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question was not so much to change the topic, but if in
fact these indium images are going to be important in
guiding future radiation therapy of the patient, then even
knowing that they’re not important for whether the next
dose is safe, that raises the issue of whether they have a
critical role in the patient management in any case.

DR. NERENSTONE: Dr. Przepiorka.

DR. PRZEPIORKA: I think I know the answer to
this question, but I’'m going to ask just to make sure I do.
What we want to kno is how much radiation the patient got
to whatever organs we need to know, and that historical
information is critically important when you’re having the
patient going on to more radiation. But the scan that
actually tells you what radiation was given was the one
after the yttrium, not the one after the indium. So, the
question is, can you do a scan with the therapeutic drug?

DR. MILLS: The indium image acts as a
surrogate for the yttrium. The yttrium is essentially a
pure beta emitter and therefore it’s not imageable, but the
situation.

From the standpoint here, I can imagine the
application of looking at those biodistribution images over
several time points where an estimation of dosimetry can be

utilized and can be evaluated by the treating radiation
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oncologist to further assess and determine an approximation
of the radiation that’s been given in a certain area. So,
dosimetry may possibly be a retrospective analysis in
certain clinical settings.

DR. NERENSTONE: Just to recapitulate, we voted
for approval in the Rituxan-refractory follicular
population. Do you want further discussion about other
approval?

DR. KEEGAN: I guess the only question I want
is a little bit more clarification of an acceptable
clinical benefit endpoint that the sponsor might consider
in terms of designing new trials. I know survival has been
brought up several times, and I was wondering if there are
other endpoints that the committee would recommend or would
think might be appropriate. I noticed that time to
progression, time to next treatment are also other kinds of
endpoints that have been looked at in these studies, and
whether the committee feels that only survival or some
other endpoints might also be better predictive of clinical
benefit for the population.

DR. NERENSTONE: Dr. Levine.

DR. LEVINE: I would suggest several things.
First of all, somewhere in the paperwork it stated that the
patients who came on to the study required treatment. So,

that would mean to me that there was a symptom somewhere
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down the line or a sign. So, simply number one, what are
the tumor-related symptoms and signs prior to study, what
are the tumor-related symptoms and signs post.

One of the easy ones -- you don’t see it so
often in low-grade, but I’11 just say it anyway -- the
systemic B symptoms, fever, night sweats, weight loss.

That should be captured.

I would certainly go back to your verified
instruments, the quality of life instruments, and just make
sure that the patients really do fill them out and so
forth.

So, those three things would be very useful and
helpful in a clinical sense to show improvement.

DR. NERENSTONE: I guess there’s one more
question about the pediatric population. I know that Dr.
Levine did address that in some of her earlier comments.
Does anyone else want to comment? Dr. Przepiorka.

DR. PRZEPIORKA: Unfortunately, I’11 have to
disagree with Dr. Levine and clarify.

The question the way it’s written is not
exactly the way it went at the pediatric meeting. I
believe we indicated that follicular lymphoma in the
pediatric patients was a different disease than it is in
the adult patients. That’s very clear biologically and
molecularly. There wouldn’t be enough follicular patients
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in the pediatric age group to do a study.

But I think the sense of the folks on the
committee was that if the drug has a target and is not just
a broad cytotoxic, that it may be of value to study this in
the pediatric population if that target were available in a
similar or other malignancy in the pediatric group because
once it gets out into the community, it’s going to get used
by the pediatric docs with no information whatsoever.

The history of Rituxan now is that it‘s being
used for anything that’s CD20 positive, not just follicular
lymphomas. There are lymphomas in the pediatric
population. Albeit there is a risk of leukemia or MDS when
you give radiation plus chemotherapy, the general gestalt
is it’s a risk/benefit analysis that has to be made and
that kid will never grow up if they don’t get something.
So, I don’t know, unless the coG people say, no, we have 20
more drugs for lymphoma that have a 90 percent response,
that we should turn this down right off the bat.

DR. NERENSTONE: Dr. Levine.

DR. LEVINE: I guess I agree and disagree. I
totally agree this should be studied. There’s no question
that it should be studied. My problem with it related to
long-term toxicity with very little data in a population
that are not age 60 when this begins but rather age 6. I

would very much be in favor of additional study in the
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pediatric age population.

DR. NERENSTONE: As opposed to a waiver of
those studies. .

