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PROCEEDI NGS
Call to Order and Openi ng Renarks

DR. GOCDVAN:  Good norning, everybody.
am goi ng to keep ny opening renmarks very short
because we have a very intensive schedul e today.
The topic, as you know, for today's session has to
do with questions about the need for |ong-term
efficacy data along with acute trial data at the
tinme of the subm ssion for a new indication of a
psychotropi ¢ nmedi cation. We will also be talking,
not only about that question but about design
consi derati ons and how to establish--or the
different ways of establishing long-termefficacy
and al so di sorder specific considerations.

If you |l ook at the agenda today, nost of
the nmorning is going to be taken up by fornal
presentations, first fromthe FDA by Tom Laughren,
and then what | understand is a highly coherent,
coordi nated presentation fromindustry. This may
be the first of its kind. There will be very
limted time for questions. | amgoing to ask the

conmittee nenbers around the table to linit any
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questions that cone up during those presentations
to clarification purposes. | hope that you will
| eave sone tinme in your presentations this norning
for sone open questions before we go to | unch
because, as | |l ook at the schedule, nost of the
committee's work, if you | ook at Tom Laughren's
series of questions, is rather conmplicated. It
starts off easy but then it gets increasingly
conplex and | think for us to delve into that and
give it adequate attention we need a lot of tine as
a conmittee, and currently we are only allotted
three hours. So, | really hope that you will allow
us to have sone time for questions this norning.

Wthout further delay, let ne go around
and ask each of the commttee nenbers to introduce
thenselves. | will start. | am Wayne Goodman,
Prof essor/ Chair of Psychiatry at the University of
Florida. M area of research interest is in
obsessi ve-conpul sive disorder and Tourette's. Wy
don't we start at that end of the table? Ton®

DR LAUGHREN. Tom Laughren. | amthe
Director of the Division of Psychiatry Products.

DR. ANDREASON: | am Paul Andreason. | am
the Deputy Director

DR. PCOLLOCK: Bruce Pol | ock. | am Chi ef
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of the Division of Geriatric Psychiatry at the
Uni versity of Pittsburgh.

DR ROBINSON: | am Del bert Robi nson. |
amfromthe Al bert Einstein College of Medicine in
New York and the Zucker Hillside Hospital, and I
primarily do research in early psychosis.

DR PINE: Danny Pine, a child and
adol escent psychiatrist. | am Chief of
Devel opnental Studies in the Mod and Anxiety
Di sorders Programin the NIMH I ntramural Research
Pr ogram

MS. BRONSTEIN: | am Jean Bronstein. | am
a retired psychiatric nurse and | am here as the
consumer representative.

DR. WNOKUR:  Any Wnokur. | am Director
of Psychophar macol ogy at the University of
Connecticut Health Center.

DR. WANG  Phil Wang,

psychi atri st/ epi dem ol ogi st at Harvard Medi cal
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School

DR. MCGOUGH: Ji m McGough, child
adol escent psychiatry, UCLA. MW main interest is
auti sm and ADHD.

DR. TEMPLETON- SOVERS: Kar en
Tenpl et on- Soners, advisors and consultants staff,
FDA.

DR. TAMM NGA: Carol Tanminga. | ama
psychiatrist at UT Southwestern and | do
schi zophreni a research.

M5. CRIFFITH Gl Giffith, and an
aut hor of a book about teen depression called
WIl's Choice, and | live in Washington. | ama
patient representative.

DR LEON: | am Andrew Leon, Professor of
Bi ostatistics in Psychiatry at the Cornell Medica
Col | ege.

DR. MEHTA: Dilip Mehta, industry
representative, retired fromindustry.

DR. GOODMAN:  Thank you, everyone. | am
going to turn the mcrophone over to Karen

Tenpl et on- Soners, who is our Acting Executive
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Secretary today, to read sone of the materials and
set the stage for the rest of the neeting.
Conflict of Interest Statenent

DR. TEMPLETON- SOVERS: Thank you. This is
rat her a | ong announcenent because there were quite
a few possible products on the list. The follow ng
announcenent addresses the issue of conflict of
interest and is made part of the record to preclude
even the appearance of such at this neeting.

Based on the submitted agenda and all
financial interests reported by the committee
participants, it has been determ ned that all
interests in firms regulated by the Center for Drug
Eval uati on and Research present no potential for an
appearance of a conflict of interest at this
meeting, with the follow ng exceptions.

In accordance with 18 USC 208(b) (3), full
wai vers have been granted to the foll ow ng
participants. Please note that all interests are
in firms that could potentially be affected by the
commttee's discussions: Mss Jean Bronstein owns

stock in two affected firnms. One is val ued between
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$5001 to $25,000 and the other at |ess than $5001
She al so owns a bond in an affected firm val ued
bet ween $50, 001 to $100, 000.

Dr. James McGough is a nenber of speakers
bureaus for two affected firns. He receives |ess
than $10,001 per year per firm He is a consultant
for three affected firms and receives |less than
$10, 001 per year per firm Finally, Dr. MGough's
enpl oyer has contracts with three affected firns.
Each contract is funded for |ess than $1000 per
year.

Dr. Andrew W nokur serves on a speakers
bureau for an affected firm and receives |less than
$10, 000 per year. Hi s enployer has contracts with
three affected firms. Each contract is funded for
| ess than $100, 000 per year. Dr. Wnokur's
enpl oyer had a contract pending with an affected
firmbut no funding has been received to date.

Dr. Leon is a nmenber of data safety and
moni toring boards for two affected firns. He
receives |less than $10,001 per year fromone firm

and no conpensation to date fromthe second. Dr.
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Leon is an advisory board nenber for an affected
firm however, he hasn't received any conpensation
to date. He owns stock in an affected firmworth
bet ween $5,001 and $25,000. Because the val ue of
the stock falls below the de m nims exenption

al | oned under 5 CFR 2640.202(b)(2), a waiver under
18 USC 208 is not required.

Dr. Carol Tammi nga's enpl oyer has a
contract with an affected firm funded at |ess than
$100, 000 per year.

Dr. Del bert Robinson's enpl oyer has a
contract with a non-profit organization related to
the topics to be discussed at this nmeeting. His
enpl oyer receives |ess than $100, 000 per year. H's
enpl oyer also has a federal contract for a study of
af fected products funded for nore than $300, 000 per
year. The drugs under study are provided by two
affected firms.

Dr. Wayne Goodman's enpl oyer has contracts
with two affected firns. Each is funded at |ess
than $100, 000 per year. H s enployer also has

contracts with two affected firns, each of which is
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funded between $100, 001 and $300, 000 per year

Dr. Bruce Poll ock serves on speakers
bureaus for two affected firms. He receives
bet ween $10,001 to $50,000 fromone firmand | ess
than $10,001 fromthe other. Dr. Pollock is a
menber of two advisory boards for an affected firm
He receives |l ess than $10,001 for each board. He
is also a nenber of two advisory boards for another
affected firm however, he hasn't received any
conpensation to date. Dr. Pollock is a facility
menber of a nmanagenent board for a firmthat is
affiliated with an affected firm He receives |ess
than $10,001 per year. Finally, his employer has a
contract with an affected firmbut his enpl oyer
hasn't received any conpensation to date.

A copy of the waiver statements may be
obt ai ned by submitting a witten request to the
agency's Freedom of Information O fice, Room 12-A30
of the Parkl awn Buil di ng.

In the event that the discussions involve
any other products or firns, not already on the

agenda, for which an FDA participant has a
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financial interest, the participants are aware of
the need to exclude thensel ves from such

i nvol venent and their exclusion will be noted for
the record.

Lastly, we would also like to disclose
that Dr. Dilip Mehta is participating in this
meeting as an industry representative, acting on
behal f of regulated industry. Dr. Mehta's role on
this commttee is to represent industry interests
in general and not any one particul ar conpany. Dr.
Mehta is retired from Pfi zer.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvement wth
any firm whose products they may w sh to conment
upon. Thank you for your patience. DR GOODVAN:
Thank you, Karen. CQur first presentation will be
by Dr. Tom Laughren, Director of Psychiatry
Products for the FDA. He is going to give us the
charge for the rest of today's meeting.

Overvi ew of |ssues and Questions

DR. LAUGHREN: Good norning and | woul d
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like to wel come everyone here this norning.

[ Slide]

The topic for today is long-termefficacy
for chronic psychiatric disorders. This is
somet hi ng that we have been thinking about for a
long tine, and we thought it was tine to have an
initial public discussion of this issue. Mst of
the disorders that we deal with are chronic
di sorders. However, we have not, up unti
recently, required conpanies to accunul ate
|l ong-termdata, efficacy data, for disorders at the
time of the initial approval. This has generally
been a post-approval conmitnment and, in fairness,
we have generally gotten these data, probably in 75
percent of cases, but often not until several years
or longer after the initial approval

Now, nost treatment guidelines for chronic
psychi atric disorders recommend | ong-term
treatnent. So, the bottomline is that at the tine
of initial approval for nobst new chem cal entities
there is not evidence to support what is standard

practice, which is to use drugs chronically. So,
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want to tal k about that issue, when in the course
of devel opment conpani es need to generate |long-term
dat a.

The second issue is the design of the
studies that are used to accunmul ate those dat a.
Now, for nost of the disorders that we deal with it
is not possible to do a long-term
pl acebo-controlled trial. In other words, you
can't random ze patients, say, with depression to
drug or placebo for a 6-nonth or year-long trial
You certainly couldn't do that in schizophrenia.
I RBs would not allow that.

The alternative design that has been
adopted generally is what is known as the
random zed wi thdrawal design or the rel apse
prevention design. Typically, in this design
acutely ill patients are treated on an open basis
for sonme period of tine. Those patients who
respond are then random zed to either continue on
drug or they are switched to placebo and one | ooks
at tinme to relapse or rate of relapse as the
out cone measure

The run-in phase during which patients are
treated on an open basis for nbst of these trials

has been fairly short, often on the order of 8-12
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weeks, sonmetines a bit longer. The result is that
patients are often in a responder status, because
they don't respond right away, for a relatively
short period of tinme, sonetinmes a matter of just a
f ew weeks.

Now, why is that a problenf? These trials
are supposed to informus about |ong-termefficacy.
In fact, in the literature these trials are often
characterized in terns of the random zed phase, the
doubl e-blind random zed phase where you are | ooking
for relapse rather than in terms of the open
run-in. Oten, however, when you | ook at the
results of these trials you find that many of the
rel apses occur relatively early so there are often
relatively few patients still in the trial at the
end of that often fairly | ong observation period.

