gentitabi ne versus gentitabine alone. | think
those trials will provide us with very usefu
information, and it nay be that the progress that
is made is going to be followi ng nany different

directions and then we will be able to be in a very
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nice situation of having to fill in gaps to see how
we can actually use these nmultiple drugs in an
opti mal fashion.

Again, | hope that this leads to a
situation not unlike that which occurred with
col orectal cancer where we had 2 cytotoxic agents
that were each being conmbined with 5-FU and showi ng
significant advantages. Now we have 2 bi ol ogics,
bevaci zumab and cet uxi mab, and we have these 5 or 6
drugs that are avail abl e now, and how can we
actually capitalize on the use of those for the
ultimate benefit of our patients? So, | think that
this is an inportant first step in devel oping
better therapies for pancreatic cancer patients.

DR. MARTING Dr. Hussain?

DR HUSSAIN. This is perhaps for a brief
clarification fromthe FDA. G ven what Dr. Pazdur
said, that the magnitude is a hard thing to decide
on--days, weeks, nonths and so on--1 amgoing to
neutralize that or renove it to the side for ny
assessnent, and given that this is positive on its

own nerit--they set up to look at an increase in
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survival and they showed it--why are we | ooki ng at
it? Wat is it that is bothering you about the
out come of the study that is in your m nd
suspi cious and that brings it to ODAC?

DR PAZDUR. W wanted a public discussion
of it, pure and sinple. |1 do have a question
though that I would like to bring up, and that is
the issue of the use of the drug Tarceva with
chenmotherapy. | think this is a question that, if
you knew the |ung cancer data, would be a glaring
el ephant in the room so to speak. Wen the
first-line lung cancer trials were done which
conbi ned this drug, Tarceva with severa
chenot herapy regi nens | believe there were 2
first-line trials. Both of those trials were
negative in the first-line setting for a surviva
effect. A very simlar drug, and | won't go into
the details of it but Iressa also did 2 trials in
first-line trials. Again, those were negative
So, we had 4 first-line trials | believe in lung
cancer that were conpletely negative when these

EGFR receptor small nol ecul es were conbined with
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chenot her apy.

This caused many in the field to say naybe
these drugs shoul dn't be used w th chenot herapy.
Ganted it is a different disease. W do have a
trial now that is conbining this drug, albeit with
a di fferent chenot herapy, gentitabine plus Tarceva.
Do you think that this is the best route to use
this drug as far as schedul e? Should this drug
per haps be given in sequential use? You know, is
that sonething that you plan on investigating?
Again, | am cognizant of the fact that patients
wi th pancreatic carci noma have short survivals and,
hence, second-line therapies don't have the sane
meani ngf ul ness because nany of these will have very
rapid progressions. But are we using this drug
appropriatel y?

| am bothered | guess by the fact fromthe
I ung cancer data | never got a satisfactory
expl anation of why those first-line trials were
negative. Is it a negative effect that we are
seeing with chemot herapy? What is going on? Wy

does it work in this situation but not in any other
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situation as far as the lung cancer--1 shouldn't
say any other but in the lung cancer situation?

DR. ECKHARDT: Yes, | think that is a
great question. You know, | think there is
i ncreasing evidence to show that nechanistically
there are issues with regard to conbi nations of
chenot herapy and EGFR-directed agents and in
particular the small nolecules. | think what is
interesting about this data is the fact that there
is at sone level positivity.

Actual ly, my next question would be to
conduct some of those studies because | think
clearly there is evidence that you can go with the
chenmopotentiation strategy that nmay be different
than just drawi ng both drugs together. Increasing
groups are showi ng that, you know, chenotherapy
really stinulates pro-survival responses and,
dependi ng on how you time the EGFR-targeted agent,
you can either antagonize that or synergistically
| ead to apoptosi s.

You know, | think really what is happening

here is that at | east we are seeing with concurrent
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usage that there is sonme small increnental benefit.
But | would hope that that would be one of the
i deas to pursue next as to whether, indeed, the
pati ent shouldn't necessarily get concurrent
therapy. |In fact, that could help with toxicity as
well. But | conpletely agree. | don't think that
any of us ever felt that that prohibited
i nvestigation, but it taught us to go sort of from
the clinic back to the bench to start assessing
what the mechanistic principles are that underlie
that. |In fact, there is very nice synergy between
things like oxaliplatin and gefitinib that was not
anticipated. So, you know, | think that is an
i mportant question and | woul d hope that anybody
that sort of has this first approval potentially of
a drug in conbination with the small nol ecul e woul d
actual | y conduct those kinds of studies.

DR. PAZDUR: Here again, we saw a pretty
persuasive effect in the original Tarceva approva
when it was used as nonot herapy. Wen the drug was
combi ned wi th chenot herapy one did not see any

effect. Generally one would expect with
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traditional chenotherapy to see better effects with
earlier stage disease so it does raise sone
mechani stic questions that | don't think should be
| ost.

DR ECKHARDT: Right, and | think if you
| ook at what is com ng out fromlaboratories now,
there are clear-cut nechanistic differences between
sequential and then concurrent--you know, two
di fferent sequences versus concurrent.

DR CAGNONI: If | nmay comment on that?
Dr. Pazdur is correct. There have been trials in
non-small cell lung cancer which were conducted in
first-line in conbination with chenotherapy. Both
i ncluded a pl ati num conmpound whi ch is absent from
this study. And, the studies did not show an
advant age from addi ng Tarceva to chenot her apy.
However, there was no worsening of the results.
There was no antagonism The results from subgroup
anal yses in those studies were intriguing. There
was a very large treatnment effect, for exanple, in
the lung cancer trials and never-snokers which

suggests that in the right group of patients, at
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least in first-line lung cancer, the conbination
m ght still be feasible.

Dr. Eckhardt is correct. There are
nunerous studi es ongoi ng, preclinical, that have
suggested that perhaps there are other ways to
combi ne Tarceva with chenotherapy. At CSI, in
col laboration with our partners, we are exploring
other ways to administer Tarceva relative to
chenot herapy to non-small cell 1ung cancer
patients, whether sequential and intercal ated.
Those studies are actively ongoing and we will be
prepared to consider sinmilar proposals in
pancreati c cancer patients.

DR MARTINO | would like to ask a
question to Dr. Cdark. Gary, when you presented
the data on quality of life, ny summary of what |
heard fromyou was that the group that received
Tarceva didn't do any better or any worse.
General |y speaking, quality of Iife was not altered
with sonme exceptions, the exceptions being that
there was nore diarrhea and a little bit nore rash.

So, if I could summarize all of that, | would say,
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gee, maybe | get to live a little bit |onger but

froma clinical perspective, other than counting

what ever those days are--and | amstill uncertain
what those days are, the very fact that | have to
use the word "days" still bothers the hell out of
me if what | amgoing to do during those days is,
let's see, | get to have rash and diarrhea. That
bothers me a bit, that the quality of life was in

no way nade better by sonething that prol ongs ny

survival. And, | have to ask nyself as a human
being, if | have pancreatic cancer | am
unconfortable and that is a very nasty di sease.
Yet, no one has suggested here that | wll live
those few days with a better quality of life.
just going to get to have diarrhea and a rash.
Gee, what a gift you have given ne! Help ne to

under stand thi s.

