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fit any of the protocols. Those are the things
that raise all kinds of questions of

caprici ousness, and as nany peopl e have pointed
out, there ought to be a plan for dealing with
t hose, but soneone, sonmewhere wants to try this

drug in a different tunor, that doesn't seemto

raise too novel issues, that sort of in sonme ways

happens all the tine. This is nore |like a case
where the conpany isn't directing it, but that's
okay, they are not all-know ng.

DR. NERENSTONE: Ms. Linden.

DR LINDEN. | would like to respond to a
couple of comments that have been nade around the

table and al so nentioned this norning and al so at

t he Decenber heari ng.

First, | would like to respond to M.

Pl atner regarding equity and justice, and that this

is the time to nove on from focusing on those
issues. | amafraid--or I amnot afraid--]I
actually view those issues differently as a

bi oet hi ci st.

The way that | view themis that equity
and justice are ideals toward which we strive and

in any arena, whether it is experinental therapies
or denocracy or what have you, we never acconplish
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fully our ideals. W use them as beacons toward
whi ch we are gui ded.

| would also like to respond to a comrent
that M. Erwin nmade, as well as Dr. Wllianms, in
part of the discussion |ast Decenber that has
really stayed with ne over these past five or so
nonths, and that is the issue of conmunication.

Dr. WIllianms this norning
pr oposed- - per haps "proposed” is too hard a
ver si on--suggested the possibility of a consensus
conference at sonme point to lay a framework for the
i ssues of treatnment |INDs and expanded access. |
think that is a wonderful idea, but | do believe
that we are very far froma tine when it would be
appropriate to hold such a conference.

Bob Erwin's coment about communication, |
think is extraordinarily inportant, and the sort of
comuni cation that | am nost concerned about is of
the sort that was nentioned at the hearing | ast
Decenber, and that is conmunication between and
anong industry, PhRVA and its constituent nenbers,
| ar ge pharmaceutical conpanies, and small biotech
start-ups, community nenbers, activists, consuners,

physi ci ans, the FDA, the NCI, HMO3s, which have a
rather significant role in those communities where



© 00 N o g b~ wWw N PP

N N N e e e e i e o i
W N P O © 0O ~N ©o O » W N B O

NN
(S N

they are dom nant providers and how clinical trials
are enroll ed.

| hope that the call for neetings where
t hese various stakehol ders can get together and
begin to talk about their concerns, the fiscal
concerns that you nmentioned, Dr. Taylor a few
nonents ago, so that we can really begin to hear
each other and find out what our points of
agreenent are, what our common ground is, and where
we have fundanental disagreenents. That is not
goi ng to happen at a consensus conference. A
consensus conference is for down the road in ny
Vi ew.

Thank you.

DR. NERENSTONE: M. Dixon.

MR. DI XON: Yes. W have gone around and
around once again on this information and access,
and justice and equity point, and | would like to
rem nd everyone that we do have a statutory basis
for a clinical trials' database, which is largely
ignored by industry involved in FDA-related trials.

| would hope that this group woul d suggest
strongly to the agency that it work nore

aggressively with industry to assure that those
trials are avail abl e on a database, so that
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patients can find out about them wherever they
live. | think this would go a | ong way towards
answeri ng sone of these access questions.

| also think that if all cancer trials at
the FDA were within one office, so there were
simlar rules across the board, that that would
al so be a big step forward.

Thank you.

DR. NERENSTONE: Dr. Al bain

DR. ALBAIN: | do think, though, in
relation to the concept of a consensus conference
and national dialogue, that we are in a new era,

t hough, with our new agents, our nol ecul ar targeted
therapies, and, in fact, we are now seeing trials
open and close in 6 to 8 nonths with expanded
access trials opening before the investigators know
even the toxicity profile of the agent.

So, I think it is clearly necessary that
we rapidly reach sonme consensus about how at | east
an expanded trial process should proceed
national |l y.

DR. NERENSTONE: Dr. Sl edge.

DR. SLEDGE: After hearing so many

wonder ful di scussions here, it is hard to add a
whole lot, but just three points, if | could.
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First, the issue of justice. | nean in
essence in this very wonderful phil osophi cal
di scussion, we are basically tal king about two very
different concepts of justice.

One is sort of utilitarian justice of, you
know, the greatest good for the greatest nunber,
whi ch woul d suggest that justice is best served by
getting a drug onto the market as quickly as
possi bl e, and therefore doing the best trials as
qui ckly as possible, and anything that holds it up
will delay justice for the majority.

The ot her form of justice, of course, is
i ndi vi dual justice, what can we do best for the
i ndi vi dual

These really are very different concepts
of justice, we have got to recognize that.

Second, froma scientific standpoint,
| eaving aside the issue of expanded access, which
don't think is what we are discussing here, but
rather the use of single patient use setting, can
we get anything scientific out of single use
indications? M bias is no. M bias is no
because, first, the physicians who are involved in

the systemas a rule of thunb are not clinica
researchers, and they are not used to or very good
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at collecting clinical research data.

The patients, as a group, tend to be very
poorly characterized, and therefore, even the
adverse event data that you get out of these single
use indications I think is highly flawed and is
confounded by the patient's underlying disease in
nost cases.

Is it possible that we m ght be able to
get sone signal data froman efficacy standpoint in
terms of rare tunors? There, | suspect, yes, it is
possible. Certainly, if one |ooks at the history
of, say, a treatable cancer |ike testicular cancer,
where actually the initial signals did conme out of
Phase | progranms, and out of individual patients
respondi ng remarkably well in a rare tunor, | think
it is at least possible that there may be at | east
sone potential for getting that sort of data.

Third, is a toxicity issue. W have
tal ked a | ot about inform ng patients, but the
truth of the matter is that for drugs in early
devel opnent, we really don't have nuch to tel
pati ents about the drugs.

Tal ki ng about issues of infornmed consent

with patients with a drug that has only been
through a Phase | trial or very early Phase |
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trial is pretty nonsensical, to tell the truth.
Most of the tinme we just sinply don't know anyt hi ng
about the range of activity of the drug, and we
truly don't know very nmuch about the toxicity of
the drug. Most of the scary side effects that we
end up discussing with patients down the road, we
|l earn as a result of large Phase Ill trials rather
than Phase | and Phase Il trials.

So, ny bias is that a | ot of the
bur eaucracy that surrounds single use is pretty
much wast ed bureaucracy. The sending of a protocol
to an Institutional Review Board, you know, the
i nformed consent discussions that go around this,
think by and large really are done primarily for
| awyers rather than for patients. | amtruly not
sure how much they benefit the average patient.

DR. NERENSTONE: Again, | have a question,
a point of information. Sonebody raised a question
about centralizing the database for patient access
to trials.

Wul d soneone comrent about PDQ and
whet her that has expanded access protocols |listed
on that, does anyone know?

V5. DELANEY: We request that the
conpanies list their expanded access protocols in
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the PDQ Conpliance with PDQ in general, though
has been very poor, as Carl D xon said. There are
currently 1,850 clinical trials in the PDQ
dat abase, and the nunber of industry-sponsored
trials in that database, the highest it ever got
was 200, and it is now going down again in spite of
the | aw that was passed.

So, this is the single | argest place that
a patient can find out about an ongoing trial or if
they are not eligible for an expanded access
protocol that may be in there, they certainly can
find out about another trial they mght be eligible
for, the conpliance with it has been poor to
m ser abl e.

DR. NERENSTONE: So, naybe one of the
suggestions can be that because the nechani sm
exi sts, that drug conpani es shoul d be encouraged- - |
don't know if we can say required--to conply with
that in ternms of helping themw th their accrual
as well as patient information about existing
studi es. Because the nechani sm does exist, we
shoul dn't have to reinvent the wheel.

O her coment s?

MR DIXON:. If I could just suppl enent
that, the statute on that particul ar database says
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that they shall conply, so it is not a question of
whet her industry wants to do it or not, the
database is there. It is just that they are not
doing it.

DR. NERENSTONE: Coul d you pl ease
i ntroduce yourself for the nmenbers of the
commttee?

M5. TOGD | will. | am Terry Toi go.
Part of the law that Carl Dixon is referring to is
a section of the Food and Drug Modernization Act,
Section 113. FDA devel oped gui dance and put out
gui dance about a year ago. W w |l have anot her
gui dance docunent avail able very shortly that wl|
tell sponsors howto get their trials into
clinicaltrials.gov, which is the database that the
gover nnent devel oped to respond to Section 113 of
FDANA.

So, that will clear up any--we have
al ready given guidance on which trials need to be
put in that database. This wll tell industry how
to get the trials into the database. It is
required, it is a law

The reason they are not doing it--Dr.

Tenpl e asked nme how cone conpani es are not doing
it--Congress passed a |law, we are devel opi ng
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gui dance. W needed to get a nmechanismin place
for conpanies to submt their trials, and that has
been now devel oped.

DR. NERENSTONE: Dr. Rednan.

DR. REDVAN: Again, | am probably just
going to reiterate what Dr. Sl edge said, you know,
there seemto be two issues here. The one that |
cane prepared to discuss, | guess was the access to
i nvestigational agents, not therapies, outside the
context of a clinical trial.

| think that process, that access does
co-opt the clinical trial, not that that person is
not being put on a clinical trial, but the fact is
you are naking an assunption that the clinical
trial is through and you know the answer, and there
is sonme therapeutic benefit.

| really think that is a fallacy, and |
tend to agree that the whol e process of single
patient use or access to an investigational agent
is alot of waste of tinme, both at the regul atory
| evel and at the physician level, and there is no
information that is gained fromthat.