So, in recent years we have begun to shift
our focus to the run-in phase because we think that

focusing on that phase really answers the question

file:///Z|/Storage/1025PSYC.TXT (16 of 326) [11/8/2005 1:22:59 PM]



file:/l/Z|/Storage/1025PSY C.TXT

that | think the clinician is interested in
answering, which is if | have a patient who has
responded and who has renmi ned stable for sone
period of tine, say 6 nonths, what is the
probability of getting worse if | take the patient
off that drug? That is the question that the
patient would want to know and that is the question
that the clinician would want to know. For that
reason, we felt that the run-in phase, the period
of time during which the patient is actually in a
responder status, is the nost inportant.

In fact, in clinical practice nost
clinicians would not stop treatnent after a patient
has been a responder for, say, a nonth. It would
not happen for nost of these disorders. So, froma
clinical standpoint and even perhaps from an
et hi cal standpoi nt one wonders about doi ng these
trials where patients are stopped after such a
short period of tine.

Before | go on, | want to say a word about
this distinction in the literature that is made

bet ween continuation of therapy and mai ntenance
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therapy. As you know, the term continuation
therapy is generally used to refer to continuing
drug after the initial response for up to a period
of, say, 6 nonths. The thinking is that by
continui ng therapy during that period one is
preventing what is known as rel apse which is viewed
as the return of the synptons of the sane episode
that was treated. Wereas, maintenance therapy is
used to refer to continued treatnent beyond 6
nmonths, and the viewis that what one is doing
during that phase is preventing what is called
recurrence, which is viewed as the energence of a
new epi sode of that illness.

Now, that 6-month period for depression,
say, is based on a belief in what is the average
duration of an episode of depression. O course,
in an instant case for any given patient one can't
possi bl y know whet her returning synptons represent
a reenergence of the same synptons that were
treated initially or a new episode. So, froma
clinical standpoint and froma regul atory

standpoi nt we have not felt that to be a usefu
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distinction. But | just wanted to acknow edge t hat
that is a distinction that is made in the
literature.

As you know, over the past 6 nonths or so
the division has begun to not only encourage
conpanies to do these trials early, but we have
added it as a requirenent. We have told conpanies,
several companies, at the end of Phase 2 neetings
when they cone in with an application, that they
will have to have not only acute data but would
al so have to have long-termdata for the initial
filing. So, this was a shift in policy.

In addition to that, we have told
compani es that the trial to support |ong-term
efficacy has to be of adequate design. By that, we
have neant patients have had to be in responder
status for some reasonable period of time, and the
period of tinme that we have arbitrarily picked is 6
nmont hs because that seened |ike a reasonabl e
peri od.

As you are aware, this policy shift has

generated a lot of discussion. In effect it wasn't
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intended as a straw man but in effect it has served
as a straw man. That is fine because | think we do
need to have a | ot of discussion of this issue, and
that is really why we are here today.

Now, as you can see fromthe materials
that you have, we have a list of questions, a
series of 12 questions that we would like you to
address. The first eight questions focus on nmjor
depression. After that | want the comittee to
broaden the questions to consider a range of
psychi atric di sorders beyond depression. W are
only asking for a vote on the first two questions.
For nost of these questions we are happy just to
get sone di scussion.

Finally, I want to assure you that we have
an open mind on this issue. W are interested in
your feedback and we would Iike your help in going
forward with devel oping a policy in this area

[Slide]

So, the first question is an inportant
one. |Is it a reasonable expectation that a sponsor

woul d have accunul ated data for both acute and
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|l onger-termefficacy trials at the tinme of filing
an application for nmajor depression? So, is it
reasonabl e to expect that you woul d have had both
at the time of an initial filing?

[ Slide]

The second question, if you agree that it
is reasonable to ask for both at the tine of an
initial filing, is it then also reasonable to
expect that the sponsor woul d have denonstrated
both acute efficacy and longer-termefficacy? In
ot her words, you not only have to do the trial but
you have to show that not only does it work acutely
but it also has longer-termefficacy at the time of
filing.

[ Slide]

Question two has several parts. |If you
don't agree that it is reasonable to expect that a
conpany woul d have denonstrated both acute and
| onger-termefficacy at the tine of filing, would
it be acceptable in a situation where a conpany
does have acute studies that support an acute claim

but the longer-termtrial fails to denonstrate an
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effect? Wuld it be reasonable to approve that
drug for acute use, with a nention of the negative
|l onger-termtrial in labeling? That is question
2(a).

2(b) deals with the opposite, where you
have done both acute studies and chronic studies
but it is only the chronic studies that succeed.
In that instance, would it be reasonable to approve
the drug for maintenance therapy but not for acute
therapy? 1In this case we have actually set a
precedent. As you know, Lamictal is approved for
mai nt enance treatnent in bipolar but not for acute
treatnent because the acute trials failed so we
have already set a precedent there but we woul d
still like your discussion of that.

[Slide]

Agai n, questions one and two and their
various parts are the only ones that we are
actually asking for a vote on. Question three, if
you answered yes to number one, in other words, you
think it is reasonable to ask for both acute and

| onger-termdata, at what point in a devel opnent
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program shoul d that policy be inplenented?

If you | ook across the spectrum of drug
conpani es and their devel opnent prograns, obviously
they are in various phases. Sonme conpanies are
just getting started; some conpani es are just about
ready to file an application. You know, we don't
think it is reasonable to inplenent that policy for
a conpany that is already in Phase 3. But we have
t hought that Phase 2, if one were going to
i npl enment that policy, would probably be the right
ti me because a company is in the process of
designing its Phase 3 prograns so we think that
woul d be reasonabl e but we would |ike some
di scussi on of that.

[Slide]

Now | want to shift focus to design issues
for these trials. The first question has to do
again with this issue of howlong a patient should
be in a responder status before the patient is
random zed. So, the question is what is the
m ni mum period of tine that patients with major

depression should remain in a responder status
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bef ore bei ng randoni zed in a random zed w t hdrawa
study? An extension of that question is the
question of whether or not one is dealing with
nmonot herapy or add-on therapy and if that should be
a factor in howlong that run-in should be.

The thinking is that if a patient is on
nmonot her apy one ni ght argue for a | onger period of
stabilization before random zing the patient.
Whereas, on the other hand, if a patient is getting
add-on therapy to enhance a suboptinal response to
the initial drug one mght argue that it could be a
shorter of period of tinme before one random zes.

In any case, we would |ike some discussion of that.

[Slide]

The next two questions focus on the
definitions of responder and the definitions of
rel apse. They are simlar questions. Really, the
i ssue here is howrigid or how flexi ble should one
be in defining either a responder or relapse. The
problemis this, ordinarily responder is defined in
terns of nmeeting sone criteria on sonme rating

i nstrument and staying bel ow that persistently. In
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fact, in clinical practice clinicians know that
patients have fluctuations in their synptomns.

So, with regard to responder, the question
is can you still consider a patient a responder if
that patient has had some fluctuation, say, above
that threshold level for a brief period of tine
during that open run-in? O, if that patient, you
know, may have required some adjustnent of dose
during that period, is it still reasonable to
consi der that patient a responder? So, that is the
responder questi on.

[ Slide]

Question six is a simlar question with
regard to relapse. In other words, should we be
flexible or rigid in defining relapse? 1n other
words, during that randoni zed observati on phase for
relapse, if a patient tenporarily goes above some
threshold | evel but then i medi ately conmes back
down or requires sone mnor adjustnment in dose is
it reasonable to still consider that patient to be
a responder during that phase and not count that as
a rel apse?

These questions get to the point of the
efficient conduct of these trials so they are

i mportant questions in the conduct of these trials.
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[Slide]

The next question--this is getting,
know, a little technical but these are al
questions that conpanies bring to us. You know, we
have our thoughts about them but we want to get the
conmittee's thoughts as well. So, question seven
deals with the issue of where you get patients for
the random zed phase. As | said, ordinarily for
nmost of these trials you have an open run-in period
so patients are treated on an open basis. Those
patients who respond on drug are the ones who are
random zed

There is an alternative source of patients
for these trials. Those are patients in a
random zed acute trial. Sonme of those patients get
drug; sone get placebo. You get responders in both
groups. The problemis that you don't know unti
that trial is conpleted and the blind is broken

what the status of those patients is. So, you have
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responders. You don't know what they are taking.

At the end of that trial they are either continued
on drug or they are put on drug if they had been a
pl acebo responder, and after sone period of
stabilization they could be random zed. The
question is should we be thinking of those patients
who are placebo responders, who then are switched
to drug during the stabilization phase, in the sane
way that we think about the patients who respond on
drug and then are continued? So, that is a
question that several conpanies have asked us to
address at this neeting.

[Slide]

The next question, again, is another
practical question dealing with the conduct and the
interpretation of these trials. It deals with the
i ssue of whether or not these random zed w t hdrawal
studi es should be flexible dose studies or fixed
dose studies.

The issue is this, patients respond on a
particul ar dose in an open run-in phase. Then one

wants to ask the question whether or not there is
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any benefit in continuing that patient on
treatment. It is possible that the dose that is
required to maintain a patient who has responded is
not the sane as the dose that was needed to get the
response initially? And, we think that a fixed
dose randomi zed withdrawal study is the way to get
at that issue. W think it is an inportant
question because, obviously, one wants to use the
| onest dose that is needed to maintain a patient
who has responded and we think that a fixed dose
study is the way to get that. W have seen a few
of these but nost of the random zed wi t hdrawal
trials that we have | ooked at are flexible dose
studies. So, the question for the conmmittee is
shoul d we be strongly encouragi ng or even requiring
conpani es who are doi ng these random zed wi t hdrawa
studies to do fixed dose studies?

[ Slide]

At this point we are going to be asking
the conmittee to focus the questions nore broadly
across a range of chronic psychiatric disorders.

The question is would the answers to any of these
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questions change in considering other chronic
psychi atric di sorders, other than depression?

Now, obviously, we are not going to be
abl e to discuss every disorder here--this is a
one-day neeting, but what we would like to get is a
sense fromthe commttee of whether or not in
general this is an inportant issue to try and
address for any chronic psychiatric disorders, and
what the issues are in terns of extrapolating a
policy fromdepression to other psychiatric
di sorders, and whether one can easily do that or
whether it is sonething that one has to think about
very carefully for each disorder.

In addition to that, we would like you to
t hi nk about the course of the chronic disorder as a
factor in determning the policy about the
requirenent for a longer-termtrial and the design
of that trial. Cbviously, different chronic
psychi atric di sorders have different courses
Depressi on and schi zophrenia tend to have epi sodes;
they tend to be episodic. Patients get worse; they

get better. The same with bipolar. O her
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di sorders, for exanple, panic disorders, social
anxi ety disorder or obsessive-conpul sive di sorder
tend to be rather chronic and persistent. So,
shoul d that factor be sonething that one thinks
about in designing a longer-termtrial?