DR. CLARK: | think it is very imnportant

to renmenber that the quality of life was a

secondary endpoint. | prefaced ny renmarks when

showed you the results to say that these were

expl oratory anal yses and probably no definitive
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concl usi ons coul d be drawn.

These instrunments are not terribly
sensitive to picking up perhaps the types of
differences that we would like to see. | think,
agai n, those curves--let ne just go ahead and put
that slide up to show you again the global quality
of life.

[Slide]

I nmean, there is alittle bit of a
suggestion that things are a little bit better in
those early parts of the curve. The results are
not statistically significant. W just felt that
it was really inportant not to nake any cl ai ns of
i nprovenent and the fact that we didn't do any
detriment. It certainly doesn't ook like there is
any harm by addi ng Tarceva to gentitabine. | think
that is about the only conclusion that we can draw
fromthe study as it was desi gned.

DR CAGNONI: If | can ask Dr. Rothenberg
to comment on this issue?

DR. ROTHENBERG  Just two points of

clarification, one is just to point out that the
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i ncidence of grade 3 or 4 diarrhea in this tria
with Tarceva was | ess than 6 percent. Conpared to
other drugs | have worked with before and presented
to ODAC, that is quite a bit |ess.

In addition when you | ook at the incidence
of severe toxicities, that is toxicities that occur
at any point along the treatnent tine and if grade
3 diarrhea occurred, then dose adjustnments were
taken. So, when you tal k about that additiona
|ife gained by the drug maybe being tainted in sone
way by this toxicity, that actually may not be the
case. The toxicity may have occurred early, been
addressed adequately and the patient may have
actually enjoyed a good quality of life as the
gl obal quality of life indicates.

DR PAZDUR. | did want to clarify one
thing. | didn't want my previous coments to shut
of f any discussion fromthe conmttee regarding
consi deration of the clinical relevance of this.

In fact, we do have questions regarding that and
think that that is sonething we want to hear about

fromthe commttee. This is an issue that needs

file:///Z|/Storage/09130NCO.TXT (313 of 367) [9/28/2005 10:51:45 AM]



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

discussion. If it is sonething that the conmittee
wants to discuss, | think it is an appropriate

di scussion and my previous coments did not mean to
curtail that discussion whatsoever vis-a-vis Dr.
Hussai n's questi on.

DR. MARTINO Well, we are glad to hear
that because, in all fairness, as a clinician |
have a very hard time trying to make judgnment of
this in the sense that if all you brought ne here
to dois just to say a p value is a p value, you
don't need me here for that. GCkay? | could have
told you that over the phone or in an e-mail
Ckay?

So, | actually do think that the rea
i ssues here have to do with is it 2.5 mnutes; is
it 12 days; is it 5 weeks? Though we are
pretendi ng that those nunbers are the sane, they
are not the sane. Unfortunately, they are in a
very narrow range but they aren't exactly the sane,
and unless that and quality of life are the issues,
then it is very unclear to ne why | amsitting

here. You know, | could be having a cappuccino
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somewher e

DR. PAZDUR. W do ask those questions
here and | do want to preface that.

DR MARTING W is next? Yes, Dr.
Bukowski ?

DR. BUKOABKI: To OSl, do you see the same
benefit in the subgroups of patients with locally
advanced or netastatic disease, and if you
subdi vi ded them by performance status in ternms of
effect on survival?

DR. CAGNONI: W have conducted those
expl oratory analyses and | will ask Dr. Cark to
comrent on those results.

DR. BUKOWEKI: | was asking about subset
anal yses | ooking at locally advanced or netastatic
patients to see if, indeed, the benefit, whatever
it may be, persists.

DR. CLARK: Yes. |In the agency's
presentation they showed you Forrest plots of
various subsets. W have no quarrels with those
Forrest plots.

[Slide]
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The only thing that | will show you is
that, once again, if you go to the npbst conplete
data set with all of the foll owup, we have done
sone multivariate anal yses and the reason we have
done this is if we start |ooking at subsets there
are sone inbal ances that can take place just by
random chance alone. So, to try to bal ance out
sone of these, these are the differences.

Wth a nmultivariate adjustment the hazard
ratios are 0.80 and 0.80. So, we see no difference
by stage of disease. W continue to see a little
better result in performance status too, but once
again | will remnd you that there are only 86
patients supporting that particular hazard ratio
and, as you can see, there is probably not a | ot of
di fference by performance status in the results.
None of these results has a statistical interaction
that is significant that would indicate that we
shoul d believe that there is a difference in the
response in the hazard rati os between the subsets.

DR. MARTINO. Dr. Levine?

DR LEVINE: | will take on the quantity
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of time for a nonment. | think one of the issues
relates to the fact that none of us can put a
statement on a week or a nonth. You can't do that.
The survival in pancreatic cancer is 6 nonths. |If
we say to the conmpany we want a year, we want 5
years, that is not fair. That is just not fair.

In fact, if there is an inprovenent of 1
month over 6, | mean, if it is a 15 percent, 16
percent inprovenent in survival, then | think that
is valid. 1 also kind of think about what M.
Schimrel was saying. |If it is an extra week or an
extra nonth it is the opportunity to go on another
trial; it is the opportunity to buy another little
piece of tinme and that is really what our patients
are doing. That is what we are always trying to
do, buy another; buy another; buy another. | think
that the conpany has shown that there is a
statistically significant--which they were asked to
do--advantage as far as survival. It is a snmall
pi ece of tine but given the nornmal nedian surviva
in this disease, it is not negligible.

DR MARTING Dr. Cheson?
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DR CHESON: But it doesn't come without a
price and that is the problem!| think a |lot of us
are struggling with. GCkay, so it is 10 days. |
actually calculated 9.9 days. You are com ng out
with increased toxicity and no inprovenment in
quality of life. So, you know, that is something
we are all struggling with. If it were 10 days and
the drug was innocuous, slamdunk. But there are
probl ens associated with it and what really
troubles me is the lack of inmprovenent in quality
of life.

DR MARTINO Dr. Perry?

DR PERRY: Could sonebody fromthe
conpany, presunably Dr. dark, comrent on the
medi an duration or response, your slide number 167

DR CAGNONI: Certainly. Gary?

DR. PERRY: \Were is the drug effect?

DR. CLARK: That is a very good questi on,
where is the drug effect?

[Slide]

The drug effect actually cones from what |

kind of think of as a stage migration. Quite
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frankly, the absolute survival you see if you have
a progressive disease is pretty nuch the sane

whet her you get that progressive disease by
genctitabi ne and placebo or you get it by the
Tarceva. So, we see survivals that are just about
the sane, 3.5 nonths, 3.6 nonths if you have
progressive di sease.