Sonme of the other comrents, though, are

dealing with better access to clinical trials, and
| do agree, and there have been neetings at the
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NCl, at CTEP, regarding this process. | think that
process definitely needs inprovenent, but | don't
think this commttee is going to inprove it.

DR. NERENSTONE: Dr. Linden.

DR. LINDEN: In response to the coment,
the clarification of the regs for the database, as
Wi th any requirenent, requirenents don't hold a | ot
of water unless there is enforcenent, and | wonder
if there is or will be enforcenent of entering
trials and updating information as it is
appropriate. That seens to ne that it would be
quite essenti al .

DR. NERENSTONE: M. Erw n.

MR. ERWN. Leaving the broader questions
of clinical trial design and expanded access and
j ust going back to individual access for a nonent,
| think there is an additional perspective to
consider, and that is the hope by a | ot of
scientists, and certainly famlies and patients,
that newer technologies will lead to nore
ef fi caci ous products and the sonetines very
reasonabl e hope that what an individual is trying
to get access will, in fact, turn out to be one of

t hose.
For exanple, had it been necessary,
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al though I guess in many cases it wasn't, for an
individual to attenpt to get access to {d eevec,
there is a good chance it woul d have been
beneficial, at least with the data that is
currently avail abl e t oday.

So, as nore and nore targeted therapies,
as they have been called, cone along, the
i nportance to an individual of individual access
m ght actually increase.

| think that the nechanismthat is in
pl ace now, which the FDA very infrequently bl ocks,
where an individual's physician and a conpany can
choose to voluntarily provide individual access,
certainly works sonetinmes, and what we are talking
about is howto, one, nmake it fairer, to make it
per haps | ess conpl ex, perhaps streamine it, but
nore inportantly, to integrate it into the broader
context of the two forns of justice that Dr. Sl edge
referred to.

The additional perspective | think we
ought to keep in mnd is that the drive by famlies
and individuals to survive a disease |like cancer is
going to go on no matter what policy decisions we

make, and, in fact, if individual access were
conpl etely bl ocked, there would still be consi stent
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persistent attenpts at access to sonet hing.

In fact, in the United States right now,
patients can get access through the |egal clinical
trials mechanism drugs that nost of us in this
room probably believe do not work, and for which
t hose patients pay thousands of dollars in ful
conpliance with FDA regul ations or at |east close
to full conpliance, and many of us consider those
particular kinds of trials to be fraud, but they
happen to fit within the |legal framework that has
been set up.

Al ternative therapies are another whol e
category. People fly overseas for all sorts of
bi zarre treatnments. So, that demand and that drive
for a cure, as unreasonable as it may be, needs to
constantly be factored back into the decisions that
are nmade, particularly when there is an attenpt to
provi de gui dance and educati on, because they are
not going to go away and in the face of advancing
technol ogy, that hope will continually be fueled
whether it is false or not.

DR. NERENSTONE: Dr. Spiegel.

DR. SPI EGEL: Listening, | would concur

w th sonme ot her speakers that there seemto be a
| ot of issues on the table including general access
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to clinical trials, participation in either the
governnment or there are many--1 think there are
still sonme around that are trying to nmake public
dat abases and for-profit conpani es that have sone
very cl ever ideas about how to overcone sone of the
i ssues that have been raised with the governnent
dat abases and providing a third party who coul d
screen patients for conpanies who could post their
trials, but I think that is a different consensus
conf er ence.

VWhat | wanted to nention was | think both
in the Decenber neeting and on 60 M nutes, but what
we have heard is probably a very appropriate |evel
of frustration that it is hard for people to
penetrate both Big Pharma and little biotech
conpani es to understand what stage drugs are at and
whet her any single patient exenption is avail abl e.

| amcertainly taking hone sonething that
we could all do is to just challenge our own public
rel ations departnents to see if our web sites or
800 nunbers could be nore clear, so that people
could even get a fast answer, that we do not at
this time have a conpassi onate use or an expanded

access programfor any indication for a drug if it
is at a very early stage of devel opnent, just to
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gi ve people answers, so they don't feel they have
to keep knocki ng on doors.

| would i ke to raise a different issue,
t hough, and | guess | would ask Dr. CGeorge or
maybe, | know Dr. Tenple has thought about this
often, is just to go to the concept of equipoise
that we apply when we do a clinical trial, we
convince ourselves that it is ethical to random ze
to standard therapy versus experinental because
nobody knows the answer, that one armof the trial
is better than another.

But sonmehow when it cones to a
conpassi onate use, we seemto be saying if I am
doing a trial that has 25 inclusion and excl usion
criteria, and a patient is not eligible, but I am
doing the trial to find out if it works in that
di sease, sonehow | shoul d be consi dering
conpassi onately that sonebody whose creatinine is
too high or had too nmany prior therapies should
have access to conpassionate use when there is
really no evidence, you know, by the usual criteria
of evidence, that it is likely to work. So,
don't know if our statisticians or people who have

t hought about clinical trial devel opnent woul d want
to cooment in that.
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DR. GEORGE: A brief comment. There is
one issue that you brought up obliquely there is
the issue of eligibility criteria in clinical
trials, which is sonething else off the topic here,
but | guess it is relevant in sone indirect ways,
that | think it is true in cancer particularly that
the eligibility criteria are often too rigid.

That is, there are too many eligibility
criteria. That, of course, then |leads to the
situation of people saying, well, not many people
are entered on clinical trials in cancer, and one
of the reasons is they are not eligible for the
clinical trials that are available. | nean there
are trials that are there, but they can't get on
t hem because they have a long list of eligibility
criteria.

But it is just the issue of whether, then,
not neeting the eligibility criteria, why people
seek these conpassi onate use or whatever we call
them nechani sns is just a human one, | think.

DR. NERENSTONE: Dr. WIIians.

DR. WLLIAMS: You nmay wonder why we
titled this single patient use. It was really to

try to focus on the questions we asked here, which
is the dilemma that we are often faced with, is
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when should we say no, the FDA say no, you know,
according to follow ng the guidelines and | aw t hat
there is there isn't adequate safety and efficacy
to allow this person to receive the drug. That is
our responsibility.

| think many of the questions we are
heari ng addressed, but what we do need to address
in the future and may or nmay not be our
responsibility, but I would Ilike to make sure we
have tinme to ask--1 think we have good groundwork
for it--but the questions about when should we
absolutely say no, when is it basically, | would
say, unethical or unwi se or unsafe for us to allow
use.

The only reason we put single patient use
is because it avoids the likelihood it is going to
interfere with the trial or all these different
i ssues that industry m ght be concerned with, the
cost, et cetera, and nore, in the tinme remaining,
per haps focus on when should FDA say no, and then
in the future, we hope that there will be a process
where we can address sone of these other issues.

DR. TAYLOR | would like to nake a

coment to answer yours, but al so about what was
said earlier about frustration. | think what |I see
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as much as frustration about not being able to get
an answer is frustration about dying. | think that
is the whole basis of alot of this is frustration
about dying and the realities of nedicine and what
man can do and what CGod can do.

| do think that that is part of what | am
tal king about in terns of patient education. | my
not know what the toxicity of that Phase | drug is,
but I do know the |ikelihood of response based upon
other Phase |I trials, and | have to be frank and
honest about what nman can do, and that is a very
i nportant part of this whole thing.

Alot of this is dealing with the
frustration of dying and our inadequacies in
medi cal care.

| would Iike to go back. | think that |
woul d agree, that | think that a patient whose
performance status is so poor that we don't
consider themable to tolerate or to respond to
standard curative therapy would be a very reason
not to agree to provide that type of drug.

| also have a very hard tine saying that
we are going to give Phase | agents out when we

have not even obtained a dose | evel that we know
could be used in a safe fashion. | think in that
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setting that we do give, as you alluded to, with
your equi poise, we do give the inplication that we
think this drug is better and before the trial is
done. W don't have the trial done, and we inply
by allowing that, that we know it is better.

We don't know it is better, we just don't
know, and it is a big zero in the colum as opposed
to a 10 percent response or a 20 percent response
fromthe standard things.

DR. NERENSTONE: Wiy don't we then ask for
Dr. WIlianms, focus our discussion nore
specifically on the questions, and we can further
have di scussi on under that framework that m ght be
nore specific to what the FDA needs us to
acconplish this norning.

| amgoing to just go to the Questions to
the Coonmttee. | think that we have had extensive
di scussi on about just to very briefly the FDA is
seeking advice fromus in its role of assessing the
ri sk-to-benefit ratio of treatnent use wth an
experinmental drug in an individual patient, and
when determ ning the apparent risk-to-benefit
ratio, the followi ng are inportant considerations:

How t horoughly has the drug been studied
i n humans?
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VWhat do the prelimnary results fromthese
st udi es suggest about the safety and efficacy (or
activity) of the drug?

VWhat are the other therapeutic options
available to the patient?

They feel that those are questions that
need to be in the context of those kinds of issues.

| would Iike to go to our first Questions
to the Committee.

For each of the follow ng clinica
scenari os describing standard therapy, please
di scuss the foll ow ng question:

The FDA receives a request from an
i nvestigator to use Drug X under a single patient
I ND. The commercial sponsor of Drug X has granted
perm ssion for the investigator to use the drug and
al so has provided witten perm ssion for FDA to
refer to the coomercial IND, so that has all been
taken care of. The patient's nedical history is
outlined in each of the scenarios bel ow

The investigator states that the patient
is aware of the benefits of standard therapy but
wants to receive investigational treatnment with

Drug X instead. The patient is ineligible or
unable to participate in a clinical trial using
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Drug X

When woul d single patient treatnment with
Drug X be appropriate?

They would like us to discuss it in the
context of the drug' s stage of devel opnent, the
| evel of efficacy and toxicity that would be
acceptable in the follow ng standard therapy cases.