[Slide]

This is just alist. It is not a
comprehensive list but this is a list of many of
the disorders that we are |looking at that are
havi ng drugs devel oped for

[Slide]

Question ten deals with the issue of
alternative designs. W have been tal king nostly
about this random zed wi t hdrawal design. The
question is are there other ways of approaching
this? | amgoing to give you a couple of exanples
that we have seen in devel opment prograns to think
about. One an exanple is the drug Effexor in
general i zed anxi ety disorder. They actually did a
6-nonth trial. |In other words, patients were
assigned to drug or placebo and they were treated

for 6 nonths, as an approach to getting | onger-term
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efficacy. As | say, one can't do that trial for
many di sorders, but the question is, is that an
acceptabl e design for sone of these disorders?

A second design that we have
seen--actually, this was a study done with
ari pi prazol e in schizophrenia, and instead of
beginning with patients who were acutely ill, they
started off with patients who were stable on
anot her drug but were not optimally controll ed.
They switched those patients to either aripiprazole
or placebo and again | ooked at time to rel apse.
So, this is sort of a variation of the typica
randoni zed wi t hdrawal study.

A third exanple that we have seen, and

this was with risperidone in schizophrenia,

i nvol ved a conparison with an active control. In
this case it was haloperidol. In that study they
actual |y beat hal operidol. So, from our standpoint

that was fine. W view that as evidence of
efficacy. O course, the problemis that you
woul dn't al ways expect to be able to beat an active
control with a new drug.

The fourth alternative design, that you
are going to hear about from one of the conpanies

today and this deals with schizophrenia, is the
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possibility of a non-inferiority trial. 1n other
wor ds, comparing a new antipsychotic drug with a
standard drug, not with the expectation that you
are beating it but showi ng that you are as good as
so it is a non-inferiority trial

The question is whether or not we are at a
point in the evolution of this field, and the
trials, and the data to date that we can consider a
non-inferiority design. W have argued agai nst
that for years for disorders |ike depression where
the pl acebo response rate is so variable. But one
of the questions that naybe we will have sone tine
to talk about is whether or not a non-inferiority
design is a reasonable idea to consider for an
entity |ike schizophreni a.

[Slide]

The next issue | want to deal with is
assuning that a conpany has done a random zed

wi t hdrawal study, how do we characterize the
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results of that trial in labeling? As | have told
you, in recent years we have focused on the open
run-in phase as being the inmportant part of that
trial. | amnot picking on Zyprexa. | want to use
this as an illustration of how we have
characterized the results of a Zyprexa trial in

bi polar, a long-termtrial, in |abeling.

Again, as | pointed out, we focused on the
open run-in period. The findings fromthese trials
are characterized in the clinical trial section and
i ndi cations and use and then in dosage and
adm ni stration.

[Slide]

This is obviously too small for you to see
but you have this in your handout. The point |
want to make here is that this is fromthe clinical
trial section. |In characterizing this trial, as
say, we have focused on the run-in phase and what
we have said here is that during an initia
open-1| abel treatment phase patients who were
responders on average for about 2 weeks--so, that

was the period of tinme that patients on average net
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response criteria, those were the patients who were
random zed to either continuation on drug or
pl acebo.

It also points out that about 50 percent
of the patients in the drug group had di sconti nued
by 2 nmonths. | forget how long but | think the
observation period was up to a year. | nmay be
wong but it was a long period of time. But the
point is that by 2 nonths you had | ost half of the
drug patients and you had | ost half of the placebo
patients by day 23. Then it just goes on to give
the rest of the results. But the point here is
that we have been focusing on the open run-in phase
so clinicians know basically what you are dealing
with here in these patients who were random zed.

[Slide]

Then in the indications and use section,
again we have focused in this case on the average
duration of 2 weeks being responders before they
wer e random zed

[Slide]

Simlarly, in the dosage and
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adm nistration. Basically, it again covers the
same information very briefly but focusing on the
2-week duration and saying that the drug showed a
continuation benefit or maintenance benefit in
those patients.

[ Slide]

So, the question for the committee with
regard to that issue is whether or not the way we
have been transl ating those findings into | abeling
i s reasonabl e or whether you have sone ot her advice
about that.

Finally, question 12 deals with the issue
of whether or not one can extrapol ate these
findings to a pediatric population. These days,
conpani es are often doing pediatric trials so the
situation is this, a conmpany has done an adult
program They have shown acute efficacy in adults.
They have done a long-termadult trial and they
have shown efficacy. They do an acute pediatric
study. |Is it reasonable to extrapolate then from
the adult long-termdata to pediatrics, or should

they have to do another long-termtrial in
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pediatrics? W have taken the position that one
can extrapolate but it is an issue that has come up
so, if we get to question 12, we would like to have
some di scussion of that.

I amgoing to stop there. Thank you

Questions fromthe Committee

DR. GOODMAN:  Thank you, Tom Before you
step down, | think it is only fair to give the
conmittee an opportunity to ask you sone questi ons.

DR LAUGHREN.  Ckay.

DR GOCDVAN:.  We have about 20 minutes
before we get to the next part of the presentation
I would like to start off by asking you two
questions, each of which has eight parts!

[ Laught er]

The first question has to do with the
impetus for this topic. Wen | first heard that we
were going to be | ooking at the question of the
need for long-termefficacy trials | thought it
m ght have been because of the recent series of
i ssues that had to do with safety, issues of safety

that energed post-marketing not only of psychiatric
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drugs but others. But | have the inpression that
that is really not the issue here and | wonder if
you could clarify because | assune that when a new
entity is being considered for an indication and
you have the acute efficacy trial you al so have
long-termsafety data. So, if you could just
clarify that question for ne.

DR. LAUGHREN: Yes, as | said, this is an
i ssue that we have been thinking about for a very
long tine. These are chronic disorders.

Cinicians, we think, need to have sonme evi dence
bearing on the question of whether or not they work
long term But it is also true that the issues
over the last couple of years of concerns about
safety of drugs, either short termor long term
have factored into this.

Just to think back to | ast year and al
the di scussi ons about antidepressants and pediatric
suicidality, it seemed to us in that context that
havi ng some longer-termtrials in pediatric
depressi on m ght have been very helpful. | think

clinicians view the benefits of many of these drugs
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really nore for long termthan for short term You
know, the long-termtrials have a much higher
success rate, and it would have been good | think
to have sone longer-termdata as part of that
di scussi on.

But on the safety issue, yes, absolutely
|l ong-term safety. And, we generally do have sone
Il ong-term safety data even if we don't have
long-termefficacy. That is really a requirenent.

DR GOCDMAN: My second question has to do
with precedent. Maybe you could tell us briefly in
ot her therapeutic areas what currently are the FDA
policies or requirenments--pick cardi ovascular--in
terns of need in that area for both acute and
|l ong-term efficacy data.

DR LAUCHREN:. There are very few
precedents, it is true if you |l ook across the
spect rum of drugs and indications. For the nost
part, FDA does tend to rely on relatively
short-termdata. Now, in some areas, in neurology
for exanple for sone conditions |ike M5 or

Al zhei ner's di sease the acute trials are relatively
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long-termtrials. They are 6-nonth or a year
trials. You can do that because, at |east unti
recently, you haven't had effective treatnents so
it is possible to do a | ong-term pl acebo-controlled
trial. The problemthat we have had in psychiatry
is that for many of our conditions, as | pointed
out, like schizophrenia you couldn't do a 6-nonth
or year-long placebo-controlled trial that was
done, you know from day one.

DR GOCDMAN:  Other conmittee menbers have
questions for Dr. Laughren? Gil?

MS. CGRIFFITH  Tom when you tal k about
the minimum period of tine that patients should
remain in responder status as 6 nonths, what data
did you | ook at when you fornulated the 6 nonths?

DR LAUGHREN:. You know, there is not a
lot of data. | mean, that is part of the problem
This was based in part on | ooking at treatnent
gui delines for various conditions where generally
the recomrendation is that a clinician would
continue the drug for at least 6 nonths. So, you

know, we thought it was reasonable to link that to
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the design of these studies. |n other words, it
m ght be reasonable, for exanple, in a patient who
is having a first episode of depression who has
responded acutely. It night be reasonable for a
clinician to begin to think at 6 nonths about
whether or not it is reasonable to stop that
medi cation. Wereas, no clinician, even with a
first episode of depression, would ever think of
stopping it after a nmonth. It just wouldn't
happen. So, both froma scientific standpoint and
a practical/ethical standpoint, it seemed to nake
nore sense

But, obviously, there needs to be nore
di scussion of this. It was arbitrary, | will admt
that. There isn't a lot of data to back that up,
al though in preparation for this nmeeting, there has
been sone data that has been discovered that may
bear on that issue of whether or not you need to
have 6 nonths, whether there is any benefit in
random zi ng after 6 nonths compared to randoni zi ng
after a couple of nonths. That will probably cone
out in the discussion

DR GOCDVAN.  Dr. Pine?

DR PINE: Could you talk a little bit

about, in your mnd, the difference between
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requi ring, which has a fairly obvious meani ng,
versus strongly recommendi ng? |f you require the
conpani es to do sonething, obviously they have to
doit. On the other hand, if you strongly
recomrend what kind of weight does that have and
how woul d that be inplenented? Wat does that
mean, to strongly recomend or strongly encourage?

DR. LAUGHREN: It has very little weight.

DR GOCDVAN:  Dr. Tanm nga?

DR. TAMM NGA: Dr. Laughren, does the
agency now, or would it consider, giving staged
indications within a single disease indication so
that you could give one indication for the acute
treatment and then let sonme time pass and then give
anot her indication for chronic or maintenance
treat nent ?

DR. LAUGHREN: Well, that is basically the
way it is now As | say, we haven't required until

very recently long-termdata so the typical
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situation is that a conpany gets an acute claim
with their initial application. |f they then do a
random zed wi thdrawal study, that trial is added to
| abeling and it is added to the indication section
as well. So, the indication section for the
initial filing would focus on the acute data and it
woul d say that we don't know about |onger term In
fairness, for certain conditions |ike depression
the dosage and administration section, even if you
don't have long-termdata, will probably say it is
generally reconmrended in practice that patients be
continued but it woul d enphasize that there are no
data to address that.

DR. TAMM NGA: \What | was actual |y meaning
was sonething |ike a two-year conditiona
permi ssion so that the whol e indication would be
renoved if they didn't cone through with the
chroni c data.