If you choose stable disease, it is about
the sane as well. You have a hazard ratio of 0.82
There is not really a |lot of difference between the
medi ans. So, if you have stable disease it really
doesn't matter whether you get it fromthe placebo
and gentitabine or Tarceva and gentitabi ne.
Simlarly, in conplete and partial response you
have | onger durations, |onger survivals, but there
is not alot of difference.

What we have done though is we have noved
patients, a proportion of patients fromthe
progressive disease up to stable disease, and
stabl e di sease and conpl ete response
together--let's go back to the previous one where

we can see the nunbers just a little bit better
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[Slide]

So, we had 41 percent of the patients in
progressive di sease. W noved that up to 59
percent when we had a clinical benefit, the
conbi nation of conplete response and parti al
response. These patients--this |line has |onger
survival than that line. There are nore of them
now in the Tarceva group than there were in the
pl acebo. So, we have made a shift but by response
category they are the sane.

DR. CAGNONI: | think Dr. Rothenberg has a
conment related to this issue.

DR, ROTHENBERG. |If | understand your
question correctly, you are concerned that the
medi an duration of response was not different
bet ween the control armand the investigationa
arm That is actually a phenonenon that was seen
in the original gentitabine versus the 5-FU tri al
as well. | just pulled the paper and it is not in
the manuscript but | renmenber it fromthe data set
that was presented at ODAC. The fact is that nore

patients--well, the fact is that patients who
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respond to whatever treatnent did respond for equa
lengths of tinme. So, really the overall benefit
that we are seeing is not necessarily due to a
| onger response but nore the tunor stabilization as
well as the responders. So, it is not a unique
phenomenon to this trial

DR MARTINO Ms. Wlls?

M5. VELLS: | would like to respond again
to the issue of quality of life. As | said
earlier, anecdotally |I have not seen too many
pati ents who have sol ely been on gentit abine.
have seen sonme peopl e on gentitabi ne who have been
very, very ill and for others it has been
relatively benign. Typically, it is in conbination
wi th somet hing el se--one of the platins,
irinotican, there is a whole series of things that
gemis used in conbination with. The quality of
life varies frompatient to patient on all those
conbi nations. Frankly, on a lot of themthe
quality of life is not particularly good, but |
didn't see anybody in ny experience saying | want

to get off that; | prefer just to die rather than
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to have di arrhea

I think the population that | have seen
has been a relatively young popul ation. M husband

was 47. The group in our pancreatic cancer group

ranged from38 to 60. And, | am saying what |
seeing in these stats is that there is an

i nprovenent in survival. There appears to be.

is slight but it does give you an opportunity to be
around for the next clinical trial, for the next

br eakt hrough and, anecdotally, the infornmation that
| have seen on the chat roons for Johns Hopkins is
that the people who have been taking Tarceva and
genctitabi ne have had issues with rash. Sone have
had i ssues with rash; sone have had issues with

diarrhea. Nobody stated that they felt it was to

the point where they wanted to get off the
conbi nation. Thank you.

DR. MARTI NG Dr. Hussai n?

DR HUSSAIN: | guess | want to speak for

the drug and | want to echo Dr. Levine's comments

I think this is a positive study in a tough

di sease. The magnitude of days--it is not |ike one
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patient is going to live 7 days extra, there is a
trend that is across the board with the drug having
a superior curve. | look at this and | say if it
was nme, would | rather be in the | ower curve or the
top curve? Certainly, if | would nake that
decision for nyself | would rather be in the top
curve.

The issue of risk and benefit, when we
pile up drugs | don't know that realistically we
shoul d expect that quality of life should get a | ot
better. | think that would be an inportant thing
if, in fact, you are show ng sone ot her--not
necessarily a survival endpoint. | think when a
conbi nation shows a survival inprovenment, to ne
that is the overriding factor. |Invariably, yes,
patients have a problemw th side effects but they
choose to go and get a transplant for a possible
shaky benefit.

So, | don't think we ought to be the judge
on what the patient may choose. | think the
approval of the drug would allow an i nformnmed

conversation with the doctor and the patient, and
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don't think that it is fair for us to nake the
judgrments for the patients that if they get a rash
they should not get the drug. Al of our drugs are
toxic. Some of themkill patients. So, a rash
versus dying from you know, neutropenic sepsis--|I
woul d take a rash any day.

I would also point out that a |ot of the
side effects appear to be nmanageable. Not to
mnimze at all the side effects, but there are a
| ot of drugs out there that do cause significant
serious, life-threatening side effects but they are
bei ng used daily because of an informnmed
conversation between the patient and the doctor
So, | think that the quality of life at least is no
worse. That is an inportant fact. | don't think
we ought to look at it as being a |l ot better

DR MARTINO Dr. Levine?

DR. LEVINE: Basically | was going to
agree. If this drug were available, it is up to
the patient to decide with the physician what kinds
of risks they want to take. | wasn't conpletely

overwhel med by the seriousness of these toxicities.
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The stroke was an issue to me and | think it would
be very helpful if the conpany could | ook at that
data very, very carefully. W was appropriately
on Counmadin, who wasn't? Wo got the strokes? One
of the questions that we will want to know as
clinicians is whether or not we should be

anti coagul ati ng prophylactically. That needs to be
known. So, | would ask you to | ook at that. So,
amnot really overwhel ned by these toxicities. W
need nore information. | hope you can provide
that. But it is up to the patient for the

deci sion, and there was a statistical increase in
survival .

DR MARTINO Dr. Cheson?

DR. CHESON: Do you have any data on the
nunber of days that these patients in either arm
spent in the hospital during the tine course,
primarily related to drug toxicities or the Iike?

DR CAGNONI: W do not have that data,
and | will have Dr. Wtt coment on that particul ar
issue. | think it is inportant.

DR WTT: There was actually an attenpt
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to capture information about duration of
hospitalization during the study but, as you can
i magi ne, patients that are hospitalized and don't
have a di scharge date, either because they are
transferred to hospice care or have inconplete

di scharge data, make that analysis a little bit
questionable. So, it is not sonething we have

| ooked into at this point.

DR MARTINO Dr. Perry?

DR PERRY: \What are the conpany's plans
for this drug if it is approved and if it is not
approved?

DR. CAGNONI: |In pancreatic cancer or in
ot her tunor types?

DR. PERRY: |In pancreatic cancer.

DR. CAGNONI: Currently, there is a large
study that has been initiated in Europe which is
buil ding on the findings of PA. 3, the random zed
study, which is being | ed by our partners from
Roche. 1t conbi nes Tarceva and gentitabine in one
arm and the experinmental armis Tarceval/ gentitabine

conbination with Avastin as well. That is our npbst
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i medi at e pl an.

In addition to that, there are a nunber of
i nvestigator-sponsored trials that are ongoing with
Tarceva in pancreatic cancer, conbining Tarceva
wi th chenot herapy and/or radiation therapy at
different stages of pancreatic cancer. Depending
on the results of those studies, future studies may
be consi der ed.

DR. PERRY: | didn't hear you say that
there is any study of this conbination versus the
sequential use of these drugs, did |?