DR. LEVINE: As opposed to waivering, saying,
fine, it’s there, start using it.

DR. NERENSTONE: Dr. Albain.

DR. ALBAIN: I wanted to come back again to the
accelerated approval question. You answered her, I think,
no, that you didn’t need it. My understanding would be you
have an indication voted yes for the refractory population.
So, you then would not want a recommendation regarding
accelerated, yes or no, for the non-Rituxan-refractory
population?

I’'m just concerned here that the pivotal trial
that we saw today was in that population and that there was
a statistically significant benefit for response, which for
all the other compounds we review, would qualify for an
accelerated decision.

In the context of that, I was walking in during
that vote for 2a, and I wanted the record to reflect my
vote to be yes for 2a, please. I was on the wrong question
when I sat down.

DR. SIEGEL: If there might be significant
sentiment that people would vote differently on a question

of accelerated approval -- and I think even more relevant
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is really the 2b issue. I think the benefits in terms of
response rate are there. The issue is is there net
clinical benefit sufficient to recommend if you wanted to
put accelerated approval --

DR. ALBAIN: Some of us are distinguishing,
though, maybe falsely so, but I voted, for example, no on
2b because it was a conventional approval vote. Whereas,
for an accelerated vote, I might vote differently for that
question.

DR. SIEGEL: Right, I understand. I think it
would be useful to reask 2b in the context of accelerated
approval provided that if the committee feels favorably,
I’d like to hear from the members as to what should be the
appropriate study to confirm that there is clinical benefit
to this usage.

DR. NERENSTONE: Dr. Lippman.

DR. LIPPMAN: Yes. I’m really glad this came
up because I was really having a problem with this. The
bar was set very high for 2b and I think that’s why I
brought up this whole discussion of accelerated approval.
There is no question I would vote to approve this on
accelerated approval, and I’d hate the label to not reflect
that. We need more information and we should get it, but
right now, I’d hate for patients to be deprived of this

agent in this setting based on this incredible trial. It
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was really well conducted, and what we saw was highly
significant.

DR. NERENSTONE: My understanding is that we do
not have an accelerated approval application before us.

The company can come back to you with that, but a vote
today would not grant them accelerated approval.

DR. SIEGEL: Well, your votes, of course, even
if we had the application, don’t grant anything.

(Laughter.)

DR. SIEGEL: I didn’t mean that to sound so
flippant as it came out. My apologies.

The other part of that statement was if the
committee were to vote that they recommended that this drug
receive accelerated approval, that advice would be
extremely valuable advice should the company, which
wouldn’t surprise me at all, decide that they might be
interested in submitting such an application. So, the fact
that we don’t have that in hand I don’t think means that
it’s an issue in terms of -- the committee’s vote on that
question I think would be quite useful.

DR. NERENSTONE: Then I think it’s probably
worth -- the sentiment of the committee is they want that
vote and the queStion is do the data presented support
approval for an accelerated approval for Zevalin for the

prior treated population. Which population? Follicular
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lymphoma?

DR. LIPPMAN: The pivotal trial population.

DR. NERENSTONE: The pivotal population of the
large phase III study.

So, the official wording is do the data
presented support accelerated approval for the pivotal
population of the large phase III study. Dr. Sledge, would
you like to start out?

DR. SLEDGE: What is pivotal population?

DR. SIEGEL: Why don’t you make it two votes as
originally planned, first asking whether there ought to be
an approval? Then you could ask separately whether it
ought to be restricted to transformed, which is sort of the
way that the questions were designed. That might be a
Ccleaner way to get the sense of the committee.

DR. NERENSTONE: So, the first is just approval
and the second is whether the smaller population should be
taken out.

DR. SIEGEL: I think that will give us a
Clearer -- because otherwise if people vote no on the
defined population, it won’t be clear whether they think it
should be --

DR. NERENSTONE: Okay. So, the first vote is
approval on the big group, all three subsets as described

in the phase III trial, for accelerated approval.
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DR. TAYLOR: And what’s the second one?

DR. NERENSTONE: The second question is going
to be should the smaller populations be taken out. So, you
can vote yes on one and yes, they should be taken out on
the second, or you can vote yes on one, but no, they
shouldn’t be taken out, or You can vote no on both. And
there’s probably another permutation there too.

DR. SIEGEL: If you vote no on one, we’ll skip
the second.

DR. NERENSTONE: Right. If we vote no on one,
the second is immaterial.