DR LAUGHREN. Ch, | see. That would
require, | believe, sonme |egislative change.
don't think it is, you know, within our current
authority to do that.

DR. GOCDMAN: Ot her questions anobng the
conmm ttee nenbers? Dr. Rudorfer?

DR. RUDORFER. Tom just as a matter of
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nonencl ature, when you refer to various psychiatric
disorders is it fair to say that the agency
typically thinks in DSM1V type terns?

DR. LAUGHREN. Cenerally, yes.

DR. RUDORFER And just as a rel ated
question, you used the exanple for the patient with
depression that the agency feels 6 nonths m ght be
a reasonable time to randomi ze. Has there been any
consi deration of issues of individual patient
history? That is, should patients with a history
of recurrences, for instance, be considered
differently from people who m ght be experiencing
their first episode or their second episode in
decades? |In other words, should the individua
perceived risk of recurrence in the near termbe a
consi deration?

DR. LAUGHREN: Well, we haven't considered
that but it certainly is sonmething that as a

conmittee you can introduce into the discussion
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| ater on.

DR. GOODMAN: Ot her questions fromthe
committee? If not, let's proceed with the series
of presentations on behalf of industry. This wll
i ncl ude enpl oyees of industry as well as sone of
their distinguished consultants. As | nentioned,
we are going to allow conmittee nenbers to ask
questions for clarification purposes only, and we
are going to strive to have sone tine left at the
end of this block of presentations before lunch in
order to have an opportunity for nore in-depth
questioning. Dr. Mark Ammann is our first
presenter and he will kick off the series.

VWhile he is getting ready, let me just
suggest to fellow committee nenbers that as you
listen to these presentations you keep in mind
those first two questions that you should have a
copy of. The first two are the ones that require a
vote. So, we have to get through those two. | am
not confident that we are going to make it all the
way to the end of Dr. Laughren's questions but at

| east we have to get through those, and | am sure
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we will get further. So, read through those and
keep themin mnd as you listen
Presentation from I ndustry
Introductory Remarks and Revi ew of Agenda

DR. AVMMANN: Thank you, Dr. Goodman. | am
Mar k Anmmann, as you said, from Pfizer d oba
Research and Devel oprment. | work in regulatory
affairs. Wit | wuld like to do is take just a
nmonent to introduce the industry portion of the
agenda.

[Slide]

Bef ore describing the agenda | thought it
woul d actually be useful to explain the approach
that we have taken in terns of preparing the
presentation for this norning. As Dr. Goodman has
al ready alluded to, we actually have a conposite
presentation this norning.

Wth the encouragenent of the FDA, the ten
conmpanies listed on this slide have worked in
partnership to prepare an integrated presentation
for the neeting. During our initial discussion we

recogni zed that there was remarkable overlap in the
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i ssues that we intended to address. As a result,
it was clear that it wouldn't be optinmal for each
of us to present the sane nessages repeatedly. |
don't think you would want to hear it eight tines
over and over again. |Instead, we elected to work
col aboratively, dividing the topics and covering
them sequentially in one conbi ned agenda.

In the past couple of nonths we have al so
di scussed the proposed FDA policy with a nunber of
academic and clinical experts in psychiatry, and
have | earned that they too share the concerns that
we have about how this policy change woul d i npact
our ability to bring inportant new nedications to
patients in need. For this reason, we have invited
a nunber of themto join us today on the agenda.

Overall, this is a critical issue to
industry. Qur mission is to devel op novel agents
to fill unmet medical needs. Collectively, we fee
the proposed policy will create an undue barrier to
access for patients with psychiatric conditions and
is not in their interest, nor in the interest of
the physicians treating them

[SlIide]

The agenda for this norning that we have

pl anned is as follows: Dr. Goodwin will begin by
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provi ding an overview of the issues we intend to
address in the discussion today. This will be
foll owed by two presentations addressing sone
general issues in the |long-termtreatnment of
psychiatric disorders. Then we nove to the di sease
focused portion of the agenda covering depression,
bi pol ar disorder, as well as schizophrenia. This
is followed by sone remarks regardi ng the
statistical considerations in the use of active
controls for long-termefficacy trials. Next, we
provi de sone perspective on the timng and duration
of clinical trials to evaluate rel apse prevention
Finally, Dr. Goodwin will return to nake sone
concl udi ng remar ks.

W do intend to have a break after Dr.
Sachs' presentation, as is stipulated in the
agenda. As Dr. Goodman has al ready nentioned, we
will provide a couple of mnutes for clarifying

questions after each of the presentations, however,
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the presentations do build on one another so nany
of the questions may be better addressed at the
end.

I would like to now introduce Dr. Goodw n.
Dr. Goodwin is a research professor of psychiatry
at the George Washi ngton University, and Director
of the University Psychopharmacol ogy Research
Center. Prior to that, Dr. Goodwin was the
Director of the National Institutes of Mental
Health, and prior to that held a presidenti al
appoi ntment as the head of the Al cohol, Drug Abuse
and Mental Health Administration. He joined N MH

in 1965. So, | would like to turn it over to Dr.

Goodwi n.
I ntroduction/ Overvi ew
DR. GOODW N:  Thank you, Mark and thank
you, Dr. Goodman. It is nice to be here.

[Slide]

I would Iike to start by saying that | am
here representing basically nyself and a group of
academ c col |l eagues that | net with about this

i ssue, including Joe Cal abrese, Bob Hirshfeld and
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Charlie Bowden, all of who, like | do, do our work
mostly in affect disorders. | have al so been
authorized to informthe committee that the views
of the Depressive and Bi pol ar Support Alliance,
which is the | argest patient-directed advocacy
group in the country, are reflected in what | wll
say this norning. As a charter nenber of the
scientific advisory board of the DBSA, | have had
extensive discussions with them about this issue
and have gone over ny presentation and they have,
in effect, signed off on it as reflecting their
views as well.

[Slide]

I think we need to start at the beginning
whi ch, of course, is the public health inplications
of what we are doing. W can't forget throughout
the whol e nmorning that these disorders are highly
preval ent. They cause untold suffering; have
substantial norbidity and nortality; and they
i mpose substantial cost not just broadly over
soci ety but in healthcare.

As one example in ny field of bipolar
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di sorder that is under-treated or untreated
generates twi ce the medical care costs compared to
age-matched controls, and nedical care costs
represent 94 percent of the total nmental health
costs or 6 percent. So, anything that we don't do
successfully in our arenas has an enornobus i npact
on overall healthcare costs.

Even ampong the nost successfully treated
illnesses that we have approxi mately one-fourth of
patients don't respond to existing nedications or
even the conbi nations of existing medications. O
course, if you look at the controlled trials and
subtract out the placebo rates you are tal king
about true responder groups sonewhere in the range
of 25-35 percent, which |eaves lots of roomfor the
critical devel opnment of new agents.

That is the next bullet. It is not only
i mportant to have new agents for various patients
in the non-responsive groups but also just sinply
to broaden the range of avail able agents.

This bullet | think is nmy nost inportant

point, and that is that I was in the governnent
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virtually all my career and | amvery fanmliar with
what we are all taught and what our responsibility
in governnent is and public health agencies, like
FDA, like NIIVH, along with all of us in acadenia
now wi th the professional organizations |ike APA
and the industry, we all share one thing which is
an ethical obligation to facilitate the tinely
availability of safe and effective new agents for
the treatnment of these devastating ill nesses.
There m ght be sone areas of nedi ci ne where what
they have available is fairly satisfactory. That
is certainly not the case in the najor nental
illnesses. And, this ethical obligation is
especially conpelling when we are tal king about new
treatments that involve novel mechanisms of action
whi ch, of course, are what you want with the
non-responsi ve group of patients.

[SIide]

This overview reflecta sone of the ngjor
points you will be hearing this norning. First,
both acute and long-termefficacy data is needed.

Everyone agrees with that, as Dr. Laughren said
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But sonme acute agents are not appropriate for
| ong-term use, as he pointed out, and sone
mai nt enance agents may not be effective acutely.
He mentioned the exanple of lanotrigine. So,
clearly, nmaking these two very different types of
i ndi cations interdependent has serious problens,
and we will go through sone of the details with the
speakers who foll ow ne.

Requiring long-termefficacy data for an
acute indication has to reduce and delay the
availability of new treatnents. The cost of trials
al one, which are already putting a limt on what
conpanies are willing to invest in--the cost of
these trials is going to go up because nai nt enance
trials are nore expensive and expecting to invest
in a maintenance trial before you have a cl ear
signal froman acute trial is presenting, | think,
a mpj or disincentive for the devel opnent of new
agents. | am in fact, aware in one conpany's case
that | talked to about a novel agent that | was
interested in that under these conditions they

woul dn't even go there. The people in the

file:///Z|/Storage/1025PSYC.TXT (52 of 326) [11/8/2005 1:22:59 PM]



file:/l/Z|/Storage/1025PSY C.TXT

53
neur opharm conponent of the conpany woul d be happy
to do it but the top people are saying no, we
al ready were questioni ng whether we should go
t here.

There are also real interesting safety and
ef ficacy issues, which other speakers wi |l address,
in asking for long-termefficacy before you have
the experience, the dosing, the side effect
experience and the efficacy signal of an acute
trial.

[Slide]

So, the type, the extent, the timng of
clinical studies differs by indication, and Dr.
Laughren said this or inplied this in one of his
comments. The type of nedication is very
different, and the nature of existing data for for
medi cations and class. Hence, there cannot be one
size that fits all and the regulatory requirenents
have to be flexible. This | think was, to ny ears,
the nmost inmportant question that Dr. Laughren
addressed to the comittee.

Stabilization tinme for discontinuations
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will vary by indication. It is one thing to
continue with a depressed patient for 6 nonths on
an antidepressant; it is quite another to continue
a bi pol ar depressed patient with an anti depressant
for 6 nonths. That is not, in fact, recommended in
t he gui del i nes.

| happen to believe that the way the
|l ong-term safety data is currently obtained, which
is by open-1label extension of the acute trial, is
actually closer to the real-world conditions we
face as clinicians and, in a funny way, kind of
overstates the adverse effects because you don't
have a placebo to subtract out.

[ Slide]

Now, industry does, of course, provide
long-term safety data, as Dr. Laughren noted, at
the time of the initial filing as the current
regulatory I CH guidelines say. That is by the
met hod | just mentioned. Again, to go to a point |
made earlier with a few exanples, acute use can be
val uabl e for patients even if long-termefficacy

has not been proven or hasn't even been attenpted
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to be evaluated for certain reasons.