DR. CAGNONI: W have discussed the
possibility of those studies and we are stil
di scussing with potential investigators howto
design those studies. Patients with pancreatic
cancer progress very quickly and building
sequential reginmens is not a sinple way to address
this issue. So, we will still entertain potentia
concepts frominvestigators but we are not sure how
to address that issue yet. W are doing it in lung
cancer. W are testing the use of sequentia

chenot herapy and Tarceva in |ung cancer
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DR MARTINO Rick?

DR PAZDUR. W are talking about
additional studies and | think the nost inportant
area that we have not tal ked about--we have tal ked
about, as Dr. Perry nmentioned, kind of the
cl assi cal chenot herapy studies, but the big
question here is can we identify a subset of
patients that is nost likely to respond to this
therapy? Cbviously, this therapy has been touted
as a targeted therapy, an EGFR receptor study.
There has been work done in |ung cancer | ooking at
somatic nmutations of EGFR receptors.

I think, you know, we have to have a
monentum and | hope the comittee would agree with
me in this fashion, to really make this a priority
as far as other studies that need to be | ooked at.
You know, we are tal king about a snall benefit
here, regardl ess of how we want to cut it and we
coul d have innunerabl e argunents about what is
clinical benefit and what is not clinica
benefit--is it days, or weeks or what? But, truly,

if we could identify the population that is nost
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likely to respond--you know, we have taken a | ook
at EGFR status in a very gross fashion--the Dako
kit that is available | ooking at
i mmunohi stochem stry, but with this class of drugs,
these tyrosine kinase inhibitors that allegedly
target EGFR receptors, can we have a better
under standi ng on a nore nol ecul ar basis? That is
the cry | think that needs to be issued out here
because we have to find out which patients respond
better.

| agree with that |ooking at the drugs
sequentially or in conmbination with other drugs
m ght be inportant but that is really the mgjor
issue | think. And, | would like to hear some
di scussion fromthe conmttee on how to get
conpanies really to do this because | think it is a
very inportant aspect of drug devel opnent and needs
to be expressed either negatively or positively
fromthe conmttee on their opinion regarding this.

DR MARTINO Yes, Dr. Eckhardt?

DR. ECKHARDT: | think actually that is

great idea. At least at our institution one of the
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things that we have seen is that some of those

col l aborations will occur on the |arge randonized
studi es, having groups spend a lot of tine |ooking
at constellations of markers. Certainly this has
been done with Iressa in sone of the lung studies
and with Tarceva. | really think the idea is that
if there is support both froma regulatory
standpoi nt and fromthe academic investigators, it
can be done.

You know, | think what has been
interesting with the small nolecules is that it may
be that you just may need to go beyond the sinple
i mmunohi stochemi stry to get a better sense as to
whet her or not someone is going to be sensitive.
woul d assume OSI woul d continue a | ot of these
types of interactions that are going on with the
I ung studies in pancreas.

DR. CAGNONI: Absolutely. W have
initiated with our partners, Genentech and Roche,
two | arge studies in lung cancer. Both studies
mandat e tissue collection. Both studies have a

broad panel of nolecular correlates incorporated in
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themto try to understand better which patients
benefit nore from Tarceva in different settings,
and we are prepared to discuss future studies in
pancreati c cancer that incorporate nolecul ar
endpoints as well.

DR. BUKOWEKI: Does the Roche study in
Europe require tissue collection and anal ysi s?

DR. CAGNONI: It is a study run by Roche.
I cannot comrent on the specific design of the
study, | am afraid.

DR. BUKOWEKI: So, you don't know the
answer ?

DR CAGNONI: That is correct.

DR. MARTING Dr. Hussain?

DR. HUSSAIN: | just want to say a couple
of things, and that is, this is an exanpl e where
the clinical application or the use of the drugs
has gone nmuch faster than preclinical work. The
reality of these trials--and | amnot going to
pretend to be an expert on pancreas cancer, but
certainly all of the issues of targets are com ng

across the board. | would argue that when we have
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chenot herapy we think we know how it works, but we
still don't know why patients respond and don't
respond and in the last 60 years we haven't figured
it out.

So, | would say that | don't think that we
ought to hold the clinical trials hostage to the
mechani smissue. | would al so urge conpanies in
general to do nore preclinical work because the
patient material is valuable and what we think we
are looking at is probably not what we should be
| ooking at, and getting nore science so that the
| ooki ng and the patients' material becomes nore
f ocused.

DR CAGNONI: | believe Dr. More al so has
a conmment on this.

DR. MOORE: Just to point out that at NCI C
we do in general, in Phase 3 studies, collect
tissue. In this particular trial we have collected
ti ssue on about 60 percent of the cases. W did a
prelimnary analysis on the first 200, which was
the EGFR anal ysis which we showed you. The probl em

with pancreas is that a | ot of people have
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fine-needl e aspirates and we found | think about 30
or 40 percent was insufficient material to do sone
of these analyses. But subsequent to this we do
plan to do other anal yses on that material, as nuch
as it will allowus. It is nore difficult when you
are using conbination therapies to sift out the
effect of the two drugs when you are | ooking at
these, but we do plan to do nore anal yses.

FDA Questions to the Committee

DR. MARTING Are there any other
questions? If not, | amgoing to turn you to the
official questions fromthe FDA. Dr. Pazdur, do
you in fact want each of these voted on as they are
witten? OCkay?

The first question, is the Tarceva
survival effect in study PA 3 statistically
persuasi ve? | guess that neans statistically
significant. |Is that what you are trying to ask?
Are there questions or comments before we vote?
Yes, Dr. D Agostino?

DR. D AGOSTING A conment. Even with the

question in terns of how nany events the study was
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originally designed for, | think the data is pretty

persuasi ve and the statistical significance of that

0.02 at the end does hold up.

DR MARTINGO Oher coments? |[|f not,

will start the vote and we will start on ny left.

Pl ease announce your nanme and your vote.
MB. VELLS: Wells, yes.

HUSSAI N:  Hussain, yes.

D AGOSTINO D Agostino, yes.

BUKOASKI : Bukowski, yes.

CHESON:  Cheson, yes.

ECKHARDT: Eckhardt, yes.

3 3 33D

PERRY: Perry, yes.

2

if I had a vote | would vote yes.

[ Laught er]

2

RODRI GUEZ:  Rodri guez, yes.
MARTI NO  Martino, yes.
MORTI MER:  Mortimer, yes.
LEVI NE: Levine, yes.

HAYLOCK:  Hayl ock, yes.

5 3 3 3

REAMAN:. Reanman, yes.
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DR MARTING The vote is unanimous. The
answer is yes. Question nunber 2, is the size of
the Tarceva survival effect in study PA 3
clinically inportant? | wll entertain discussion
on that before we vote if anyone has anythi ng nore
to way. Dr. D Agostino, you nay start.

DR D AGOSTING  You know, so many of the
studies that | aminvolved in, in different arenas
beyond cancer, we are dealing with 4-, 5-point
scal es and we spend all our time trying to talk
about clinical significance of change from3.2 to
3.8 or 3.2to 3.4. | nean, this is survival. It
is very hard to say that survival is trivial
Whet her we want to worry about the third question
in terms of risk/benefit, but survival is extrenely
i mpr essive

DR MARTINO Dr. Hussain?