So, that is setting the scenario.

The first is there is no standard therapy
avai l abl e, and essentially netastatic--1 guess you
mean extensive--non-snall-cell |lung cancer that has
received all avail abl e therapy.

| think that probably we need to talk
about what phase the drug is in, Phase |, Phase,

1, Phase Ill, as to when that woul d be
appropriate, so each of these.

The first would be Phase I. Wuld it be
appropriate for a patient to receive a Phase | drug
Wi th non-small-cell lung cancer after all avail able
t herapy has been exhausted?

D scussion fromthe conmttee?

DR WLLIAMS: Dr. Nerenstone, we are not
really asking for votes on these. W really would

just prefer to get discussion.
DR. NERENSTONE: | will lead off. | would
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say no. | think in any of these scenarios, a Phase
| drug is really not appropriate for w despread or
even [imted single patient use. W have no idea
of the toxicity. How can you even do an inforned
consent if you not only don't know the drug dose,
but have no idea of the toxicity.

So, | would say because of |ack of data,
i nformed consent becones neani ngl ess and therefore,
the potential to do extraordinary harmrenmains
hi gh, the benefit remains nost |ikely very |ow
So, | would say pretty nuch under no circunstances
do | think a Phase | drug should be given out for
single patient IND, single patient exenption.

Dr. Kel sen.

DR. KELSEN: | agree. | was thinking
about this. If it is truly an experinental drug in
Phase I, it is not a conbination of conventional

agents being used in a Phase | trial, which gets a
little tricky, so if | put that aside for a m nute,
and it is really a new drug, you are at Level 2 or
Level 3, you have no idea of the toxicity, you have
only treated three or four patients, naybe up to
Six, to provide that outside of a carefully,

carefully supervised trial would make ne very
uneasy.
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DR. WLLIAMS: As a devil's advocate,
there is an inforned consent in your Phase | trial,
and for that patient it is okay, but you are saying
since you don't have a controlled setting, that
woul d be anot her - -

DR. KELSEN: Right, obviously. There is
two settings this happens in. You are the
investigator at the center doing the Phase | trial.
The patient is not eligible. The level is not
open, which is even nore difficult, they are
eligible, but the level is not open.

But you know very, very little about that
drug. That woul d nmake ne very uneasy, make ne
extrenely uneasy. The patient is not at your
center. They read the PDQ They understand there
is Drug X that is being studied in New York or
California or wherever, and they want to receive
that drug froma physician who is not even invol ved
in the study. | think that is really a bad idea.

DR. NERENSTONE: Dr. Przepi orka.

DR. PRZEPI ORKA: | woul d have to agree
that anything that has not been studied or is stil
in Phase | or just conpleted Phase | and going to

Phase 11, should not be used in a single individual
patient.
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| don't disagree with the term nol ogy

"treatnment IND." | think that pretty nuch says it
exactly the way we intend it to be. It is not a
single patient experinent. It is a single patient
treatment. So, in the interest of tine, | would

actual ly suggest that we not even entertain Phase O

or Phase | drugs in the rest of the scenarios.
DR. NERENSTONE: 1Is that the feeling of

the commttee? M. Erw n.

MR. ERW N: | think it is useful to draw a

di stinction between single patient exception and a

single patient |IND, because that al so addresses the

confidence of the investigator and the quality with

whi ch that patient will be treated.
DR. WLLIAMS: You are suggesting that it

m ght be acceptable at a Phase | center for soneone

who didn't fit on the protocol, that they m ght
consider treating themoff that protocol, is that
what you are suggesti ng?

MR. ERWN. Yes, that is ny suggestion.

DR. NERENSTONE: Wy, | guess is ny
question, why woul d you consi der doing that?

DR. KELSEN. W should be very careful

about that because the paraneters for a Phase |
trial usually involve very small groups of people
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at each level, and it is a very conmopn scenario to
say, you know, you tal ked to nme about Phase |
studies and you told ne that you m ght be opening
another level, and it is not, but I did fit the
criteria and | want to go into that. | could
i mgi ne that having a | evel of 20 people in no tine
flat wthout really knowing all the side effects.

MR ERWN | would agree that it requires
care, but in this case, a single patient exception
to the study, you have got the primary investigator
who is running the Phase | study, who may be the
physi ci an involved. You have got the patient, you
have got the IRB. There are nmultiple |levels of
deci sionmaking in this case which have all gone
positive.

My suggestion is that you don't need
br oader governnment involvenent in that decision
At that point, you have got enough conpetent people
who have said yes, | want to do it. It cones back
to that issue of patient autonony.

DR. KELSEN: It inplies that a patient can
say | understand that the study is not open,
understand you don't know very nuch at all about

this drug, you have only treated the first few
patients, but | want you to treat ne, and you could
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have that situation, you could have a nunber of
patients who are requesting that therapy when you
know very little.

DR. TAYLOR  You don't have true infornmed
consent because your inforned consent for the Phase
| trial says | amnot doing this for a therapeutic
benefit, | amdoing this to find the side effects,
and that is not the sane as doing it for treatnent.

The objectives of a Phase | trial are to
determ ne the MID and the toxicity of that drug,
and by treating that patient off of the study, you
don't succeed in getting your objectives, and the
patient, in ny opinion, is being treated with
sonet hing that therapeutically, has a very little
chance of responding, and they are not
under st andi ng that.

DR SLEDGE: | can't accept that. You
have to differentiate between why we do Phase |

trials and why patients go on Phase | trials.

DR. TAYLOR | don't disagree, but | think
you still have to--
DR, SLEDGE: | nmean the idea that a

patient goes on a Phase | trial w thout any hope of

t herapeutic intent is ridiculous.
DR. TAYLOR And | don't do it w thout any
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hope of therapeutic intent, but | think the
realities of it or the objectives of that trial are
not for therapeutic benefit at that point.

DR SLEDGE: | amwell aware that that is
your objective, it is not the patient's objective.

DR. NERENSTONE: Dr. Rednan.

DR. REDVAN: Basically, this is for Dr.
Kel sen with M. Erwin. Having reviewed off-site
Phase | trials, what you are suggesting, many
i nvestigators have had their trials pulled for
doing that. It is inappropriate, it is unethical,
and not within the rights of the patient to demand
treatnment on an investigational trial outside the
confines of that trial.

We are tal king about allow ng Phase I. |
nmean | can go all the way up to Phase Il and say
no.

DR. NERENSTONE: Dr. Al bain.

DR. ALBAIN: | think we have the real
potential of doing harm That has been alluded to,
and we cannot allow patients in these early Phase |
trials that are designed very deliberately with
rigideligibility criteria to protect the patient.

We don't know the netabolism You know,
the creatinine criteria my be very, very
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appropriate, and you put sonmeone on with a
creatinine of 2, you could kill them

DR. NERENSTONE: | think that the FDA,
that the take-home nessage that | see is that there
may be a real division between the nedical
community and the non-nedi cal conmunity over this
issue, and | do think that the nedical comunity,
many of whom around this table have been invol ved
in Phase | research, is struck by how potentially
harnful this could be.

In our role as physician, sonmeone pointed
out how research treating a group of peopl e under
research and treating patients individually
sonetinmes cone into conflict. Qur fear is that in
this particular case, it is the physicians who are
worried about doing harm and the non-physicians
who perhaps don't understand our fear of doing harm
to the extent that we are--1 don't want to say
horrified at this idea--but certainly strongly
agai nst Phase | drugs being rel eased.

DR WLLIAMS: | think that was a very
good discussion, and it will be useful.

DR. NERENSTONE: Again, with the standard

patient with nmetastatic non-small-cell |ung cancer,
what about a Phase Il agent? D scussion.



© 00 N o g b~ wWw N PP

N N N e e e e i e o i
W N P O © 0O ~N ©o O » W N B O

NN
(S N

DR. KELSEN: This is a little trickier
because this happens al so a great deal where there
is an agent that is under study in a given disease
for which we now know perhaps a good bit about
toxicity. It may be a nmulticenter trial where
there is information froma nunber of
i nvestigators, so that you have a better feel for
the dose and the schedule. You knowit well enough
to go forward, and you are already beginning to see
prelimnary activity.

Now, you have made even maybe a
prelimnary report in sonme neeting, not necessarily
an open neeting, which very rapidly begins to
di ssem nate, and you have a patient who has no
options, would ordinarily be a candidate for the
study, but they have sonething that w thholds from
the study, which is not felt to be a safety issue,
or the study, even worse, has now filled its
accrual in that particular center, and the patient
says, you know, | know that this drug is working in
22.5 percent of patients for Tenple, and | would
| i ke access to this agent in nmy disease for which
you have exhausted all the conventional options,

and we face that every day.
DR. WLLIAVMS: Wat about sone patients
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treated, but no activity, or just the first few

pati ents have been treated?

DR. KELSEN: | think that is very
inportant. So, even within Phase Il, | guess the
suggestion is even within Phase Il, there are

gradations as to when treating a patient with
single patient use, it becones nore reasonabl e and
| ess reasonable, and | agree with the inplication
that | have treated three people, | haven't a clue.

DR. WLLIAMS: | would like to hear the
di scussion. Is it just you need to know it is safe
based on Phase |, or is it that you have to show
sone activity? Were do you find it reasonable or
not reasonabl e?

DR. KELSEN: | am speaking personally for
nyself. | have only treated a few patients, | have
no evidence of activity, what is the conpelling
reason that we should use this agent in this
situation as opposed to the latter.

DR WLLIAMS: It is a different question,
though. It is not whether you have conpelling
reasons, you and FDA, you have cone to work for us,
and you would say no if soneone wanted to. Wen

should we say no, if there is no activity, should
we say no in Phase Il, or should we say yes?
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DR. NERENSTONE: Dr. Rednan.