Going back a little bit in history, if you
take the typical antipsychotics |ike hal operidol,
there are very effective drugs for bipolar mania
but they are not recomrended for |ong-termuse
because they may trigger or exacerbate subsequent
depressive episodes, if you take valproate in
mani a, a very effective anti-manic drug but it
didn't yet achieve its goal in terms of proving to
FDA' s satisfaction mai ntenance. Wuld this nean
that under these new guidelines we woul dn't have
the market |eader in the treatment of mania now,
and we woul dn't have that drug because it hadn't
passed nai ntenance before it got its acute
i ndi cation?

An area that | have been interested in,
way back in the early '80s, antidepressants in
bi pol ar depression were not recomended for
mai nt enance use. |ndeed, you would get into sone
safety concerns really about behavioral toxicity in
| ong-termuse associated with cycling. Then we

have exanpl es, of course, like acute use of
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benzodi azepi nes in anxiety, not recomrended for
chronic use. O course, with the exception of one
agent, treatnents for insomia are clearly not
recommended for |ong-term use.

[ Slide]

The advant ages of a sequential approach
that | think we will all be speaking to today are
that the ethical and safety concerns are not there.
When you conmit a patient to a long-termtrial you
al ready have some acute safety and efficacy data
and you feel better about telling your patient in
i nformed consent here is what we see acutely; here
is the safety that we have uncovered including with
the open-Ilabel extension, and it makes it a | ot
easier to design an inforned consent docunent.

I think this is a very inportant point
about the way the real world works. |If you have a
drug that is out there acutely and clinicians begin
to pick up experience with it, and acadenic
scientists begin to study it nore and nore and
begin to try to extend the use of it, you then get

a signal which becomes the basis and the incentive
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to do the extrenely expensive and difficult task of
the long-termtrial.

Patients then have earlier access to new
options. That is clearly obvious, and you wil|
hear fromothers estimates, | think rather
thoughtful estimates of this new 8policy, if it
went into effect, would do in delaying the
availability of new agents, not just delaying but,
of course, disincentivizing conpanies to devel op
themin the first place. But the delay is nore
easy to establish because we know what tine it
takes to achieve a maintenance trial and that tine
has to be spent before the acute indications are
given. W can actually estimate how |l ong patients
m ght be deni ed treatnents.

The conpanies are nore likely to invest in
novel agents, particularly those that are so
inmportant for the treatnent of resistant patients,
if they can obtain an acute signal before
committing to a long-termstudy. Then, of course,
long-termdata for recently introduced conpounds

has been submitted. | think if you | ook at the
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drugs in the depression area in particular, there
is a fairly good body of evidence that, indeed, the
industry is not going badly in that area. There
are a couple of exceptions but, by and large, it is
not doing badly in the tineliness of its
submi ssi ons.

I amgoing to stop here and | forgot whom
I amintroducing--Earl. | would like to now
introduce Earl Gller, fromPfizer. | amsorry, |
forgot ny sheet of paper, but Dr. Gller has been
an expert in clinical trial design and we have
turned to himover the years for his sage advice,
and he is an expert in his field. Dr. Gller?

Rati onal e for Long-Term Treat nent

DR. G LLER Thank you, Dr. Goodw n.

[Slide]

My objective in this presentation is to
provide an overview for the rational for duration
of treatment across psychiatric disorders, with an
enphasis on long-termtreatnent. | amnot going to
cover all the areas. The speakers to follow will
be doing a fair anmobunt of that.

[Slide]

Just to point out that treatnent duration

beyond the acute episode really depends on nmultiple
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factors, including diagnosis, illness, the
chronicity and course of the disorder, severity,
treatnment resistance, conconmitant therapy. That is
the clinical reality. Qur focus is primarily going
to be nore sinplistic than that, on the guideline
recomendations for duration of treatnent beyond
the acute episode, which varies fromnonths, for
exanpl e first episode of major depressive disorder,
to several years in schizophrenia, to alifetine
for may patients with recurrent episodes or chronic
synpt ons.

the clinically relevant stabilization
times, as you have heard and you will hear, differ
by disorder. Mbdst patients--and this is a critica
factor | think that Dr. Laughren was alluding to in
terns of |ooking for data--npbst patients actually
di sconti nue or switch nedications well before
gui del i ne recomrended durations, and | wll show
you sone information about that.

So, given this variability in the rationa
for long-termtreatnent, long-termclinical trials
will be different by disorder, indication and the
type of nedication.

[ Slide]

Just briefly to review, nost psychiatric
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di sorders require acute, continuation and |ong-term
treatment, as Dr. Laughren nentioned. New

medi cations are still urgently needed, as Dr.
Goodwi n has said and you will hear also from other
speakers. And, we really need nore information
about acute treatnent before you can go into
continuation or maintenance treatnment. This phase
of treatment prevents the immediate return of
synptons but for nany disorders |ong-termtreatnent
is required to prevent new episodes but, | would

al so point out, to control chronic synptomnms not
necessarily associated with an acute episode. So,
the disorders differ. Some have episodic nature;
some do not. However, the nmajority of patients do
require long-termtreatnent so that the term nol ogy

of mai ntenance treatnment to prevent rel apse for
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nmost psychiatric disorders is certainly reasonable.

[Slide]

There is a different course of illness by
disorder if you think about it from DSM IV which
supports different trials. So, |I think in nood
di sorders where the episode is maybe 4-6 nonths--it
is hard to know because we don't know what the
pat hophysi ol ogy is and we sinply foll ow
synptons--again, the rel apse and recurrence notion
is that you have to recover--in other words, after
full remssion to get to recovery that rem ssion
has to last for 2-6 nonths. So, there is sone
variability there. However, synptom worsening
wi thout full inter-episode recovery is not well
defined. So, again, long-termtreatnment is
i mportant even though you think about it sometines
in terms of phases.

In schizophrenia it can be episodic but
the episode length is really undefined and you can
only really get full rem ssion after a single
epi sode. Most of the tine you have inter-episode
resi dual synptons.

Finally, in anxiety disorders, again as
Dr. Laughren nentioned, episode is really not

necessarily considered. It is nore of a chronic
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fluctuating course. So, again, it enphasizes that
|l ong-term efficacy studies should differ because of
di sorder-specific courses of illness and treatnent.
[Slide]
This is sort of the classic multiphase

treatment approach in major depressive disorder

witten about by Frank et al. initially and
summari zed really by Frank et al. initially, and
the diagramfroman article by Kupfer et al., where

you have the acute treatnent phase to get people
out of their episode and into rem ssion; the
continuation to kind of consolidate that; and any
time in here that they have a return of synptons it
is arelapse. Once they have recovered, then it is
recurrence. Now, that is a very heuristically

hel pful way of thinking about a nutliphasic
approach to a number of different disorders but, as
you can see fromthe Frank et al. study, we stil

have this nultiphasic approach in thinking of
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initial treatnent--

[ Slide]

--this is an exanple of patients who start
with mania and go to euthyma. Sone patients
actually go to depression and stay in depression
The yel |l ow i ndi cates people who start in a
hypomani ¢ phase and the vari abl e course they can
have, and simlar for depression. So, this
mul ti phase approach is inportant but it is nuch
nmore conpl ex in bipolar disorders than a sinple
model that you would get from major depressive
di sorder.

[Slide]

The guidelines for duration of |ong-term
treatnent start anywhere from4-5 nonths after
remi ssion from naj or depressive disorder. To Dr.
Rudorfer's point, maintenance or rmuch |onger-term
treatment than continuation really depends on the
risk of relapse and the severity. So, you m ght
not have | ong-term mai ntenance for first episode of
maj or depressive disorder but you would for

recurrent or severe. As you can see, the range is
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from4-5 nmonths to years, and for sone patients
chroni ¢ mai nt enance treatnent.

[ Slide]

However, do patients usually last in
treatment, the same treatment for the | ength of
time the guidelines suggest? Very rarely. Here
are sone prescription data discontinuation curves.
If you start here with a first prescription and
follow patients continuing to refill a prescription
that get treated with the same nedication, these
are di scontinuation curves on SSRIs--fairly simlar
here. The nedian treatnent is 4-6.5 nonths but
that al so includes acute treatment.

Simlarly, in discontinuations of
anti psychotic treatnent in schizophrenia and
bi pol ar di sorder, by the tinme you get out to 6
mont hs you are tal king about a mnority of patients
who are sort of super stable. They are not really
representative of the initial population of
patients who were treated. The medi an here is
3-4.5 nonths. So a clinically rel evant

stabilization period of about 2-3 nonths, given
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these curves, is certainly reasonable. The
patients rermaining after 6 nonths are a snal
mnority.

[Slide]

We can al so see simlar information from
clinical trials. Here are the discontinuation
curves fromthe CATIE study. At 6 nonths 40 or 50
percent of patients are left. | think sonetinmes in
clinical trials, because there is an enphasis on
hol ding onto patients, the recruitment rate is a
little bit better but, even so, it is fairly steep

[ Slide]

So, in conclusion, clinically rel evant
stabilization time is about 2-4 nonths across a
nunmber of disorders because of discontinuation
rates in clinical practice and trials. So,
long-termtreatnent is actually a series of
short-termtreatments.

The regul atory requirenents for |ong-term
treatment should be flexible because the type,
extent and timng of long-termclinical studies

differs by indication, the type of nedication and
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existing data for the nedication and cl ass.

One suggestion, and you will hear nore
about this as we go along, is that expert consensus
wor kgroups shoul d be convened to devel op gui delines
for appropriate study designs for |ong-term
efficacy data for each indication. Thank you
Questions?

[ No response]

I would like to introduce Dr. Robert
Leadbetter, who is Goup Director within the
Neur osci ences Medi ci nes Devel opnent Center at GSK
and is based in North Carolina. He is a
psychi atri st and specialized in clinical research
in severe schizophrenia prior to joining industry.
He currently leads the clinical devel opnent
prograns for bipolar and schizophrenia at GSK

Di sease and Compound Specific Approaches to the

Devel opnent of Psychot herapeutic Agents

DR LEADBETTER  Thank you, Earl.

[Slide]

Basi cally, as has been outlined already,

the issues facing the conmittee today center around
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the issues of will a delay in filing to obtain
long-termdata be in the patient's best interest,
i.e., weighing the benefits of obtaining that data
versus delaying the availability of nedications to
patients in need. |In addition, obviously, there is
a lot of discussion that will follow around what

t he designs should be for long-termtrials and how
they should be influenced in terns of the designs
based on the illness in study.

So, as has obviously been stated al ready,
currently the policy is to submt data for acute
efficacy at the tinme of NDA and provisiona
| onger-term data subsequently. Qur position is
that when and how |l ong-term efficacy data are
provi ded shoul d be determ ned on a case-by-case
basi s.