Is that clear as mud? It’s the total
population. The question is does this data support
accelerated approval.

DR. SIEGEL: For patients who have not failed
Rituxan.

DR. NERENSTONE: Correct.

Dr. Sledge.

DR. SLEDGE: I’m going to vote a strong no
here. First, I sincerely dislike the idea of using
accelerated approval as a back door for approval when we’ve
turned down a drug for what we consider good reasons. My
very strong feeling here is -- the reason I voted no at
least -- that I didn’t have a clue if there was real

clinical benefit here, and nothing I’ve heard in the last
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few minutes has changed my mind on that.

DR. NERENSTONE: A point of clarification, Dr.
Lippman. .
DR. LiPPMAN: The longer I’m on this committee,
the more confused I get about accelerated approval. I
thought accelerated approval is when you strongly believe.
I mean, we saw those curves. We saw the data and
everything was going in the right direction. But you’re
right, it hasn’t been absolutely proven. In that case I
would vote for accelerated approval and that the subsequent
studies would be done to prove that.

DR. SIEGEL: One of the problems with
accelerated approval -- that’s correct. You need to firmly
believe that there is a benefit on a surrogate endpoint or
a clinical endpoint other than the critical clinical
endpoint. "Firmly believe" isn’t the legal standard, but
that’s a fair characterization.

One of the problems with accelerated approval
that I think people grapple with in these settings, though,
is that there is still a risk/benefit. You still have to
assess whether the benefit is adequate to find the toxicity
profile acceptable to determine a drug to be safe and
effective. Of course, when you’re dealing with a surrogate
that hasn’t been validated and you don’t know how much

clinical benefit there is with that surrogate, it implies a
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significant amount of guesswork when there are significant
toxicities.

DR. NERENSTONE: Mr. Ohye, just a point of
clarification.

MR. OHYE: Although I’m not a voting member, I
have the regulation in front of me, and I think Dr. Siegel
would agree that the test is that it’s reasonably likely to
predict a clinical benefit. So, you don’t need this
overwhelming data that you would need for full approval.

DR. SIEGEL: You need the same quality of data
to prove an effect on the endpoint.

MR. OHYE: Absolutely, yes.

DR. SIEGEL: Reasonably likely is the level for
presuming that it will translate to a clinical --

MR. OHYE: But once you’ve passed that hurdle
and you obtain these data, are these data reasonably likely
to predict a clinical benefit.

DR. SIEGEL: That is correct.

DR. NERENSTONE: Okay. I’'m going to take the
vote and everybody can have a 1-minute comment if they
want. To read it again, do the data presented support
accelerated approval for the total population of the large
phase III study, that is, the patients who have not failed
Rituxan?

Dr. Sledge.
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DR. SLEDGE: No.

DR. BRIDGES: Yes. I think we’ll unlikely ever
show a survival advantage. I say yes.

DR. REDMAN: I still think yes for full
approval is a better answer, but if that’s not the
question, then yes for accelerated approval.

DR. TAYLOR: I agree with him. Yes.

DR. PELUSI: Yes.

MS. KRIVACIC: I would say yes as well, but
making sure that commitments are kept to continue with the
trials in a timely fashion.

DR. GEORGE: I would abstain for a reason that
hasn’t been expressed, because I can’t judge this, since it
wasn’t presented this way. I don’t know what those
promises will be for future studies, and that would affect
ny vote.

DR. BLAYNEY: I vote yes.

DR. SAUSVILLE: No.

DR. NERENSTONE: VYes.

DR. ALBAIN: Yes.

DR. LIPPMAN: I vote yes, but in my 1 minute,
I’'d like to say that I do agree with Dr. Sledge completely,
that often this is used for a back door. 1In this case I'm
voting yes because I firmly believe that it will be, seeing

all those curves in the data in this well-designed trial,
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but we haven’t seen it yet.

DR. LEVINE: I vote yes.

DR. PRZEPIORKA: I vote yes, and I hope to see
the current trial extended to the right number of patients.

DR. KELSEN: Yes.

DR. CARPENTER: Yes.

DR. NERENSTONE: Then the second question is
should --

DR. SIEGEL: Was that comment you’d like to see
it approved but to continue a placebo-controlled trial?

DR. PRZEPIORKA: No. To extend the numbers.

DR. NERENSTONE: And the vote is 13 yes, 2 no,
and 1 abstention.