DR. REDVAN: | think if the FDAis wlling
to approve a drug on Phase |l data from 40
patients, | think the FDA should say fine, but if
you are not willing to approve the drug, | would
ask the nedi cal nmenbers here how nmany agents that
have gone through Phase Il trials or to Phase I
trials, have shown increased efficacy over and
above that in a Phase Il trial?

| think it has always been the exact
opposite. It has always been in Phase IIIl trials
where the efficacy has either naybe been
equi val ent, but nore likely has been less. So,
t hi nk, again, even if we have an ASCO abstract from
the Phase Il trial that suggests that there is a 25
percent response rate of an agent, that that stil
does not require it to be given out on a
conpassi onate, single patient, however you want to
define it, unless the FDAis willing to say, gee,
based on that information, we will approve the
drug, we recommend approval of the drug.

DR. NERENSTONE: | see this as a little
bit nore of a gray area, and | could see where

patient pressure and physician pressure could be
brought to bear after several, either one or
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several encouraging Phase Il studies are rel eased.

| agree, the likelihood that this patient
is going to benefit is indeed quite small, and |
think no matter what, that you still have to have
performance status criteria, and you probably have
to have end organ criteria, because treating
soneone again with a bilirubin of 12 in a new drug
is very likely to be toxic, especially if we
haven't had a | ot of experience wth it, and you
can set up those end organ targets as to what would
be appropriate, but | think that later in Phase ||
when you actually have sone published data, | would
make the argunent that | could see at |east the
potential of releasing that.

My feeling would be that you would try and
do it in open access because as soon as that kind
of data becones avail able, especially for sonething
like small-cell lung cancer, it is not going to be
one or two patients who are interested init, it is
going to be many patients who are interested in it.

M. Erwn.

MR ERWN. | just wanted to add one
further perspective on that conmment about

i ndi cations of effectiveness. The reality is that
a lot of tines, particularly biotech conpanies,
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don't even go to Phase Il unless they have sone
i ndi cation of efficacy in Phase I|.

| know that that doesn't fit the
traditional and official criteria for Phase |, but
t hey use non-validated surrogates to get sone
i ndi cation of efficacy before making that decision
to go forward. So, the Phase |, Phase Il, Phase
[1l distinction in many respects is even |ess clear
when it is now possible for a Phase Il trial to be
desi gned for and designated as pivotal.

| think, again, ny opinion cones back to
the individuals involved, the patient, the
physi cian, and particularly a clinical trial's
experienced physician nmaki ng a deci sion about
possi bl e benefit.

DR. NERENSTONE: Dr. Spiegel.

DR SPIEGEL: | would ask if Gant could
clarify the position the FDAis in. |If we are
really tal king about a drug that is in Phase |1, |
woul d pose that nobody knows during that period

where you are.

I f a conpany cones to the agency at an end

of Phase Il neeting and |lays out all of the single

study or all of nmultiple Phase Il's, and then the
agency could say it has know edge of a |evel of
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activity, but if you are called about a drug by an
i nvestigator, by a patient, who knows of one
anecdote that |ooked great, or |I think the | ast
coment is very good, even if Phase | had a proof

of concept aspect to it and sone bi ol ogi cal

principle was confirmed in Phase I, into and end of
Phase 11, you don't know what the true response
rate is.

So, | think you should be confortable
saying we don't know where we are if soneone
requests it during Phase I

DR. NERENSTONE: Dr. Tenple.

DR TEMPLE: | guess | want to press you,
Stacy, on the practicalities here. Wat | heard
you suggesting is that until people are ready to
provide quite w de access, treatnment IND or its
equi valent, then, it doesn't make nuch sense to
have individuals do it, but there are sone
practical considerations.

Conpani es are not always ready to provide
w de access, but they like to use the, | don't
know, pressure-releasing ability of a few
i ndi viduals getting the drug in the situation where

conceivably, if asked, we mght allow a treatnent
prot ocol, but nobody has actually asked for one.
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That raises all the questions of
unfairness and caprici ousness and people being in
the know and all that. Do you have any further
t hought s? Wat you were suggesting | think was,
wel |, once you know enough to have anybody on these
t hi ngs, you probably know enough to have a | ot of
peopl e on these things, but what about the
practicalities, should we be saying no until you
are ready to do it for everybody, it is not really
fair or equitable to do it for a couple of people?
What are your thoughts about that?

DR. NERENSTONE: | think I was hoping in
the best of all situations, and | amvery sensitive
to the fact that especially the smaller conpanies
are not going to have geared up and are not going
to be able to provide w de access, in the best of
all situations, especially with a ot of patients
with a disease |ike lung cancer, | just see this as
opening the flood gates, and you have to be
prepared for the flood gates to be opened.

Do | think we shoul d absol utely prohibit

single patient treatnment in later Phase IIl, if they
can't do that, no, I amnot going to take that hard
a stance.

DR. TEMPLE: Wuld you want it to be done
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in sone way that was fair even if limted? There
have been lotteries, for exanple, where a conpany
wasn't willing to do it for a mllion people.

DR. NERENSTONE: Absolutely, | think that
is exactly right. Then, you have to be prepared
for the flood gates to be opened, because | think
they will be, and | amnot saying that that is
necessarily a good thing. | don't see it as a good
thing, but | think that is bowng to the realities.

Dr. Al bain.

DR. ALBAIN: You actually just stated what
| was going to state, Stacy, that | we are in sone
of these situations right now with sone of the new
nol ecul es and that the pivotal trials have
conpl eted, and we don't have all the answers,
however, there have been abstracts presented in
nati onal neetings, and the conpani es have cone
forward with lotteries with expanded access
prograns, and | think that is the place to refer
our patients to rather than going through the
cunbersone process of a single use situation.

Al t hough we weren't asked specifically to
address that, that is why | said earlier that

having a rapid consensus nationally on how to nount
these trials, howto help sone of these snaller
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conpani es do these through perhaps a central
mechani sm when t hey cannot nount themindividually
woul d be very useful right now.

DR. NERENSTONE: Dr. Bl ayney.

DR. BLAYNEY: | think | would support the
busi ness of single patient exenptions, and | think
you ought to build that into your drug devel opnent
process. At the end of Phase | neetings, one of
the questions you mght ask the sponsor is if this
really | ooks good, how do you propose a fair and
equal expanded access and at what point would you
feel confortable doing that.

Some sponsors may have limted production
facilities, and that needs to be known in advance,
and | think it would give the agency, as well as
t he sponsor, as well as the physicians and patients
who want access to these prograns a better idea of
what the ground rules are going in.

| think also, if |I may say, there may be
sone conpelling biologic reasons that may energe
that you may want to give expanded access if there
are peculiar nolecular targets that either are
known i n advance or known beforehand wth

i ndi vi dual patients whose tunors denonstrate
potential susceptibility to these nol ecul ar
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targets, you may want to build that into your
t hi nki ng, as well.

DR WLLIAVMS: Could I clarify the
rati onal e that several of you have expressed? |
very clearly understood during Phase I, it was a
patient safety issue, you didn't have the data on
patient safety, but in Phase Il, we do have the
data on safety, and you are entering your patients
with the hope of seeing a response rate or
what ever, and now per haps you have ot her patients
that don't fit on that.

A conpany conmes to you and says we are
early in Phase |11, but we have a patient here that
doesn't fit, we would like to treat him by speci al
exception use, and your rationale for not giving
that patient an investigation agent, if they want
to, if the conpany wants to, is what?

DR. NERENSTONE: | think in early Phase
[1, it is still a toxicity issue. You know, very
few patients have been treated on that, and so it
still could be nuch worse than placebo. So, the
idea of, well, doing no harm | think is still an
issue here with early Phase 11.

Dr. Ceorge.
DR, CGEORGE: Actually, nmy coment is
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related to that, and Dr. WIIlianms' coment sone,
and that is just to rem nd people that the
notorious unreliability of Phase | data, even with
respect to toxicity, these are very small studies
done with very restrictive eligibility criteria for
safety reasons, and then at the | ater stages, those
criteria change and just froma statistical point
of view, these studies are known to be very
reliable.

| have certainly been involved with a
nunber of Phase Il and even Phase |l studies where
we had to radically change dose and schedul e
because of unexpected things.

So, you can't say that just because the
Phase | test is over, we know the toxicity, so
everything is okay about that, now, all we are
concerned about is efficacy.

DR. NERENSTONE: Dr. Linden.

DR. LINDEN: One argunent | heard a little
whi |l e ago was that because Phase |--1 am goi ng back
to the Phase | question--because Phase | trials
have scientific objectives only, not treatnent
obj ectives, under the scenario, treatnment |ND

requests shoul d be deni ed, but Phase Il or Phase
[1/111 trials also only have scientific objectives,
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not treatnent objectives.

So, thereis alittle bit of slippery
ground there in this group as to whether treatnent
| NDs shoul d be permtted at all.

That is ny comment.

DR. NERENSTONE: | think nost people would
say that Phase |l studies where you are | ooking for
di sease response is a surrogate endpoint for
patient benefit. You are perhaps right in that
that is an abstract concept that we have not yet
proven, but certainly the expectation is that tunor
response, which is what we are neasuring, iS going
to be correlated with synptomrelief and nore.

So, | think that nost of us who do
clinical trials would say that Phase Il and Phase
1l studies really do have patient benefit as a
goal of the treatnent.

DR. NERENSTONE: Dr. Przepi orka.