DR. HUSSAIN: [Not at m crophone;

i naudi bl e] .

DR. MARTI NG  Seeing no other hands, we

will start the vote again on ny left, please. The

question is, is there clinical inportance here.
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MS. VELLS: Wells, yes

DR HUSSAIN. Hussain, yes.

DR. D AGOSTING D Agostino, yes.

DR. BUKOWBKI: Bukowski, yes.

DR CHESON: Cheson, no.

DR. ECKHARDT: Eckhardt, yes.

DR GRILLOLOPEZ: | don't have a vote but

I would Iike to coment. M vote would be yes.
The reason for that is that | ama nedica
oncol ogi st taking care of pancreatic cancer
patients. Plus, | am nyself, a colon cancer
survivor so | can look at this from both sides.

And, when | | ook at the Kaplan-Meier curves it

pretty clear to nme that we cannot go purely by a

medi an in this case because the curves do pinch

together. But if you | ook at the separation

bet ween curves at all other points and you consi der

the area between those two curves, | think it is

clinically significant. 1, as a treating

physi ci an, woul d choose Tarceva pl us gentitabi ne

for my patients, and as a patient | would also |ike

to be in that top curve. So, that is why if |

file:///Z|/Storage/09130NCO.TXT (336 of 367) [9/28/2005 10:51:45 AM]

336



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

337

a vote | would vote yes

DR. MARTI NG  Ah, but you don't! Thank
you.

[ Laught er]

DR GRILLO LOPEZ: But | can still have a
Voi ce.

[ Laught er]

DR PERRY: | think this is statistically
significant but not clinically significant so
vote no, Perry.

DR. RODRI GUEZ: Rodriguez, yes.

DR. MARTI NG  Martino, probably the
toughest decision | have nade since | have sat
here. | amgoing to give it a yes but it is a very
qualified and heavy-hearted yes.

DR. MORTI MER. MNbrtinmer, yes.

DR. LEVINE: Levine, yes.

M5. HAYLOCK: Hayl ock, yes.

DR REAMAN. Reanman, yes.

DR MARTINO The vote is 11 to 2 in favor
of yes. The third question, is the Tarceva

risk/benefit ratio in this study favorable? Again,
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I will entertain conments.

[ No response]

It

| ooks |ike you have all done your

thinking. We will start again on ny left, please.

T 3 333D

2

VELLS: Wells, yes.

HUSSAI N:  Hussain, yes.

D AGOSTINO D Agostino, yes.
BUKOWSKI :  Bukowski, yes.
CHESON:  Cheson, no.
ECKHARDT: Eckhardt, yes.

GRILLO LOPEZ: Gillo-Lopez, yes but

it doesn't count.

2

5 3 3 33

2

PERRY: Yes, Perry.

RODRI GUEZ:  Rodri guez, yes.
MARTI NO  Martino, no.
MORTI MER:  Mortimer, yes.
LEVI NE: Levine, yes.
HAYLOCK:  Hayl ock, yes.
REAMAN:. Reanman, yes.

MARTI NO. The vote is 11 to 2 in favor

of yes. The fourth question, the FDA Gui dance on

when evi dence of efficacy froma single trial
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wi t hout independent confirmation is adequate for

mar keti ng approval indicates that the study must be

statistically persuasive, such that it would be

unethical to repeat the trial. |Is a confirmatory
trial recommended prior to approval or do we want

anot her study? Wio would like to react to that?

Dr. Cheson, | amgoing to choose you
DR. CHESON. No, | agree it would be
unet hical to do anot her study.

DR. MARTI NG  Anyone el se? Yes?

DR. PERRY: | think we have seen what this

drug does in combination and | think it is a well

desi gned, well done study. | think the results are
just disappointing. | don't think we need anot her
trial to confirmthat. | think what we need is

anot her better drug, another better trial

DR. MARTINOG Well, | guess | tend to

disagree with that. Truly, as | said, this to nme

is avery difficult decision. | recognize the

difficulty of these patients. | recognize the

problems. | recognize the disconforts they live

through. Yet, | feel like |I am approving sonething
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where | amstill sitting here, scratching ny head
as if to whether it is really valuable or whether
it is just another thing to offer people w thout
being able to quantify for them what they are going
to get out of it.

You know, when soneone says your survival
is inproved that is usually the end of that
sentence. Rarely does anyone say but it is, you
know, some days. W don't add that sentence and,
yes, it is always a patient's decision as to what
they want to do, but there are ways in which we
bi as; there are ways in which we get people to buy
things without truly inform ng them of how nuch
they are buying. That is the fear that | have
here, that we are going to be selling a drug and
not really explaining to people what it is that
they are buying out of this so that they can nake a
wel | informed decision. And, as a clinician, |
know we don't add those details and that bugs ne a
lot inthis trial. Dr. D Agostino, you are next.

DR. D AGOSTINO | started asking a

question earlier which related to this question
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before us. | amconcerned that while it is
statistically significant it is not a huge trial
We have a p value of 0.02 but there were questions
about it. There are questions about the safety,
and so forth. In many other settings | am facing
the dilemma of we can't put studies together
because of the response of investigators saying it
is unethical. Are there other neans, like a
hi storical controlled trial or sonme other setup
that could be possible to try to get at the
possibility of putting a study together that would
give us some information that takes us beyond the
one study we have sitting before us?

DR. PAZDUR: \What are you trying to
suggest? A historical control |ooking at this
dat abase conpared to what?

DR. D AGOSTING A new set of subjects
where the new set of subjects are just taking one
regi men but they are being conpared to sone
hi stori cal database, naybe a contenporary database
that is uncontroll ed.

DR PAZDUR: Yes, but | don't need to
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| ecture you about historical databases, that is for
sure.

DR. D AGOSTING Well, it is being done in
ot her arenas.

DR PAZDUR | don't even know if we have
t hat - -

DR D AGCSTING That is nmy question

DR PAZDUR. --that would really be a
mat ched control situation.

DR D AGOSTING That is ny question.
don't see a database and | don't see a study ful
of subj ects.

DR PAZDUR. W coul d al ways have sone
type of Phase 4 commitnent here

DR. SENDEROW CZ: For exanple, with regard
to the study with gentitabine, 70 percent of
patients had PS2 or worse so you couldn't conpare
this drug where 20 percent had PS2 versus the
gentitabine pivotal trial that had a nmuch worse
pr ognosi s.

DR. D AGOSTING Wiere | amcoming fromis

obviously the sanme thing as the Chair and ot her
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peopl e are saying, that because of this tria
trying to put another randonized, controlled tria
toget her, double-blind is hopeless--using it to the
extrene saying it is hopeless--it is unethical
Are there other ways of doing it? M colleague on
the side here is going to say that he can put
together a random zed trial --

DR, BUKOWEKI: | didn't say | could put it
together but | certainly think that when you | ook
at the degree of benefit which is snall--we have to
face it, this is mninal at best--there is no
reason why one couldn't test this conbination
versus anot her conbination w thout Tarceva. You
coul d test bevaci zumab pl us gentitabi ne versus this
combi nation. You wouldn't get the exact answer.