[ Slide]

There are factors that influence the
decision. Basically, sone psychiatric diseases
require long-termtreatnent. Cearly, that is the
case in the magjority of tinmes. However, sone only

need acute therapy, and that has been alluded to
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al ready, whereas sone, again, require |ong-term
targeting. Obviously, psychotropic drugs differ in
t hei r pharmacoki neti ¢ and phar nacodynani c
properties and those should influence study design

So, our stance is really that the
differences in treatnment goals and product
characteristics should influence when and how
| ong-term data should be provided. The study
desi gns, obviously, should be adjusted accordingly.
So, the idea of one size does not fit all is a
thenme you will hear through the subsequent
present ati ons.

[Slide]

To give some specific exanples, and Fred
al ready has alluded to sone of these, basically,
there are situations in which patients only need
acute synptomatic treatment and then treatnment is
withdrawn, i.e., acute bipolar depression with
anti depressants, and typically the short-termuse
of hypnotics for insommia. |In addition, there are
sonme psychiatric disorders that do not require

long-termtreatnent such as delirium brief
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reactive psychosis and adj ustnment di sorders.

[Slide]
Again, sonme illnesses clearly are targeted
for long-termtreatnent, i.e., to prevent or del ay

future epi sodes. The exanple of |amptrigine has
been nmentioned a couple of tinmes already and wll
be nmentioned again. This is a situation where
acute efficacy has not been established to neet the
regul atory requirements, and the FDA took it upon
thensel ves to take a novel approach to approve

|l anotrigine for long-termuse despite the | ack of
sufficient evidence of acute efficacy.

O her exanpl es include anticonvul sants and
bet a- bl ockers as ot her ways of thinking about
long-termtreatnent targets. Finally, there are
exanpl es of chronic persistent or deteriorating
synmpt ons where the probability of spontaneous
remssion is very low Cearly, these are
situations where long-termtherapy i s necessary.

[SlIide]

In addition, conpound characteristics need

to be considered when considering study designs and
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studyi ng products specifically for various
psychiatric disorders. Exanples include the use of
benzodi azepi nes for anxiety. Cdearly, they are not
used long termor should not be used | ong term but
SSRI's can be used longer termfairly safely.

We woul d al so note that in the devel opnent
of novel therapies it nay be that these nove
therapies require different approaches to
establishing long-termefficacy, and the
phar macoki neti ¢ factors, such as long half-1lives,
al so need to be considered when putting together
study desi gns.

[Slide]

Study designs to generate |long-term
ef ficacy data should be determ ned on a disease
target and conpound sort of specific basis. There
are issues, a nunber of which will be raised in
subsequent presentations, around randoni zed
wi t hdrawal studies as a specific type of study
design to obtain this information. There needs to
be taken into account the known consequences of

treatnment interruption. |In sonme cases the risk to
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the patient actually nmay outwei gh the know edge
gained. There are other limtations such as
generalizability which, again, will be discussed in
subsequent presentations.

[Slide]

So, to require long-termdata at the tine
of filing will obviously delay availability of new
treatments to patients. There are certain things
that we feel you need to have established prior to
| aunching long-termefficacy trials. Cearly, sone
evi dence of acute efficacy is typically needed. An
under st andi ng of the dose response relationship is
i nportant before exposing patients to | ong-term
therapy. Typically, there is sone |onger-term
open-1 abel safety data prior to |launching long-term
efficacy trials and, clearly, all this data needs
to be sufficient to obtain |IRB approval before
long-termefficacy trials, which mght include
pl acebo, woul d be consi dered.

So, our position again is that the
additional information gained with inclusion of

| onger-termefficacy data at tine of filing needs
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to be wei ghed agai nst the potential delay incurred
i n maki ng new nmedi cati ons available to patients.

[Slide]

In summary, the differences in psychiatric
di sorders, treatment objectives and conpound
characteristics necessitate an individualized
approach for long-termefficacy requirenents.
Providing long-termefficacy data at the tinme of
filing will incur a delay in the subm ssion of NDAs
and this tinme | oss nust be wei ghed agai nst the
potential benefit to patients.

Questions? If not, it is nmy job to
introduce Dr. Potter. Dr. Potter is currently with
Merck Research Laboratories and runs the CNS
clinical developnent. Prior to that, he was at
Lilly for approximately six, seven years, and prior
to that was at the NIIVH for over 25 years.

Informative Studies of New Therapeutic Agents in
Maj or Depression, GAD and Panic

DR. POTTER: Thanks very nuch.

[Slide]

Good norning to everyone.

[Slide]

Just a quick overview of the points |

would Iike to cover, and to get to sone of Dr.
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Laughren's coments, for depression the current
approach is actually "have delivered" the data
necessary to use in a broad popul ation. Second, as
Dr. Goodwi n and ot hers have al ready enphasi zed, the
greatest need right nowis for us to find novel
anti depressants that either have greater efficacy,
better onset or a better risk/benefit ratio. As a
field, we have been worryi ng about that and our
research to achieve the optimal yields with the
current designs should be applied to this nedica
need. This is where we have done our research, how
do we use the current designs to get better signa
detection and introduce new drugs? W haven't been
studyi ng proposed new designs for which there is
very little data, as Dr. Laughren adnits
Al ternate studies supporting registrationis a
matter of research, and we will come back to GAD
and pani c.

[Slide]

Now, the goals of treatnent studies
everybody has already reviewed so | wll skip by
t hi s.

[Slide]

I will make the argunment that if you | ook

at the current requirenents, what we have found out
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historically is that these are delivering
remarkably well for nmjor depression. The rea
point here is why are these not still a reasonable
standard for novel agents since, again, we have
been trying to understand the sources of
variability to picking up effects of

anti depressants using the designs we have been
usi ng over the last twenty years? Gkay? So, that
is what we studied. That is what we understand.

[Slide]

Even under st andi ng those, how effective
have we as a field--1 don't nean the pharnmaceutica
industry; | mean as a clinical research field to
try to apply the rules of nolecul ar pharmacol ogy to
novel anti depressants--been?

[Slide]

This is a slide that, when | was at Lilly,
we put together about a few drugs out there being
tried for depression. Not a single one of these,
as far as my know edge, is going to reach the
mar ket, except for a couple of these. This is an
enantiner of fluoxetine and in Europe that is
avai l able. But all the rest of these are nove
mechani sns, sonme bi g PhARMA, sonme smal |l PhARMA.

So, what is wong? Are these just terrible
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targets? Are we |ooking at the wong things? O,
is it so hard to really pick out what is a new and
different drug with new nechanisns, in the current
envi ronment, that we have a lot of failed studies?

[ Slide]

Vel l, we know we have a lot of failed
studi es because this very nice review, by Dr. Khan
that canme out a few years ago, taking the FDA
sunmary basi s of approvabl e data sets shows you
that for those antidepressants we call new
anti depressants we are basically tal ki ng about
SSRIs so they are not even that new. | nean, this

is fluoxetine data so nbst of these are not even
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new by scientific criteria. O those, in the
original trials 52 percent of trials failed, and
these trials included doses |ater known and proved
to be effective. GCkay? Even standard
ant i depressants whi ch have been around for very
| ong, which have a very large effect size, side
effects, and all the old tricyclics and whatever
comparators they used, even there we are seeing a
fairly high failure rate of trials.

[Slide]

So, clearly, those of us interested in
comng up with novel drugs, we have tried to
under stand and study what we call signal detection
Qoviously, this would be a matter of hours of going
over data sets but, suffice it to say, the
variables that go into that high rate of failed
studi es have been an i nmense focus of research for
us, both in academ a and industry, over the |ast
ei ght years or so

[Slide]

I amjust going to highlight again that

GAD is a simlar anal ogy, and then show you sone of
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the high level findings. This is another
phenomenon i ndependent of failed studies. You
notice that even with benzodi azepi nes whi ch back
here, around 1980, were showi ng a difference of
about 6 points on the HAMA, in other words, a

| arge effect size, over tine--sane designs; sane
drugs--go out and study GAD and, as you get out to
2000, you are lucky if you show a 3-4 point
difference. So, our ability with what we cal
secul ar trans-energi ng popul ations to pick up new
drugs is not as sensitive as it used, you know,
just trying to get patients in studies.

[Slide]

Actual ly, in the venl af axi ne FDA sunmary
basis of approval--now, this is not all separate
studi es and sone of these doses are across studies,
but you see that only three tines was it possible
to show that venl af axi ne separated from pl acebo,
and you notice that here the differences are barely
reaching the three points that you get with
benzodi azepi nes but, nonethel ess--and | believe we
believe this--this is an effective drug for GAD.

[Slide]

So, just to highlight very quickly sone of

the factors we research which contribute to al
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this variance and signal detection with our current
designs, there are very marked differences both in
ef ficacy neasures sonetines and side effect
measur es dependi ng on what country you go to. This
is quite systematic in terms of reporting. So,
this is a phenonmenon we need to understand better
So, the way we run our studies you see sonething
different in terms of effect size and safety
profiles.

There is what we call a ski slope
phenonmenon. In the traditional single-blind
| ead-in period everybody after random zati on shows
a big decrease and now this has been shown
systematically to be of no val ue what soever, and we
are noving as a field to tests of doubl e-blind
alternatives, at least for depression and we
believe this m ght have been useful in certain
studies, when | was still at Lilly, around

dul oxot one where rates of signal detection were
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greater.

We find great evidence of systematic bias.
Wthout going into details, the way in which we
constrict entry criteria cluster severity rates.
This has a huge effect on what you see in terns of
efficacy, and the rating scal es thensel ves need a
great deal of attention. The items on rating
scales that carry the information--for instance on
the Hamlton only 7 itens carry all of the
information driving the registration of
anti depressant drugs. So, we are learning a |ot.
Way not apply what we are |earning and use the
studi es which we understand better to enhance our
new drug detection?

Moreover, there are these secul ar trends,
these issues such as why do people even enter
studies? Probably a lot of them do because they
were partial or noon-responders to existing drugs
like the SSRIs. This might be good if you are
pi cking up a novel drug but, gee, if you can show
efficacy in these patients with a novel drug don't

you want to have that drug avail abl e as soon as
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possible? | nean, isn't that what we are about?

O course, the lack of novel agents, as
Dr. Goodwin has already said, biases the way in
whi ch we invest and the wish for a novel drug is so
huge, for instance in places |ike Merck which
invested literally--well, wthout going into
nunbers, a great deal --

[ Laught er]

--in pursuing an idea that people believed
in very much and wanted very badly. So, you did
very large | ate-phase studies based on really
rather limted early clinical efficacy data, failed
studies. This has not only happened there; it has
happened to others. This does not help the field.
It doesn't help industry. It doesn't help
academia. It doesn't help the public. And this is
the way the world works when you use our current
systens to drive drug devel opnent.