DR PRZEPI ORKA: | just wanted to address
two i ssues regarding the Phase Il studies, and that
isif we go back to the term nology treatnent |ND,
if we are really going to treat the patient, then,
we really do need to know not only safety, but

efficacy, there is no question about that.
| just want to broaden sonething that Dr
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Ner enst one sai d about having performance status
requi renents for those sorts of treatnent |INDs and
that even when we pick up the journal and read
about a new drug that has come out, we have to read
the Method section to see who was the patient

popul ation that was studi ed.

When we sit down with the patient, we have
totell themthe results based on whether or not
they fit those eligibility criteria, so | would
even suggest that for a treatnent IND, the patient
has to actually fulfill the eligibility criteria
for the study fromwhich the activity was shown.

Anything else is going to be a new study,
and as was pointed out, even in Phase | studies,
and Phase Il studies, eligibility criteria have had
to be changed because of that, and if you cone to
the single patient exenption question, you know, it
woul d be valuable data to find out whether or not
the safety of that drug in such a patient would be
of value, but it has to be done in a controlled
setting. That nmeans anot her study. It has to be
done with nore than one patient.

DR. NERENSTONE: So, Donna, you are naking

the safety argunent that even Phase |l data nay not
be reliable enough to translate into a patient
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treat nent.

DR. PRZEPI ORKA: |If the Phase Il study is
conpl eted, and we know the activity, we know the
safety, and we know the patient popul ation, then,
woul d say yes, that would be sonebody who you would
give a treatnent IND to while you are waiting for
Phase Il or other progress and devel opnent, but if
you are still within the Phase Il and you don't
have the results yet, then, no, there is no
indications to treat soneone with that drug.

DR. NERENSTONE: Dr. Kel sen.

DR. KELSEN: | agree, the issues for Phase

I, first of all, all studies have scientific ains,
they have primary objectives and secondary
objectives. Mst Phase |I's or at |east many Phase
I's, the secondary objective is to | ook the

t herapeutic efficacy, but it is not the primry
objective, it is the secondary objective.

The primary objective of Phase Il and I
is an efficacy objective. It is not a scientific
reason you are not treating people on Phase | for
the single patient use, it is really just safety.
You just don't know the right dosing schedule, and

you put the patient at risk.
DR. NERENSTONE: Dr. Averbuch.
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DR. AVERBUCH: Mostly to respond to Dr.

Bl ayney's comments, and | think to echo sone of the
| ast speaker's comments about it is only going to
be at the end of Phase Il where we begin to have a
| evel of confidence about benefit-risk, and it wll
depend on the drug, on the patient popul ation, on
the trial design, but | think it is only at that
poi nt by which you can begin to make judgnents
about expanded access and whatever setting you
provi de.

The other point I want to nake, | think
want to throw out a very extrene caution about
trying to have different rules for these
nol ecul arly targeted, defined agents. | mean those
are still hypotheses, and | think we still are
bound by the principles of good clinical trials to
either satisfy or refute those hypot heses based on
clinical outcones.

| nmean the hypothesis existed that
specific antiarrhythm cs would lead to inproved
nortality in cardi ovascul ar di sease, and we know
the outcone of sone of those trials. So, | think
we have to be very cautious about changing the

rules for those nolecularly defined agents.
DR. NERENSTONE: Dr. Tenple.
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DR. TEMPLE: | just want to observe that
what you are all saying is entirely consistent with
the rules of treatnment IND. There has to be
reasonabl e evi dence of effectiveness, obviously not
quite enough to get the drug marketed, but
sonething less than that, but still sone, and there
is actually a slightly different expectati on when
the di sease being treated is fatal, which | guess
is the case here, and the rul es suggest that it
will be very unusual to do that until the end of
Phase Il or thereabouts where you have sone
evi dence, so what you are saying is quite
consistent wwth the current definitions.

DR. WLLIAMS: But not necessarily the
sanme as what has been done in, say, single patient
use.

DR. TEMPLE: Well, no, that is right.

t hought what Dr. Nerenstone said earlier is that
one should think of single patient uses that aren't
to |l earn sonething, but to provide access as
roughly simlar to being ready to allow for al nbst
everybody. That is what | heard before, which is
an interesting formul ation.

DR. NERENSTONE: Ms. Del aney.
MS. DELANEY: | would just like to say
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sonething as a practical matter fromthe experience
that we have in our office, that while the focus of
our discussion is clearly advice to FDA and how we
shoul d handl e single patient |INDs, our practical
roll up the sleeve experience with this is that
conpani es usually start by saying yes to single
patient INDs, and their entire, let's call it
conpassi onate use until we change it, the

conpassi onate use plan is unantici pat ed.

It is sort of like tunbleweed and it
starts to roll, and then panic sets in, and many
tinmes also | think these are al ways good peopl e
caught in a bad situation, but nobody wants to say
no to the patient, and so oftentines conpanies wll
refer patients even today i nappropriately to us,
knowi ng that the answer is no, but we have to turn
themright back to the conpany and say this is a
deci sion of the conpany.

My request is that sponsors anticipate
this ahead of tinme. Think ahead what will the
triggers be to when they m ght consider a treatnent
I ND, when will they consider an expanded access
protocol, under what circunstances will you all ow

single patient INDs, and not get the patients and
famly nmenbers caught up in the phone calls back
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and forth to FDA saying no, it is not our job, it's
the conpany's job. It is really very distressing
for people who are, for the nost part, at the end
stage of their life.

DR. NERENSTONE: Dr. Sant ana.

DR. SANTANA: One of the problens | have
with this whole discussion is--and | think it was
presented by one of the patient representatives
earlier in a letter--was that we are really talking
w t hout having nuch data in front of us and we are
trying to make these rules, if that is what the FDA
wants us to advise themon, on how to put patients
in these categories to allow this or not to happen
w thout really knowi ng what the real world is al
about .

It was triggered by Donna's conment in the
sense that for a patient to get one of these drugs
under the mantra that it is non-research, but it is
still investigational blah-blah-blah, that they
have to neet sone eligibility requirenents that are
very simlar to the patients that otherw se would
go on the Phase Il study, but the reality is that I
bet you that a | ot of these requests are because

patients do not neet the eligibility requirenents
as stated in the protocol or for many other
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reasons, that they may not have access, they live a
| ong di stance, so we are dealing with a whole

het er ogeneous set of reasons of what initiates the
process to request a practitioner or a patient or a
famly to request these products, and now we are
setting a brand-new set of rules that, in essence,
wi |l inpede that process, if that is the goal of

t he process.

So, one of the questions that | have--it
sounds like a little bit of a circular
argunent - - but one of the questions | have for the
FDA i s when people request this, why are they
requesting it, what are the reasons, is it because
they are not neeting the eligibility criteria for
studi es or because it is their |ast chance hope,
and they want to get a hand on anything, or is it
because they don't have access to the trial.
mean what are the real reasons?

DR. WLLIAMS: | think all of those and
nore, and we may not even be supplied with it in
t hat way.

DR. SANTANA: |If that is true, then, we
have got to be very, very careful that we don't set

a set of rules to allow these special exenptions to
be approved.
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DR. WLLIAMS: Actually, you have not been
asked to allow them W are nostly interested in
when we woul d say no, because we do have that
responsibility, and clearly we do say no soneti nes,
not that often, but we are interested in your
coment s about not necessarily would you in various
circunst ances, but what is the basis for why you
woul d say no, and | think it was pretty clear about
Phase |, the reason behind it.

DR. SANTANA: Yes, for safety, | think
that is very true.

DR WLLIAVMS: | would worry too nuch
about we are not going to take these and set rigid
rules based on a majority vote. That is why we are
not even having voting, but we would like to
under st and your reasons and get your input, because
we have to nmake these decisions on basically a
daily basis, and we would like to have sone input
fromthe commttee.

DR. NERENSTONE: Dr. Przepiorka, would you
like to respond to Dr. Santana?

DR. PRZEPI ORKA: Yes. | would actually
not disagree totally wwth he said. | think there

does have to be a nmechani sm avail able for patients
who do not fit eligibility criteria and therefore
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woul d not be considered, quote, unquote,
"treatnent," that is responding to the standard
reginen and the eligibility criteria that was used
to denonstrate activity.

This is where | think safety protocols in
t he expanded access setting have to be set up
early, because nost of the patients who will be
treated, wll be treated outside the eligibility
criteria, and it is really inportant to get sone of
that information avail abl e.

| al so want to address one comment that
Dr. WIllianms said earlier, which was that he
doesn't believe that sone of the things that we
were discussing earlier today were actually within
the purview of the FDA, and one of the things that
| amreally concerned about is there is probably a
| ot of data from expanded access protocols and
safety data, and information that we could possibly
draw some concl usi ons about who should or should
not be treated under these circunstances.

It is unfortunate that it is largely
probably all on archaic nedium so we can't really
access it very well, but | would hope that the FDA

woul d have a plan to actually get that formalized
in the future, so that we could use that data to
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make nore reasonabl e concl usi ons.

DR. NERENSTONE: Dr. Linden.

DR. LINDEN: The discussion so far has
focused on the risk-benefit ratio and the toxicity
factor and the activity-benefit ratio, and we have
heard a | ot today about the problematic use of the
word "conpassion,"” and yet it is ny understanding
t hat conpassion is yet another el enent that needs
to be figured, that does need or may not need
dependi ng on where you stand, to be figured into
this pot of elenents that need to be taken into
account .

If that is so, if there is an elenent of
conpassion in this nechanism then, nunber one,
woul d suggest that we not throw that term out of
our |exicon, but that that needs to be wed in sone
way to these other factors because it is a
significant factor.