It is not the exact trial you want but, certainly,
you could test this combination again in the
setting of a random zed trial, and | think that
shoul d be done. | think that is really what we
need to do, to test this further because the data
we have is limted right now

DR D AGOSTING But that is not what the
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question is. | mean, you could do a |ot of studies
that are random zed, but for the approval --

DR. BUKOWEKI:  No, no, but we are asking
what else can we do to look at this conbination--

DR D AGCSTINO Prior to approval

DR BUKOABKI: Can we test it versus
genctitabine alone? It would be difficult in the
US todoit. | think that is true. But if you
tested it versus another potentially active
conbi nation you could test this conbination
further.

DR D AGOSTING | don't know- -

DR PAZDUR. That poses a |ot of problens,
fol ks. What other conbination? Obviously, to
demonstrate benefit on a survival endpoint you have
to beat it. Okay? Because to try to do a
noninferiority to an exploratory conbination of
gencti t abi ne pl us whatever, probably we don't have
any idea of any of the control effect that would
need to be nmaintained in a noninferiority study,
and then we are putting really a higher level in

front of this drug to be approved basically.
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Because, renmenber, it is safety and efficacy. You
don't have to prove that you are better than sone
non- approved agents.

DR BUKOWBKI: | am not suggesting that
that be a requirenment for approval of this drug--

DR. PAZDUR: Ckay, just a Phase 4--

DR BUKOWBKI: It could be a Phase 4 way
to look at this drug further. | didn't nean to
inmply that this drug needed to be held to that
particul ar requirenent.

DR. PAZDUR: Because here, again, one of
the problems that we have in oncol ogy--1 shoul dn't
say problens, challenges that we have in oncol ogy
in ternms of other therapeutic areas, is that
pl acebo-controlled trials are done in other
therapeutic areas. Here they are not for the nost
part, especially in another trial that you are
contenpl ating. So, you would be raising the bar
here for approval that you would have to be
superior to on a clinical endpoint, which would not
be appropriate probably.

DR BUKOWBKI : | agree.
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DR. MARTING Dr. Rodriguez?

DR, RODRIGUEZ: | just wanted to bring up
a point that | heard Ms. Wells mention, and that is
that | don't have a personal experience with this
because | treat patients with hematol ogic
mal i gnancies. | don't treat patients with
pancreatic cancer so | don't know what is happening
out there. But Ms. Wells nentioned that many
patients are already, the mgjority are already
being treated in conbination with sonmething el se
and those other sonething el se are not approved
drugs for pancreatic cancer. And, we are beating
oursel ves about the toxicity of this particular
conmpound that seens to be nmanageabl e, whereas
patients mght, unfortunately, be treated with
drugs that are truly rmuch nore toxic than this
conbination. | think what this conbination does is
it may set a new standard to which others should be
conpared for purposes of ethical conduct of
treatment so that patients do not suffer
unnecessary toxicity for no additional benefit.

I would say that there are additiona
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studies that are required, perhaps not necessarily
to reconfirmthe benefit of survival but to confirm
the benefit of lesser toxicity or nore tol erance of
this regi men conpared to other conbinations that
are being done out there without confirmation of
survival benefit.

DR. PAZDUR  There coul d be Phase 4
conmitnents. But | want to ask Ral ph a question
Wy do we think we ask in other therapeutic areas
to do two trials? Generally, it is not to see if
we get better results. It is because there m ght
be some interest that we have or feel a need to
verify the results, to replicate the results

DR D AGOSTINO Exactly. Are we
uncertain about these? |s that what you are
expressing, the statistical validity of the one
trial? Actually, | amgoing to vote to approve it.
I amtrying to see what the options are. You know,
the cardi ovascul ar arena, for exanple, where
spend a fair anobunt of my time, when we tal k about
one trial we want the p value to be 0.001,

sonet hing like that and you hear about 0.01 and
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here is a 0.02. So, we are setting ourselves for a
different level of conviction in ternms of what do
we actual ly need.

As far as the two trials go, | nmean, other
i nvestigators are doing it. | amoften in the
setting of where one study is produced and it is
done by superlative investigators, the next study
doesn't cone out as well so a couple of trials give
you a feel for that. This is a fairly broad trial
It has | think very consistent results. So, ny
vote would be to actually say let's live with this
one trial, and what | want to do is to flesh out so
that tonorrow norning we aren't saying, you know,
we didn't really have to do a randoni zed,
controlled trial. And, | think you should do sone
Phase 4.

DR PAZDUR. Ckay, because, you know, |
think there is a difference between Phase 4
studi es, which we could discuss with the conpany,
versus, you know, another trial needed before
approval of the drug. Those are two separate

i ssues here that need to be distinguished from each
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other. But | think the question that is being
asked here is whether an additional trial is needed
bef ore approval of the drug. Remenber, drugs
generally are devel oped even after--not even but
after approval with nultiple other studies;
cooperative groups take them on and conpare themto
different reginents, etc.

DR MARTINO Dr. Hussain?

DR. HUSSAIN: Do you want ne to reiterate
what everybody el se sai d?

DR MARTINO No. No, | amjust giving
you the opportunity if you have sonething newto
say.

DR HUSSAIN: No, other than that | was
going to say ODAC s disconfort with mediocre, or |
shoul d say nodest results, is not enough
justification in nmy opinion for a repeat trial. |
take "repeat" as the same. | think unless the
consent forns are going to be msinfornming, | can't
see how the IRBs or the patients will sign on. The
drug is out there so "doability" is not possible |

think in that setting. Finally, is this the nost
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optimal use of patient resources in a deadly
di sease, you know, dollars and otherw se? W ought
to invest it in better treatnents. This is, at
best, nodest and we need better results. So, |
think we just go with this and build on it or
i mprove out cone.

DR MARTING Dr. Cheson?

DR CHESON: Well, that is sort of what |
was going to say but I was going to put a different
spin onit. To expand on what | said before, |
think it is unethical because | think this is the
wong regimen and the results are nodest, at best.

I know this is going to get approved based on the
conversations, but we are going to be putting a
reginmen out on the streets as something that is
recomended that | have no confidence in is the
opti mal conbination of these two drugs. W have
seen it with some of the other targeted therapies
that were conbi ned with chenot herapy that have been
negative, and | think that we could probably do a
whol e | ot better with this conbination if it were

done differently. | think we are doing a
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di sservice putting out a drug conbination that is
getting us ten days when, if it were thoughtfully
constructed better, mght give us several nonths of
benefit. So, that is why | think it is unethica
to do another trial because | think this is the
W ong regi nmen.

DR. MARTI NG  How woul d you structure
another trial? | nean is your concern with this
drug or is your concern with the design of this
trial?