[Slide]

So, what is the value of the current study
design? Well, it is sonmething we are understandi ng

better. So, given this heterogeneous disease,
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there is a shifting popul ati on of people to study.
Shouldn't we be thrilled if we can actually
establish sub-acute efficacy that is, you know, for
a few nonths with a really novel drug and bring
that forward and then deliver the next stage?

On a nore technical point, in fact, the
| arge drug effect size that you see in the
di scontinuation studies actually only confirms and
predicts the long-termefficacy. | nean, that is
just what the data says in depression. It is
possible it won't always happen but why assume now
that it won't? Wat is the risk of working on this
and bringing in the | ong-term studi es next?

Finally, as we have al ready seen, 6 nonths
on drugs obviously neans nore dropouts. There is
hard data on that. It is going to have restrictive
effects on patient populations. | can show you
what we nean in terns of bias. And, it is going to
be less informative because you have this bias
popul ati on; you have a very different popul ation
and it is going to be less informative at this

poi nt of devel opnent if what we are interested in
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is getting at |east one novel antidepressant out
there. Finally, I amgoing to show you that a
2-3-nont h design captures both those who truly

require drug and those who are out of episode by 6

nont hs.

[Slide]

This would be a point | guess for extended
di scussion. | have taken this slide directly from

the Pittsburgh study mai ntenance therapies in
recurrent depression. This is a classic study, 12
weeks foll owed by discontinuation. The top two
lines are either impramne with clinic visits or
impramne with sone therapy. The bottomline is
pure pl acebo.

The point | want to nmake here is that
what ever desi gn you choose, whether you include
psychot herapy or not, ultimately people stabilize
pretty well. Now we are out to 120, 144 weeks.
This curve is remaining flat over tinme. The only
curve that continues to fall asynptotically out
here at 132 weeks as it asynptotes out is the

pl acebo curve. So, there is nothing in here to
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suggest that the signal that you are getting

bet ween, say, drug and pl acebo early on using the
current discontinuation designs, isn't
representative of your drug effect and, if
anyt hi ng, underestimates your |ong-term drug
effect. So, what is the risk, what is the danger
in using the current design is the question we
woul d pose.

[Slide]

For GAD and panic it has already been
acknow edged that these are chronic conditions,
particularly GAD, and the big thing with
benzodi azepi nes, of course, for discontinuation is
a rebound effect. It is interesting when you | ook
at GAD as a secondary indication, because that is
what it has been recently for sone of the SSRI s or
SSRI's plus venl af axi ne at hi gher doses. The
pattern that you see is remarkably simlar to that
in depression. Now, maybe it just happens to
answer coincidence but that is the way it is
wor ki ng.

[Slide]

I just want to take one exanple fromthe
Stocchi et al. paper, showing with paroxetine a

| ead-in period of only 8 weeks and, again, you see
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the deterioration over tine, which takes a few
weeks out to alnmost 6 months to plateau out and the
drug [sic] stays stable and i nproved. Again, the
curve that is shifting is the placebo curve, not
your drug curve

So, | amreally not clear on what is
driving the idea about specifying a particular
stabilization period at this point of how we
understand our data. Here 8 weeks is doing
remarkably well in terms of signal detection. To
get to Dr. Laughren's point about effects of
paral |l el study design for 6 nonths, in fact, you
see the sanme effect size with that even without the
stabilization. So, again, what is the evidence for
different signals with these different designs?

[Slide]

Finally in conclusion, we would argue that
for depression the current approaches do deliver

the data necessary for drug use in a broad
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popul ation are particularly conpelling and
appropriate for getting to this greatest need for
finding novel antidepressants since we understand
better how to use the current designs than we used
to. Qur research in achieving the optimal yields
shoul d be applied to this need for new
anti depressants. \hether alternate studies
supporting registration would yield benefit is a
very interesting question but should be researched.
G ve us a chance to generate data. Gve us a
chance to do some of the research on that that we
have done with the current designs. Finally, GAD
and pani c might benefit actually froma fornal
consensus di scussi on anbng experts as to best
studies to support registration

Thank you for your attention. Wi le the
slide is being brought up, the next speaker wll be
Dr. Joseph Canardo and he is the Vice President of
A obal Medical Affairs at Weth. Thank you

Key Questions Engendered by Proposal to Change
Long- Term Effi cacy Requirenents

DR. CAMARDO Good norning. | appreciate
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the opportunity to speak today.

[Slide]

I want to start by making two points. The
first--1 think we could agree on this, that the
current devel opment paradi gm under which drugs for
psychi atry have been approved is actually very
scientifically rigorous; it is very practical; it
is very rational. W have studies of 8 weeks or
so. Those are considered for approval. W have
post - approval commitnents to answer the questions
of longer-term effectiveness.

The second point is that the random zed
wi thdrawal study is a very powerful design. But
the 2- or 3-nonth average baseline is a very tried
and true nethod that has told us a | ot of what we
have | earned in the |ast several years. A 6-nobnth
period m ght be appropriate in sone specific
circunstances but it shouldn't be applied as a new
standard for all drugs all the time for al
psychiatric ill nesses.

In his neno, Dr. Laughren wote that the

rel evant clinical question is what is the
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probability of relapse after stopping a treatnent
in a patient who has responded. Dr. Laughren noted
al so that nost clinicians would not discontinue
treatment in a responding patient after only a few
weeks, and this is absolutely true. The randomn zed
design is not clinical practice. It is a clinica
trial tool and it repeatedly confirnms what we have
| earned about all these illnesses, which is that
they are episodic; they are chronic; and in genera
patients have fared better with conti nued
medi cati on.

| prefer to ask the question in this way,
what is the probability of staying well if you
continue on the drug? 1In this regard we do have a
| ot of studies and you will hear data that show
that a drug that reduces the synptons, for exanple
of depression, over the short term has an excellent
chance to keep the patient free of depression
synpt ons.

I want to make a third point. Truly
better drugs for psychiatry will not be devel oped

simply by changi ng the protocol designs or by
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requiring long-termdata earlier. It is a problem
that can only be solved by a better understandi ng
of nmental illness and nore work in the |aboratory.

[ Slide]

You have sonme questions to vote on today
and | would like to pose three additional questions
for your consideration. They are questions we
asked ourselves. What are the strengths and
weaknesses of the proposed changes? WII the
proposed requirenments inprove the prograns? Does
the current process need to be fixed?

[ Slide]

Let's go to the first question. What are
the strengths and weakness of the proposal ? |
think everyone would agree that the longer run-in
period for stabilization will enrich even further
the trial population with patients for whomearly
rel apse, over the first 6 nonths, is less likely.
This is a strength in ternms of clinical trial
design if you want to study these particul ar
patients.

But you have seen, and you will see nore
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data today showi ng that the weaknesses of the
design and the lack of practicality of execution
are drawbacks that may outwei gh the strengths. The
reasons | conclude this are as foll ows:

The 6-nonth period is not consistent with
current treatnment guidelines for all illnesses.
Those are based on evidence and practice. And, 2-3
months is generally designed as a reasonabl e
stabilization period. The |onger period--I repeat
this--will enrich the study popul ation but not with
the average kind of patient, rather, with a subset
of patients not broadly representative of a
condition. This nay nmake the trial |ess attractive
to investigators and to patients because the
results cannot be easily generalized, and | would
suggest that the sonewhat linmted results of a
trial like this mght actually be less attractive
to the regul atory agenci es.

But regardl ess of the study design, the
request for longer-termdata prior to approva
presents a feasibility problem A critical aspect

for long-termstudies is the need to determ ne the
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effective dose, as well as to know quite a | ot
about the efficacy and the tolerability of the drug
and we often don't know that until the end of Phase
3. W could not easily do short- and | ong-term
studies in parallel without a very high risk of
non-informative results and, as you know, we
generally do many short-term studi es because in
psychiatry the rate of non-informative results is
pretty high.

That is the reason why we find the current
process rational. It allows us to do the
controll ed short-termefficacy studies, prepare and
submit the NDA and concurrently conpl ete the next
phase of post-approval devel opment with good
know edge of how the drug is acting. This hel ps us
avoi d doing studies that are non-informative due
to, to take a very obvious example, that the dosing
was not opti nal .

[Slide]

I want to pose a second question. WII
these new requirenents inprove the devel opnent and

availability of new psychiatric drugs? Let's
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consider first that there are good treatnents
avai | abl e but everyone agrees that the response and
renmission rates are way too low. W should have
better drugs.

I want to suggest that this is not a
result of devel opnent prograns | acking rigor and
scientific validity but it is, rather, the result
of the conplexity of psychiatric illness. So, I
submit that changi ng the devel opnent prograns al one
will not solve the problemwhich is basically the
need for new nol ecul ar entities. Furthernore, at
the current time we can be confident for at |east
three reasons | can think of that short-term
ef ficacy generally predicts |long-term
ef fecti veness.

First, we do not have many late failures,
that is, drugs that work for 6 weeks but fai
routinely in 6-nonth withdrawal studies. W have
sonme but not many. Most drugs approved based on
8-week studies, especially in depression,
denonstrate | onger-term benefit.

The second, we do | eave sone deci sions up
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to the judgnent of practicing expert physicians
treating individual patients. Practice confirns
the benefit of continued treatment for nost
patients.

The third, the APA's clinical practice
gui delines, to take an exanple for treating mjor
depression and this is based on literature review
evi dence, reconmend continued treatnent.

Now, one thing we do know and ot hers have
mentioned this and this is unfortunate, many
patients do not continue nedication and this is a
critically inportant problem But, like with nore
research to find new nolecules, this isn't the
result of faulty devel opnment and it won't be
improved with earlier or different kinds of
| ong-t erm dat a.

O hers have proposed, and will propose
| ater that the devel opnent paradi gns need to |ink
the design of the trials and the approva
requirenents with the specific condition and the
specific drug. For exanple, longer-term

ef fectiveness will be an absolute requirenent for a
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drug that maintains renm ssion but is not good at
i nduci ng rem ssi on.

The proposal that is on the table today
does not seemreally to be consistent with the
drive we have to find new ways to inprove clinical
devel opnment, being very specific and targeted, and
make new drugs available nore rapidly. | think we
all would have to be convinced that any change from
what we currently have, which is rational and
practical, would lead to better drugs and that is
really the goal.