DR. PAZDUR  Just to answer this question,
and Dr. Santana's question, when we | ooked at this
i ssue, the vast mgjority of reasons why people are
| ooking to go onto the single patient is because of
too many therapies. Basically, they are third,

fourth, fifth, sixth line therapies, and they are
| ooking for a treatment option here.
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To answer Donna's question, one of the big
probl ens that we have is just the uncontrolled
nature of many of these expanded access, which
makes really scientific conclusions very difficult
to make. | assume she is referring to toxicity
considerations in this aspect.

Because of the uncontrolled nature here
and also the reporting many tines of the
information, it is difficult to make a really
scientific conclusion.

DR. SANTANA: | hate to be sinplistic, but
if the majority of the patients fit in this
category, then, maybe the clinical study should
have a strata of patients that defines that
subgroup. That nmay not be used in terns of the
anal ysis of the approval process, but certainly
woul d offer the clinical investigation to go
forward

If that is a big part of the pie, | hate
to be sinplistic, there may be a solution to that.

DR. NERENSTONE: Dr. Tenple.

DR. TEMPLE: | just want to totally agree
with that. There is no reason why the primary

efficacy analysis couldn't be done in the subset of
peopl e who do have good performance status while
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you maintain the other groups. | nean they are
already in the institution, it should be little
burden to include them and you will get
information on what the drug is like in those, and
that is really an excellent idea.

DR. NERENSTONE: Dr. Spiegel.

DR SPIECGEL: | wanted to respond to sone
of the comments that particularly the FDA nenbers
have contri buted today, although I would resist Dr.
Tenpl e' s provocative question should the FDA denmand
justice, | think we have enough trouble witing
gui dances and rules for things that are better
understood than that. But | think it would be very
appropriate for the FDA either at the end of Phase
1, although usually we have a very limted tine to
tal k about other issues about how we are devel opi ng
the drug, but either in the context of that neeting
or when the first request cones in and an inportant
senat or or sonebody el se has requested it, | think
it is appropriate for the FDA to ask us what are we
going to do with the next request.

The other thing | would say is the FDA is
a wonderful source of good and bad experience to

share with sponsors. You can't divulge proprietary
i nformati on about ot her conpanies' products, but if
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you have seen a very good ECAP programrun, there
IS no reason why you couldn't challenge either a
Bi g Pharma conpany that may have done things pretty
wel |, but could do them better or m ght have done
things | ousy, or small conpanies that are here for
the first time, to say have you consi dered, instead
of an individual patient exenption, doing an
expanded access for 20 patients and see what
happens, or if you want to treat 200 patients, why
don't you do it under these types of nechani sns
that mght help us all learn nore about it.

So, | would encourage the agency to feel
that it has the authority to have these di scussions

with big or small conpanies, although | don't want

any rul es.

DR NERENSTONE: Dr. Carpenter.

DR. CARPENTER: | think I wanted to
comment on conpassion. It may be under-rated, but

| think a nunber of the physicians in the field
al so feel a certain anount of conpassion toward
this group of patients, but feel very much on the
spot when they get requests in people whose organ
performance is bad or performance is bad where you

woul dn't give nore standard treatnent because there
is alnost no real chance of benefit, then being
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asked to give an experinental drug wwth a lot |ess
knowl edge and a | ot nore uncertainty to the sanme
person.

So, the idea of sone very general
gui del i nes about organ performance and performance
status, to give a person a realistic idea about the
chance of inproving on anything, nuch I ess the
experinental drug, could well be part of the
process at sone point, and |I don't know whet her the
FDA woul d want to say that for certain people this
could be done, but really don't feel it's in usual
gui del i nes of good practice. There is that person,
and there are sone who sinply exhausted the usual
t hi ngs, does have good organ function and
performance, for whoma prom sing new drug that is
not yet wi dely available m ght be a very reasonable
option. It is getting sone balance in that, that I
think that we are chasing issues.

DR. NERENSTONE: M. Erw n.

MR ERWN. | think these |ast few
comment s have been extrenely good, and one in
particul ar regarding inclusion of nontraditional
patient groups in clinical trials, all of those

patients for which people legitimtely express
concern about safety will ultimtely be treated
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once the drug is approved for marketing.

The nore insight that can be gained into
t hose popul ations early, the better, | would say,
and it gets back to the whol e question of what
quality information do we have in this discussion,
how many patients, if any, have ever actually
received a survival benefit fromindividual access
to a Phase |1, Phase |, Phase Ill drug, how many
patients, if any, have ever actually been harnmed by
t hat access, how does that conpare to what happens
after marketing approval is granted.

You know, there is a lot of information
that is probably out there that we haven't conpil ed
into a systematic way to help in these sorts of
debates, and it keeps com ng up over and over
agai n, you know, access to god quality information,
a retrospective analysis that could be very hel pful
t hrough sone nechani sm

DR. NERENSTONE: | suspect that that data
does not currently exist, nor is it retrievable on
the basis of discussions with FDA with single
patient exenptions as it now operates.

DR. PAZDUR  Plus many of these trials are

single arm so it is going to be hard to determ ne
any survival benefit from any single-arm study.
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DR. TAYLOR Right, and the reason we are
doing the trials, and the reason that they have
strict criteriais totry to get good data and to
get good scientific answers, and | guess | am goi ng
to show ny age, but nany years ago there weren't
the restrictions on treatnment that there currently
are when we put people on investigational trials,
and what we have | earned were those patients who
had had multiple treatnents didn't respond. In
fact, the statistic | was taught was that after

each treatnent, your chance of respondi ng drops by

20 percent.

So, we have done that before. | am not
opposed to it. | have a lot |ess problemgiving
Phase Il agents out in this individual basis, but |

think that to criticize our trials, the reason they
have been devel oped that way was to try to give a
fair answer about a particular drug or a particular
treatnment, so that a patient would know it.

| don't also agree that | would
necessarily, if that drug were on the market, give
it to a patient, because |I think part of conpassion
is totell themwhen they are wasting their time

and their noney.
| f you have had four treatnents for
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non-smal | -cell carcinoma of the lung, you are
wasting your tinme and your noney to do anot her one,
and if you can say that there is a benefit to

soci ety because | amgoing to be on a Phase | trial
or there is a benefit in sone other way, that's
fine, but I amnot sure it is conpassionate when
have peopl e com ng back and forth for bl ood counts
and CT's and spending that tinme for sonething that

| have pretty good evidence it is not going to work
because they have had four prior treatnents.

DR. NERENSTONE: Dr. Linden.

DR. LINDEN: Hypothetically, what if a
study were commenced today to | ook at outcone
measures for patients who are granted treatnent
| NDs, and a second study on expanded access, and
what if it were |learned that the outcones are
virtually, unilaterally poor for both kinds of
studies, and there is anecdotal evidence and nore
t han anecdotal evidence, as Dr. Tayl or just
suggested, that people do rather poorly on
treatnent |1 NDs because they cone to themso | ate,
because they have received so nmuch pretreatnent, et
cetera?

If we are tal king about safety, that is
one matter, but if we are tal king about activity
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and efficacy, if there is no efficacy, is that a
basis for--and | am speaking in | ate Phase |
trials, for drugs that are in | ate Phase |
trials--is that a basis for elimnating this
mechani sn? | amjust asking this as question to
try to help us focus on what our justifications or
criteria are.

DR. NERENSTONE: | guess you are asking if
we al ready know that the response rate is zero, do
we as physicians, who are trained ostensibly as
scientists, have the right to refuse treatnment to a
patient, and I would say yes. | would say |I don't
i ke including the word "conpassi on," because |
don't think that that is appropriate for us to be
t al ki ng about .

| think the conpassion that we show our
patients is at the individual level. | think we
have to set guidelines, and oncology likes to think
itself as being a part of evidence-based nedicine,
and just as physicians have too | ong given
antibiotics for patients who walk in the door with
a viral infection and said, oh, the patient wants
it, and therefore they should get it, I think it is

asking us to throw out all of our nedical training
to say we should be giving patients, and as | said,
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it is not placebo, it is worse than placebo,
because these are toxic nedications, but even if it
weren't toxic, should we be giving them nedi cations
that we know don't work because the patients are
demanding it.

| would say no, as a |licensed physician,
that is irresponsible and unethical because | know
froma science-based point of viewthat it is not
going to work. So, | would say yes, we have a
responsibility to tell patients no, that you should
not be getting this drug.

DR. TEMPLE: Sone of the suggestions that
we mght learn nore fromthis experience are |
think unlikely to be fruitful because they are
uni formy uncontrolled in a population that is
typically not terribly well defined, so that
getting survival data, | think is going to be very
difficult.

This sort of violates Gant's |aw, but |
just want to throw out one thought that hasn't cone
up much, which is the possibility that sonme forns
of expanded access could actually be done in the
formof large, sinple trials--that was on Grant's

slide--especially if the |ikelihood of benefit is
nodest, that is, you are tal king about people who
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have failed nultiple therapies, then, you really

have to wonder what you are going to acconplish

| NDs and

j ust wor

possibility of actually random zi ng.

| east on
doses.

that is

There is no requirenent that treatnent

their like not provide useful

ks out that way.

e AIDS trial that

So, there is

dat a,

t he

it is

There is at

random zed between two

There are very few sim |l ar exanples,

anot her possibility,

but

that the right form

for wi der access to take in people m ght be one

that actually provides information of a sonmewhat

different kind fromwhat we are used to, not

focusing so much on tunor size and things |ike

that, but on things |ike survival

out cones,

whi ch

woul d need | arge nunbers and m ght support w der

access,

for conmp

and m ght actually be economcally feasible

anies, as well.

It is worth throwng into the m x although

it doesn't get to Gant's nmain problem which is

single p

go back

we have?

atient.
DR. NERENSTONE:

to the questions?