Then the last questions, guys -- last question
-- is whether you think those subpopulations should be
taken out of the larger group. Do you want it to be broken
down into transformed and the other low-grade?

DR. SIEGEL: I think transformed is -- based on
the discussion, I think that’s the only one.

DR. NERENSTONE: Okay. So, the question is, do
you think the transformed patients should be taken out of
the indication even for accelerated approval? Dr. Sledge,
we’ll start with you.

DR. SLEDGE: No.

DR. BRIDGES: No.
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DR. REDMAN: I really don’t know how to answer
that question from a clinical trialist standpoint.

DR. NERENSTONE: 1Is that abstain?

DR. REDMAN: Abstain.

DR. TAYLOR: I’m going to abstain too.

DR. PELUSI: No.

MS. KRIVACIC: I say yes.

DR. GEORGE: No.

DR. BLAYNEY: No.

DR. SAUSVILLE: No.

DR. NERENSTONE: I say yes. I think this is a
separate patient population and we need a phase II of those
patients to see what the response rate is, not folded into
a larger group or we’re not going to be able to see the
effects.

DR. ALBAIN: Yes, for the same reasons.

DR. LIPPMAN: No. I think the drug should be
made available, but as part of the accelerated approval,
more data should be accrued, and that may revisit this
question. But at this point, no.

DR. LEVINE: I vote no, but with the provision
that in the new trials, there would need to be sufficient
power in that group alone to see what you‘re doing.

DR. PRZEPIORKA: No.

DR. KELSEN: No.
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DR. CARPENTER: No.

DR. NERENSTONE: 2 abstentions, 3 yes, 11 no.

I’d like to thank everybody for their --

DR. SIEGEL: Wait. I’m sorry. I Know everyone
is eager to go, but I had requested twice. If we are to do
an accelerated approval, we need to determine what’s an
appropriate commitment. I guess we heard one suggestion
for a significant, I guess, substantial continuation and
enlargement of the head-to-head trial as a way -- and
presumably that would be with changing the primary endpoint
to a clinical endpoint, time to progression. Are there any
other comments about how one would confirm a clinical
benefit here?

DR. NERENSTONE: Dr. Lippman.

DR. LIPPMAN: Well, I just bring this up. I
think we should certainly treat more patients with
transformed disease, as Dr. Levine mentioned. But someone
mentioned this during the discussion, that those curves
look pretty different. If they continue at that level with
further follow-up, they’re going to be significant. And
the question is if we revisited this in a year or two, with
just very close follow-up of those patients, would that be
enough to answer the clinical benefit question in addition
to a smaller phase II study in transformed patients.

DR. SIEGEL: My guess is if we looked just at
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follicular subset, that’s likely to happen. If we look at
the total population, it seems less likely.

DR. NERENSTONE: Dr. Kelsen.

DR. KELSEN: If the drug receives accelerated
approval, how would you expect to accrue adequate numbers
of patients? Would you anticipate being able to accrue
adequate numbers of patients?

DR. SIEGEL: Well, in this particular case,
rituximab also has an approval for that usage and obviously
has a different safety profile.

DR. KELSEN: Let me understand the design. The
suggestion was to continue the current design of
randomizing patients to rituximab alone or rituximab plus
the antibody, with the antibodies now commercial available.

DR. SIEGEL: No further comment.

DR. NERENSTONE: We have some announcements.

DR. TEMPLETON-SOMERS: I’'d like to thank you
all for coming and staying. I admire your dedication and
your concentration.

I have a few announcements. Members, if you’re
going to stay here, you must recheck into the hotel as soon
as possible. Be prepared. It’s going to be above
government rate. We’ll deal with that later. And the same
with your travel plans. We’ll figure that out later. Just

do what you’ve got to do.
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Also, for the general public, the Anti-
Infective Drugs Advisory Committee previously scheduled for
tomorrow and Thursday has been canceled, as has the
Anesthetic and Life Support Drugs Advisory Committee, which
was previously scheduled for the 13th and l4th. That was a
huge public interest. That was the opiates meeting. And
again, the Gliadel session this afternoon is canceled.
Thank you very much.

DR. SIEGEL: Oh, wait. One more announcement.
There is a severe shortage of blood in New York and
Washington, D.C. I think this is an audience that should
be aware of that situation.

(Whereupon, at 1:50 p.m., the committee was

adjourned.)
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