DR CHESON: | don't know. | think we
need to look at it differently. | think we need to
bring in our scientists to tell us howto do it
rather than making the Iressa m stake again, which
is what we are doing here except here there is a
little bit of a difference. | think we need to
talk to our scientists, like Dr. Eckhardt sitting
next to me, and |learn which patients may benefit;
| earn whi ch schedul e may be optinmal; |earn how
sonet hi ng up-regul ates sonet hing el se and how t he
chenot herapy may sensitize the cells to the

subsequent administration of this drug.
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I think we are putting out an inferior
regimen on the streets, and that is what is going
to be in the package insert. That is what we are
going to be recommending to our patients. And, |
think actually if you wanted to do a second tria
and you had patients |ooking in the informed
consent that said in the first study we can get you
ten days, | amnot sure there would be a | ot of
t akers.

DR. MARTING So at |east one other person
understands ny feeling on this. Dr. Eckhardt?

DR. ECKHARDT: | mean, | think we are all
agreeing it is a marginal drug for a bad di sease
and the last thing in the world we want to see is
anot her margi nal study. You know, | think the way
I look at pancreatic cancer patients, it is really
| ooking in the face of such a bad di sease that we
are willing to | ook favorably upon very nargi na
dat a.

But | would just really reinforce the idea
that what needs to be done next is either a trial

that has a better design or, you know, certainly
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better drugs. W need to be really focusing on
that. It may nean that we don't just build upon
this data. This drug may or nay not be part of the
next active reginen. This is really just the next
step and the bigger step nay or may not include
this drug. It may include this drug in other
regi mens, and that should really be where we go
with this whole field, particularly with this
cancer.

DR. MARTINO Dr. Levine?

DR. LEVINE: | also agree that | don't
beli eve we need another trial. This was well done.
It acconplished the purpose. |In fact, the rules of
the FDA state that you don't have to have a second
trial given these circunmstance; it is an approved
drug and one cl ean study was done.

On the other hand, | would be very nuch in
favor of Phase 4 testing after approval, and one of
the things that m ght be interesting to me would be
a randomi zed trial between this reginmen and the
exact drugs but given sequentially, or however the

| aboratory data will help. That would be very
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interesting, totry to figure out howit nmght be
used nore optimally.

DR. MARTINO Dr. Gillo-Lopez?

DR CGRILLO LOPEZ: W rarely approve drugs
for cancer based on having found the optinal
regimen within which they should be used, the
optimal conbination. In fact, nore often than not
that optinmal conbination is discovered after nany
more years of clinical research, sometinmes as nuch
as 10 or 15 years after approval.

What | hear a nunber of people around the
tabl e saying and expressing is their desire and
their concern that there shoul d be additiona
studi es post approval. What happens usually is
that once a drug is approved the pharnmaceutica
conpany will alnpbst i mediately set up a Phase 4
program for additional studies to be done. They
wi Il accept proposals frominvestigators for
investigator-initiated studies. Thirdly, they wll
go to the cooperative groups and try to get studies
started within the cooperative groups, or they wll

be approached by the cooperative groups. So, there
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are at | east three ways where the need that is
bei ng expressed here for additional studies will be
addr essed.

DR. MARTING | guess | amstill bothered
by the very concept that one study, when the
di fferences between the two arns are so neager is,
in fact, adequate for all future decision-naking,
and that is what | amhearing here. |If that is the
policy that we have adopted, | would like us to
rethi nk about it.

DR REAMAN: | question whether we are the
right group to be sitting here and deciding what is
meager and what is marginal benefit. | sort of
synpat hi ze with your position about selling
patients ten days, but if soneone sold ne ten
days--and this is definitely not a disease that |
have a great deal of familiarity with--but we heard
in this nmorning' s presentation about people with
advanced hornone refractory prostate cancer who
ref use chenot herapy because of perceived
toxicities. | don't think we are the right group

to be sitting here, deciding what is really the

file:///Z|/Storage/09130NCO.TXT (355 of 367) [9/28/2005 10:51:45 AM]



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

correct risk/benefit ratio. W did see a study

that was designed well, presented well, with a

statistically significant difference in survival

Wth it is ten days or ten weeks, it is

significant. | think on that alone, it should be
approved and | don't think we should sit here and

ask for another study to be done. | think that

definitely unethical

DR. MARTING But this, to me, inmplies

that there is no chance in the universe that one

study could ever have a different result if

repeat ed, and you know that is not the case.

that is what | amhearing here. Yes, | wll grant
you it is a lovely study that did a decent job;
they are decent people. There is no arguing their
intent here. W appreciate their intent. | am

argui ng the basic human principle of is one study

what everything is based on. | nean, is that

Is that what science is all about? | amnot a

statistician but | don't think that is what science

is all about.

| disagree with you that we are not the

file:///Z|/Storage/09130NCO.TXT (356 of 367) [9/28/2005 10:51:45 AM]

356



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

357
right people to nake these judgnments. Well, if we
are not, with all due respect, who in the hell is?
You know, we take care of these people. They are
part of our families, not only our patient famly
but our own personal fanmilies. |f you ever watched
someone dyi ng of pancreatic cancer, giving them an
additional few days isn't always a gift. Sometines
it is; sonetimes they would do anything for that
next breath. But sone of themare awfully happy to
go. That is why there is a whole hospice program
That is why you and | know how to do certain things
to make them unconsci ous so they don't feel their
pain. So, | amsorry, | do think we are the right
peopl e to nake these judgnents. | don't know that
there is anyone who is all that better qualified.
You know, the duty falls on us but | think we have
what it takes to make those decisions. You know,
we can't just kind of give everything away as
t hough, you know, sonehow there is soneone el se who
is better qualified. | nmean, | think we all
under stand these issues very clearly.

DR ECKHARDT: But | think that really
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gets into an issue even with that question of sort
of the ethics and utilization of patient resources.
Agai n, you are facing that patient popul ati on where
you have shown, in a deadly disease, a margina
benefit and you are going to, once again,
random zi ng these patients again to gentitabine
pl us pl acebo versus gentitabi ne plus Tarceva.
have concerns that at the end of the day you coul d
end up with the margi nal benefit once again and we
haven't really taken the field forward. So, |
think it is some of the sane questions. |
under st and your concerns but in some respects that
is subjecting patients to even nore di sappoi ntnent,
or, you know, the fact that they don't have access
to perhaps gentitabi ne/ Tarceval/ Avastin st udy.
mean, we need to nove on. | think we all agree it
i s marginal

DR. MARTI NGO But naybe what we shoul d be
doing is either confirmng that it does have
mar gi nal benefit or finding that it doesn't have
any, in which case you m ght be sparing people this

experience. But | will not bel abor the point.
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think I have nade at |east ny views clear to nost

of you. Yes, Dr. Cheson?
DR. CHESON: Two nore points, one,

like to disagree with ny good friend Antonio.

we have approved reginens |like the one you are very

famliar with that are probably not the optinmal
ones, but not with this mninmal benefit. So, |

think that is one thing that is troubling.