DR WLLIAMS: Let's see,

Fi fteen m nutes.
DR. NERENSTONE:

Grant, do you want us to

W are still

on A

how many nore do

Ther e
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is no standard therapy. How about Phase 11
trials? The drug is already in Phase IIl trials.
Shoul d the patient be able to have a single patient
exenpti on? Have we beaten that to death? 1| think
t he general consensus is that woul d be okay.

DR. REDVAN: | disagree for the record.

DR. NERENSTONE: B. Avail able treatnent
shows a margi nal survival benefit. Non-netastatic
| ung cancer, 1 to 2-nonth nedi an survival, produces
noderate toxicity. Should they be able to
get--Phase |, we have sort of tal ked about, Phase
Il or Phase I11? | don't think it is really a big
different discussion actually than we have al ready
had.

DR. WLLIAMS: It is because we are no
| onger tal ki ng about whether they have used al
avail able therapies. Here, we are saying avail able
therapy has 1 to 2 nonth survival benefit. Wat
woul d you have to see in a drug to allow you to
substitute it for that, or does it even play into
your consideration?

DR. NERENSTONE: Dr. Al bain.

DR. ALBAIN: | guess | would ask you,

G ant, at | east we have nunerous in untreated
nmetastatic non-small-cell trials that have shown an
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i nproved survival benefit, not just neasured in

medi an, but we are tal king about significant 1- and

2-year survival benefit, and quality of life

benefit versus best supportive care.

These trials have been conducted in

Canada, the United States, and Europe, so that

woul d personal |y have a probl em maki ng a broad

statenent that one could all ow soneone to go off

onto experinental therapy when you had standard

therapies that not only inprove survival, but

inprove quality of life, and that is where the

education of the patient conmes back in, and the

public, on what can be achieved in this disease.

nont oxi ¢,

DR. WLLIAVMS: That is this agent is

it seens to be relatively nontoxic, let's

say, and has a response rate. Wuld you allow it

or not?

DR. ALBAIN. Right now | thought we were

t al ki ng about Phase |I.

DR. NERENSTONE: No, we are noving to end

of Phase I1.

DR. WLLIAVS: Were would you draw the

| ine, what anount of efficacy or proven efficacy or

toxicity of this drug, in what setting would you

allow it,

or would you never allow it?
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DR ALBAIN: | think I would work very
hard first to educate the patient and the famly
about what we can achieve wth standard therapy in
this scenario where not only do we know that we
have an i nproved statistical survival benefit, but
we have quality of |life data over and over now that
is conpelling, that it is better with treatnent.

DR. NERENSTONE: Dr. Tayl or.

DR. TAYLOR | would disagree a little
bit. | would say that in this setting, | would not
be opposed to giving thema Phase |l agent because

| don't have a curative treatnent, and it is a very
smal | group of patients that gain that benefit. |
don't disagree that because there is sonething
standard avail abl e, that that shouldn't be brought
up to themas one way of doing it, but I have no
problemw th giving Phase Il agents to patients
with non-small-cell lung cancer.

DR. NERENSTONE: But renenber off study.

Dr. Sl edge.

DR. SLEDGE: This actually is an area
where we have a little data, actually from your
group, Kathy, in breast cancer, where there was

several years ago a random zed trial in breast
cancer between novel Phase Il agents--
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DR ALBAIN. It was not ny group, it was
t he CALGB.

DR SLEDGE: --CALGB--between novel Phase
Il agents and standard therapy.

That trial was done with very strict
criteria, which is if you progressed after a couple
of cycles of therapy on the nonstandard reginen,
you went to the standard regi nen, but there was
i dentical survival between the two groups.

It is hard for ne to imagine that if you
had it under that sort of carefully controlled sort
of setting, that it would be a danger. The real
danger, of course, cones up due to the fact that
nost of these settings are not carefully
controll ed.

DR. WLLIAMS: George, that was with
progression, going off study if you did not
respond?

DR, SLEDGE: Correct. M recollection of
the trial was if you got two cycles, six weeks, 10
weeks of therapy, and had evidence of progressive
di sease, you immedi ately crossed over to the
standard t herapy.

There was identical survival between the
two arns.
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DR. WLLIAMS: How large was the trial, do
you know?

DR SLEDGE: It was actually a set of
rotating Phase Il trials conpared to a standard
arm It was a fairly | arge database.

DR. ALBAIN. | was not disagreeing, Sarah,
with offering this end of Phase Il investigational
drug, but nmy concern would be if that was a broad
policy, that sone patients would not derive the
benefit of quality survival for 1 to 2 years with
extensive small-cell, and to go back to Dr.

Sl edge's point, we don't have that data fromthat
breast trial available in extensive non-small-cel

| ung cancer now that we have therapies that can
inprove quality of life in the standard setting,

al t hough one could argue the breast standard agents
did do that, so it's a good point.

But | think it is education. | would be
very nervous about letting a nmessage get out that
this is an appropriate setting when we have worked
so hard to educate the |ay community about what we
can achieve for lung cancer survivorship.

DR. NERENSTONE: | think that is a very

i nportant point because | think all of these
scenarios are when the FDA is approached with this
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problem That is not to say this is sonething that
we advocate as treatnent at all, and | think that
is a very inportant tenet, to nmake sure everybody
under st ands, because this is going to be

di ssem nated wdely and this is for the patient who
has deci ded after a |lot of counseling with their
private physician why this is probably not a great
idea and insists on it anyway.

DR. NERENSTONE: Dr. Carpenter, did you
want to add anyt hi ng?

DR CARPENTER: No.

DR. NERENSTONE: Dr. Bl ayney.

DR. BLAYNEY: | would be reluctant to
advise the FDA to allow a single patient exenption
at the end of a Phase II, | think in this setting,
because | think it may jeopardize further drug
devel opnent bot h because of accrual to clinical
trials and it may uncover sone toxicity that would
take sonme tinme to explain and inpede the tinely
devel opnent of a potentially rational and useful
t her apy.

DR. NERENSTONE: If we can go on then to
the third scenario. Standard therapy provides a

substanti al prolongation of nedian survival. That
is a patient with advanced ovarian cancer, 1 to 2
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year nedi an survival benefit, but is generally not
curative.

| would be happy to start this
conversation. | would find it very difficult to
approve soneone who i s not going to take standard
treatnent, which in general is not
|l ife-threatening, does not have prol onged severe
permanent side effects, and instead, wants to use a
single patient exenption for a drug that is in
Phase Il where we have no idea of its activity and
its survival benefit or even duration of nedian
response benefit as a single agent.

So, | would be hard pressed to think that
this is a good idea.

MR ERWN | agree with you this tine.

[ Laught er.]

DR. ALBAIN. Stacy, what do you say if it

is in Phase II1l, though, what is your reply?

DR. NERENSTONE: Single agent treatnent is

not a standard in the United States, and | woul d be
hard pressed to think that a single agent is going
to be better or even the same as our current
upfront treatnents.

So, usually, when you are tal ki ng about
Phase Ill, it is in conbination wth sonething el se
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by the tinme it gets to Phase Ill, so as a single
agent, | don't see the scenario where that woul d be
appropri ate.

DR. WLLIAMS: So, you would like to see
results fromthe random zed trial showng a simlar
sort of outcone.

DR. ALBAIN. The reason | junped to that,
as we all know, the new agents, the small nol ecul es
are going from Stage 1, quasi-Phase |1, and
oftentimes not a true Phase Il trial, into Phase
11, leapfrogging, so that | don't know that we
want to give the nessage that we are all saying
that Phase |1l trials, if it is out there, that we
could go ahead and justify, so | wouldn't in this
si tuation.

DR, KELSEN: It does get a little nuddier
when you have a study--1 wll disagree with you on
t hat - -when we have a Phase Il or a Phase Il trial
we have an experinental drug plus conventional
therapy in sonme of these settings, so what they are
saying is, oh, well, | have this small nol ecul e,
nonocl onal antibody, and it is being used in
conbi nation with proven, approved, approved for

t hat indication chenotherapy, but | don't fit
entrance criteria into the study, and I would Iike
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to get that drug. That makes it a harder deci sion.

The easier decision for ne is the patient
perfectly fits criteria for the trial, but says I
don't want to be random zed to that arm As soon
as you do that, then, it would be very hard to do
Phase 111 trials.

DR. NERENSTONE: | think, though, that
that is the problem Wen you start allow ng that
drug to be given out as the adjunct, you wll
conpletely shut down your clinical trials, and
again, these are nol ecul es not without very high
cost, sone toxicity, and you are going to get into
the sanme problemyou had with the bone nmarrow
transplant situation, which is everybody got it, no
one went on to study, and you never knew what the
real answer was to your question.

DR. KELSEN. | agree with you. | amjust
saying it's an even trickier situation.

DR. NERENSTONE: Dr. Przepi orka.

DR. PRZEPI ORKA: Just to underscore that,
| think if you are witing rules for yourself, one
rule to say no is patient is eligible for a study.
Then, they should not be under treatnent | ND.

DR. NERENSTONE: Dr. Linden.

DR. LINDEN. And that is precisely part of
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the regs, that is witten in stone. |[|f the person
is eligible for atrial, they are not eligible for
treatnent I ND or expanded access.

DR. WLLIAMS: It may or may not say that
for treatnment IND, but it doesn't even cover
expanded access. | nmean sone of these practices,
there really aren't regs for at this tine.

DR. LINDEN: Well, treatnment | ND

DR. WLLIAVS: Right.

DR. TEMPLE: Actually, it says that we can
stop atrial that is interfering with the
random zed trials. It doesn't actually say that
they can't both coexist. Mybe it could, but it
doesn't.