The other is, you know, we saw that there

was no difference--and | amgetting back to what

you sai d because that really struck a note with

me--there was no inprovenment in quality of life but

do we know what the baseline quality of life of

these patients was? |If it was okay and you didn't
inmprove it, that is fine. But if it was poor to

begin with and the patients were taking narcotics
and opi ates because they were in pain, or whatever

it was, and that is what you are not inproving on

but that is what you are prolonging, then what

the point? So, do we have that information? It
becane a question because | don't have the answer

and if they tell ne that these were patients who
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were all very, very sick and you didn't nake them
better, it is different than if they were just fine
and didn't do better or worse.

DR. MARTINO But realize this is a study.
Therefore, you have selected the best in the first
pl ace. You know that about studies.

DR CHESON. You are right; you are right.

DR. MARTI NGO  So, recogni ze that even when
you get an answer, you have to interpret it in the
full ness of this experience.

DR. CHESON: You are right.

DR CAGNONI: | amafraid we do not have a
slide with that detailed information to share with
you. Twenty percent of the patients in the study
had performance status 2. The rest of the patients
had performance status 0-1. That is what | can
tell you right now The information is in the
report however and has been subnitted to the FDA

DR. MARTING Rick, did you want to say
sonet hi ng?

DR. PAZDUR: In response to Bruce,

basically if you take a | ook at the nunber of drugs
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that have | abeled information on quality of life,
there are woefully few and | think that points to
some of the nethodol ogi cal probl ens, how many
patients were synptomatic, etc. So, you know, that
we don't have good quality of life data here that
shows an inprovenent is not a big surprise to ne
because | haven't seen that really in any of the
clinical trials.

Before we nove on to the vote--

DR CHESON: But that also holds for
stabl e disease. |If the patient has a big tunor
mass and it hasn't changed we say, oh, that patient
had stable disease. But is that a clinically
positive endpoint? | think not. And, we are
| unpi ng together stable disease with PRs so it is
the same conundrum |If we don't know what it was
when we started and it hasn't changed, we don't
know that that is good for the patient.

DR PAZDUR: Yes, | guess the point | am
trying to make is that there are many
met hodol ogi cal problems with quality of life to

hold that up as sonething that sonebody has to neet
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before we really view a therapy as beneficial

But before we nove on | would like the
record to show that | do agree with Dr.
Gillo-Lopez. GCkay? And | think that we have to
vi ew that drug devel opnent is a dynam c process,
that the drug approval process is one step in the
devel opment of a drug. W have approved drugs on
response rates. W have approved drugs on tine to
progression. This is a rather difficult endpoint
to neet in a very difficult disease here, and
doubt that the whole devel opment of this drug wll

come to a cessation here with the approval of the

drug. | think cooperative groups will look at this

in different conbinations in a sequential fashion
per haps, or conparing the two different
conbi nations, and all we need to do is to have a
superior conbination and this whol e di scussion
m ght be a noot point. So, let the record show Dr.
Pazdur agrees with Dr. Gill o-Lopez.

[ Laught er]

DR MARTINO Dr. Mortinmer?

DR RILLOLOPEZ: | would like to extend
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my hand in a peace offering.

[ Laught er]

DR. MORTIMER | just wanted to address
this sort of ethical dilemmma. As sonebody who is a
breast cancer person who spends the majority of
their clinical time in giving adjuvant therapy to
worren who are possibly cured without it, in whoml
amgiving long-termtoxicities, life-long
toxicities, perhaps even shortening their lives, |
can't be critical of this. This is an absolutely
positive study. They net their primary endpoint
and | don't see the quality of life issue as a
di | emma here.

DR MARTINO Dr. Bukowski ?

DR. BUKOWBKI: | just agree with Dr.
Mortinmer. | think quality of life is sonething
that doesn't help us in nobst studies that we do.
Although it is certainly additive and it does
support it, for the nbst part we never get any
useful information fromit, probably because the
met hods are not yet devel oped that allow us to do

that. So, | tend to ignore quality of |ife data.
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DR. MARTING. Dr. Perry?

DR PERRY: No conment.

DR. MARTI NG  You forgot what you wanted

to say?

DR. PERRY: No, | amjust trying to

shorten the neeting and get done before m dnight.

DR MARTING Al right. Wth that advice

and | will take it as such, we will put the

question to a vote. The question is basically is a
confirmatory trial recommended prior to approval ?

W will start the voting on ny left again. Please

state your nane.

MS. VELLS: Wells, no.
HUSSAI N:  Hussai n, no.
D AGOSTINO D Agostino, no.
BUKOWBKI :  Bukowski, no.
CHESON:  Cheson, no.
ECKHARDT: Eckhardt, no.
GRI LLO LOPEZ: A non-voting no.
PERRY: Perry, no.

RODRI GUEZ:  Rodri guez, no.

3 33333 DD

MARTI NO  Yes.
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DR MORTIMER  Mortimer, no.

DR LEVINE: Levine, no.

M5. HAYLOCK: Hayl ock, no.

DR REAMAN: Reaman, no.

DR. MARTING The no's have it by a wide

majority. Rick, are you now ready for us to deal
with the final question? The final question is are

we ready to give this agent full approval for this

indication? It is not accel erated approval.
request is for full approval
DR PERRY: Madam Chai rnan, coul d

suggest that this is not our purview? | nean,

you have stated it, we are not approving it; we are

maki ng a recomrendation to the FDA.

DR. MARTI NG You al ways make a

recomendation. Always. Nevertheless, that is our

j ob.

DR. PERRY: W are not approving this,

are nmaki ng a reconmendati on.

DR. PAZDUR: You are nmaking a

recommendation to the Division for consideration

DR PERRY: | just want to be correct.
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DR. MARTING No, | think you are trying

not to take on the full responsibility. That

actually what | am hearing here but | understand.

DR PAZDUR. W will totally take on that

responsibility.

DR. MARTI NGO Discussion? Seeing no

hands, | guess we will take a vote, again starting
on ny left.

M5. WELLS: Wells, yes.

DR HUSSAIN. Hussain, yes.

DR D AGOSTING D Agostino, yes.

DR. BUKOWBKI :  Bukowski, yes.

DR CHESON:. Cheson, no.

DR. ECKHARDT: Eckhardt, yes.

3

GRILLO LOPEZ: @Gillo-Lopez,

non-voting yes.

DR. PERRY: Perry, no.

DR. RODRI GUEZ: Rodriguez, yes.
DR MARTING Martino, no.

DR. MORTI MER  Mortinmer, yes.
DR. LEVINE: Levine, yes.

MB. HAYLOCK: Hayl ock, yes.
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DR REAMAN. Reanan, yes.

DR. MARTINO. The vote is 10 to 3 in favor

of yes. Are there any other issues, Dr. Pazdur,

that you wish the group to discuss?
DR. PAZDUR: Thank you for a very

stimul ating afternoon.

DR. MARTING You are wel cone. Thank you,

all. This is the end of this comnmttee's

del i berations. Thank you.

[ Wher eupon, at 4:10 p.m, the proceedings

wer e adj our ned. ]
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