DR. BLAYNEY: | think, Gant, you al so
raised the issue if the drug is nontoxic or very
cl ose to being nontoxic, | think the response to
that is we don't, if it's nontoxic, it is likely
that the pivotal trial or the licensing trial wll
nove al ong and accrue very quickly, and you can, by
granting a single patient exenption, you can
per haps i npede that, and you don't want to inpede
the conpletion of the pivotal trial, so | think you

al so have an easy answer even if the drug has zero
toxicity.
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DR. NERENSTONE: Moving on to the next
question, then. The standard therapy provides a
substantial rate of cure. The exanple is a patient
w th acute | eukem a who does not want to receive
chenot herapy that is associated with a 40 percent
rate of cure with substantial acute toxicity, but
t hat produces few lasting toxic effects.

Wul d sone of our |eukem a doctors like to
coment ?

DR. SLEDGE: How about if the |eukem a was
CWML?

[ Laught er. ]

DR. WLLIAMS: George, you have been
wanting to say sonething.

DR. SLEDGE: What | amasking is the
obvi ous question. | nean we have a drug that
basically was approved on a Phase | and early Phase
Il trial basis. W have a disease where we have a
proven long-termcure rate with albeit a very toxic
therapy. The ethical considerations nust have
entered into your approval process.

DR WLLIAMS: It wasn't approved for
initial therapy.

DR SLEDGE: But you know darn well what
it is going to be used for.
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DR. NERENSTONE: O her comments fromthe
commttee?

DR. WLLIAMS: George is unhappy we didn't
bring it to the conmttee.

DR. BLAYNEY: \What | said three m nutes
ago applied to that, and that is approved for
principle. If it is a relatively nontoxic drug,
the trial was done very quickly, and you didn't
need this individual, a single agent exenption, and
fortunately, the conmpany was responsive and had an
expanded access programin place, so that is
exactly what is approved for principle, that is why
you don't need the single patient exenption for
such a home run, a nontoxic hone run.

DR. NERENSTONE: Dr. Przepiorka.

DR. PRZEPI ORKA: | think perhaps a nore
germane exanple would be the alternative drug for a
treatment IND is one that has no cure rate, but a
| ot less toxicity and perhaps can just keep things
under control for an extended period of tine.

| think there you have to start weighing
the risk and the benefit if the patient really and
truly says no, | don't want toxic therapy, period,

whi ch patients can do especially elderly patients.
Then, the question is what do we benefit fromthe
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i nvestigational drug, and if the investigational
drug has shown efficacy or rather has not shown any
safety probl ens and does keep things under control
for a period of time, then, this may be sonet hi ng
that we are going towards palliative care.

So, it may be appropriate for a treatnent
IND for a palliative care setting, but if this is
anot her drug that doesn't have a good cure rate,
and we are really not too sure whether it has any
efficacy at all, then, I would say no, there is no
reason to give sonething to the patient that
doesn't harmhim but we really don't knowif it is
going to help himeither.

DR. NERENSTONE: So, you are saying there
has to be sone clue of efficacy even in this
si tuation.

DR PRZEPI ORKA: Yes.

DR, SPIEGEL: | amjust curious on that

| ast coment, what you are accepting as evi dence of

efficacy. At the end of Phase Il, we have
activity. W sonetinmes call it efficacy, but we
usually think only at the end of Phase IIl, where

you have conpared it to a standard therapy and

showed | ong-term benefit of sonme type, it could be
quality of life benefit, not just survival.
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But at the end of Phase Il, you know you
have activity unless you have CM. with Phil adel phi a
chronosone di sappearing, you usually don't really
have that much confidence that whatever you saw as
a response is sustainable and better than standard
t her apy.

DR. PRZEPI ORKA: That is a very good
question, and | would actually like to turf that to
Dr. Taylor. |If you have a patient, an elderly
patient with | eukem a who really doesn't want to
undergo toxic therapy, how nuch activity would you
| ook for to give himsonething palliative?

DR. TAYLOR | don't know that | think
have to give him sonme anti-cancer treatnment to
palliate him and I think you have to decide that
with the patient whether it is going to be
palliation with synptom managenent, pain control
nausea control, or whether you are truly going to
try to palliate in terms of |lowering white counts
and lowering the conplications of that disease. |
think palliation can be done either way, and it is
goi ng to be dependent upon that patient and what
their goals are. | think they have to determ ne

their own goals, and sone of them choose, their
goals are just to be confortable, and others want
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to try sone | ess than aggressive treatnent.

In that setting, | don't know that | have
to have great response for efficacy data if | have
good toxicity profile and which | amnot going to
aggravate ny palliation.

DR. NERENSTONE: | guess the question is,
if you don't need any efficacy data, and it is a
drug that hasn't been studied in the | eukem a, but
it has very lowtoxicity, is it reasonable to have
that patient call up and say | want that drug, and
essentially tell you what to give them because it
is not toxic?

DR. TAYLOR Well, | guess the practi cal
part says | rarely have that happen, that when
soneone has chosen that they don't want to be
aggressive, | don't have them asking for new
agents.

DR. NERENSTONE: But they do, the FDA
does.

DR. TAYLOR But is it in the setting
where they have really chosen to not be aggressive?

DR. WLLIAMS: This specific question was
set up. We have a few exanpl es where peopl e have

very good curative treatnment, we are not talking
t hat person who really doesn't have good option
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really do have curative treatnent, they don't want
it. They want investigational drug, and we have
felt that going along with that was not in the
patient's best interest, and there has been

aut onony i ssues.

DR. TAYLOR | agree wth you on the
autonony, but | guess what | was hearing is | have
an elderly patient, | amsorry, | don't like the
response to acute |eukema treatnent in elderly
patients, they don't do well, so that is alittle
bit different.

DR. WLLIAMS: But that is a different

val ue judgnent, a little farther on down the |line

toward the |ung cancer, | would say, or even before

that. The answer to this is probably pretty

obvi ous, even what you said with ovarian cancer,
mean this is even higher |level of benefit that
soneone m ght be deciding they don't want, because
they want this new treatnent.

DR. NERENSTONE: What | would say is that
sonebody who has a treatabl e pneunonia, but they
want echi nacea, and they want you to prescribe it,
and | would say no, | ama doctor, | prescribe

antibiotics, that is the appropriate treatnent.
You can't get echinacea from ne.
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DR. TAYLOR Right, and if this is a young
person who has no reason for avoiding his acute
| eukem a treatnent, then, | agree, | would not want
to go with any.

DR. NERENSTONE: Dr. Bl ayney.

DR. BLAYNEY: There are plenty of other
nonexperi nental alternatives for that person,
predni sone, or whatever fits into their val ue
system but | was also going to go the CM. one step
further, that if hidrea was the experinental agent,
it is nontoxic, it is largely palliative, | think
that is a reasonable palliative maneuver.

But anyway, to your specific exanple,
there are plenty of non-1ND requiring agents to
m streat acute | eukem a.

[ Laught er.]

DR. NERENSTONE: Do we need to go to E?

DR WLLIAMS: No.

DR. NERENSTONE: You get the genera
senti nment.

Question 2. As noted above, the FDA
strongly endorses participation in clinical trials.
Patients should first consider entering a clinical

trial before pursuing treatnment under a single
patient IND. |If a patient is eligible and able to
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receive Drug X as part of a clinical trial, but is
unwi I ling to do so, should that patient be all owed
to receive Drug X under a single patient |IND?

Agai n, we have answered that. No is the
sentinment | think of the commttee.

M. Erw n?

MR ERWN. | definitely agree the answer
shoul d be no, but as a separate topic, | think
there needs to be consideration of how and when to
use crossover provisions in clinical trials. |
think that that can definitely accel erate accrua
and for the right agents and the right clinical
trial design. It doesn't have to interfere with
getting efficacy data.

DR. NERENSTONE: Question 3. |If FDA has
sufficient evidence to conclude that a drug is
ineffective for treatnment of a particular cancer,
di scuss under what circunstances, if any, single
patient treatnment use should be permtted.

You know how | feel about this, though.
will open it up to the commttee.

DR. TAYLOR | agree, it should not be
used.

DR. NERENSTONE: Any ot her comments?
Do you feel that you have gotten what you
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need?

DR. WLLIAMS: Yes, very nuch. Let ne
just ask one question. There was a |ot of
di scussi on about whether we should have a consensus
conference, who should be involved, et cetera.
woul d just like to hear a little discussion about
where should we go in trying to nove forward the
di scussi ons about the justice of how to do these
pr ogr ans.

W have tal ked about when you shouldn't,
when FDA should say no, but is there maybe a
different level for the industry and the community
when should it be provided, and how should it be
provi ded.

What do you think about how we should go
forward, who shoul d be invol ved?

DR. NERENSTONE: Dr. Al bain.

DR. ALBAIN:. Gant, | just want to nmake
clear that we have been saying a lot of no's for
the single patient query to you, but | don't think
we have been saying no's to proper design of
expanded access prograns or treatnment | ND prograns,
that the conpanies can start planning very early in

their process of drug devel opnent as we are into
this exciting era of small nol ecul es.
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about that issue at a national I|evel.

MR DIXON. | think, by and large, the
advocacy comunity would very nmuch wel cone a
consensus conference on this. The community itself
does not speak with one voice, and even nore reason
why a consensus conference woul d be beneficial for
all of us.

DR. PAZDUR W had entertained, and we
will be talking to people fromthe NC, ASCO
advocacy in general, and industry, PhRVA, to bring
this together, because we really think that this
needs further really voicing and | ooking at where
we would go wth this whole topic.

DR. NERENSTONE: |If there are no further
coments, thank you, everybody, for that discussion
and we will re-adjourn at 1 o'clock. This is a
cl osed session only, so it is just the commttee
menbers and FDA

Thank you.

[ Wher eupon, at 12:10 p.m, the Open

Sessi on adj our ned. ]
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