[Slide]

Finally, the third question, should the
current process be changed? Let me make it very
clear that long-termeffectiveness data is a
benefit for patients. W all agree on that. Up to
now, the data have been submitted by all of the
conpani es using a random zed wi thdrawal design, or
sone variant of that, and it has al ways nerely
confirnmed what we m ght have predicted

[Slide]

However, | woul d suggest that the
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scientific incentives and the current post-approva
process for generating the |long-termdata has
actually been working. It may not be perfect but
it should be inmproved and not abandoned. The
current process selects out for an accurate
determ nati on of the dose; good definition of the
efficacy and tolerability; and safety of the drug;
and it allows treatnents to be approved and made
avai l abl e while | onger-term outcones are being
defi ned.

As long as we have sufficient safety
i nformati on and good post-marketing surveill ance
for safety, approval on this basis is a |ow risk
situation. It is lowrisk because in practice
physicians will use their judgnent to decide in
i ndi vi dual patients how to continue the drug, and
they will only do this if the drug is working and
if it is tolerated.

Finally, we suggest, and others have as
wel |, that the new approach may del ay access to
novel drugs. This is not just by nore than the

additional time of the run-in period. That is only
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the new followup. It would not account for the
need we woul d have to recruit |arger studies, have
nore sites, analyze nore data and then, finally, we
woul d have to wait until the long-termstudies are
done before we could submit the NDA. As | said, we
can't always do the long- and short-termstudies in
parallel. W estimate that the change could add at
| east, in the best case, one year and possibly nore
to the average NDA program for prom sing new drugs
for patients with psychiatric conditions. This
woul d be especially problematic for novel drugs
with untested mechani sms of action. In this
situation delay is ultimately a di sadvantage for
pati ents because in these areas--we have all said
this--they are still not enough optimal treatnents.

I can't say this enough, we support the
need for long-termeffectiveness data. W have
conducted and will continue to conduct |long-term
trials. That is not really the issue. But this is
best acconplished with a nore flexible approach to
determ ne the actual study design that is required

and to allow for this as a post-approva
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commi t nent .

I want to thank you for your attention,
and | am pleased to turn the programover to Dr.
Gary Sachs, Associate Professor of Psychiatry at
Harvard, who is an expert in bipolar disorder. |
see there is a question though

DR LAUGHREN: Yes, | just have one
question. You know, one fact that has not been
entered into the discussion as yet is the fact that
the EMEA guidelines for najor depression for filing
do require long-termdata at the tine of initial
filing. Could you coment on that since you are
obviously directly involved in that, and whether or
not you think that is a wong policy?

DR. CAMARDO Actually, Dr. Sachs is going
to conment a little bit on that. | can't say that
is awong policy. It is a policy that we live
with and we hold up our subm ssions in the European
Uni on partly because of that policy. | can only
say that we think it makes nore sense to have the
kind of policy we have in the U S. which is to do

things in this step-wi se fashion. But we have our

file:///Z|/Storage/1025PSYC.TXT (96 of 326) [11/8/2005 1:22:59 PM]



file:/l/Z|/Storage/1025PSY C.TXT

NDAs ready and they sit on the shelf until we get
the rest of the long-termdata. Routinely, what we
do--and | can ask ny coll eagues to el aborate if you
want--is we are just waiting for data and it
usual Iy doesn't change what we woul d have done in
the first place, but we are waiting for it. So, |
can't say that is a bad policy; | just say it is a
different policy and we prefer the one we have in
the United States.
I ssues with Long-Term Trials in Bipolar Disorder

DR. SACHS: Good nor ni ng.

[Slide]

| am Gary Sachs and | direct the bipolar
clinic and research program at Massachusetts
General Hospital where our staff treats nore than
800 bi pol ar patients.

| really want to express ny appreciation
to Weth, Solvay and Astra Zeneca for allow ng ne
to use the time that is allotted so that | can
bring the perspective of a clinical researcher to
this question. | have lots of consulting

relationships with the conpani es here, but |
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thought it was inmportant that | conme today on ny
own dine. So, | may have to run out to the airport
to catch a cheaper plane at the end of this--you

wi || under st and!

[Slide]

Many of the other speakers have addressed
the i ssues before you quite broadly. | amgoing to
have the luxury of focusing in on bipolar disorder.
There are sonme principles that | think we can use
to frane the discussion. The principles that are
hel pful to me are that we want the standards, of
course, to reflect the interest of patients; that
research design should be inforned by the clinica
epi dem ol ogy to the degree to which we know it. |
think we would all also agree that the best design
met hodol ogy is that which optimzes the validity as
well as the feasibility of studies. | think we all
really agree about these principles. They are not
controversi al

[Slide]

Now, in understanding bipolar disorder in

particul ar you cannot escape the fact that this is
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a very cruel disease. Wuat | hope you can see from
this data fromJules Angst is that the standardized
nortality ratios are telling us one thing very
clearly, and that is that good treatnents save
lives. W need nore good treatnments for our
patients, no question about it. W would like to
have these ratios collapse all the way down to one.

[ Slide]

When | heard FDA was going to | ook at the
approval policies, | thought what a great idea. A
|l ot nore could be done; a lot nore could be done
better. The question is whether the policy of
requiring approval at the tine of acute indication,
requiring that we have long-termefficacy, is that
really a good idea? | would argue that the public
interest is really not served by this requirenent;
that this requirement could be causing a |lot nore
harm and confusion than benefit.

Wiy would | think this way? Well, |
really think that if you were to say we are going
to hold up acute approval until we have |ong-term

efficacy, that would be like telling somebody with
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a heart attack that we have a drug that could work
for your heart attack but we are not going to give
it to you because it hasn't yet been proven to
prevent subsequent heart attacks. | don't think
that would be a very good policy.

[ Slide]

What woul d be a well considered policy in
this area? Let's think about this carefully. Is
there really a need to protect our patients who get
treatnments that have been only proven to work based
on short-termefficacy? W know they work there
but we don't yet know that there is |ong-term
efficacy. Well, if you think this through |I think
you see that there are relatively small nunbers of
patients who could benefit fromthis and | arge
nunbers who could potentially be harned. W know
that when treatnments don't work patients stay on
themvery briefly; that effective nedications are
di sconti nued over relatively short periods of tineg;
and that nost patients who use nedi cations | ong
termare using themfor a reason, either because

they have responded acutely and they perceive a
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continued benefit, or because they actually
suffered when they tried to discontinue them

| amgoing to go into this data in a
little bit nore detail but this thin slice, the
green slice is the slice that people who woul d
continue long term W will see fromsone of the
studi es that have been done that this probably
constitutes I ess than 10 percent of the patients
who start a nedication.

[Slide]

Now, when we recommend a nedi cation be
used long term that is all well and good but our
patients sonetines have different ideas. This is
data on continued use of lithiumin cases where
pati ents have been diagnosed with bipolar and it
has been prescribed. Wat you see is a kind of
fall off at the edge of the earth sort of curve.

We may reconmend staying on it but you can see that
for the majority of patients, they have other ideas
and, for whatever reason, alnmpst as soon as they
wal k out of the hospital they are stopping their

treatment. You can see that only 8 percent of
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patients stayed on lithiumfor 90 percent of the
time it was prescribed, and the nedi an duration of
use turns out to be less than 3 nonths. Well, that
is atreatnent we all say is good for life-long
use.

[ Slide]

Bi pol ar disorder is certainly a life-Iong
condition, but the organizing principle for
treating bipolar disorder is around the episodic
nature that we understand bipol ar disorder to
consist of. This is the principle for us because
we are going to use it to direct our treatnent
agai nst the acute episodes or to prevent the
recurrence of those acute episodes. So, we do use
this idea of a multiphase treatnent strategy which
you have heard before. W separate treatnment into
acute, continuation and mai nt enance.

[ Slide]

Here is a little schematic |ike the one
you saw before. |If we think through the case of
how we woul d be treating a patient for whomwe had

a treatnment that had acute efficacy but had not
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been shown to work in the long term let's take the
wor st case and apply this. W have a patient and
we are going to be beginning treatnent when they
are acutely ill. They would respond to treatnent
and we woul d continue on it.

The point of this strategy is not so | can
determine what to call a relapse or a recurrence
It is so |l know how to direct ny strategy acutely
because when the patient is doing well | want to
consolidate that recovery and | want to get beyond
the natural course of that episode before | would
consi der naking a change, before | woul d consider
nmyself to be in the maintenance phase. This is the
way we woul d direct treatnent.

[ Slide]

Now, the basic paradigmthat | use at the
critical decision point, let's say for bipolar
depression, is that | amgoing to | ook at the
evi dence of what works and | am going to choose
this drug that has been shown to work acutely.

Now, it would be great to know that sonething had

al so been shown to work long term but let's take
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the exanple that we only know it works acutely.
amgoing to be offering that treatnment and perhaps
sonme others to patients. They choose it. |
measure the result. This integration of
measur enent into managenent is a key clinical
concept. If the patient is doing well with that
treatnment, each tinme | go through their eval uation
I need to decide whether they are going to stay
with it or not.

[Slide]

Now, the way we talk to patients about
these decision points is along the lines of a grid
like this where we are constantly | ooking at the
ratio of benefit to adverse effects. So, it is
quite easy as | do ny assessnents. |If there is no
benefit, that is the end of that trial. R ght?
Patients are not going to stick with treatnents
that don't work. It is also a very sinple decision
when we have treatnents that do work because that
favorable rati o neans that we continue. O course,
the big grey area--patients really get to nmake this

decision. | do not tell patients whether the risk

file:///Z|/Storage/1025PSYC.TXT (104 of 326) [11/8/2005 1:22:59 PM]



file:/l/Z|/Storage/1025PSY C.TXT

105
to benefit ratio is positive; they tell that to ne.
As a clinician, | have learned to listen to that.

[ Slide]

Now, this idea of continuing what works is
not just clinical tradition. It is actually based
on sone data. You have heard a little bit about
Ell en Frank's operation at University of
Pittsburgh. This is a study that was done there
that actually backs up this idea of staying with
what wor ks beyond the acute treatnent phase.

In this study patients came in with an
acute epi sode of depression. These bipolar
patients were randomi zed to receive initial acute
treatment with a fancy form of psychot herapy call ed
i nterpersonal social rhythmtherapy plus
medi cation, or, in the black box, just structured
medi cati on managenent alone. Interestingly enough,
the response to those two treatnents acutely did
not differ. There was an equal percentage of
patients who recovered with each of those
treat nents.

We then nove on to the next phase. For
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those recovered patients, they are re-randonized to
either stay on what they had been getting or nove
to the opposite treatnent. Now, the idea here was
to show the benefit of this enhanced psychosocia
intervention but the results did not show the
benefit of a treatnent.

[Slide]

VWhat the results actually showed, the top
two purplish lines, is that the people continued to
get whatever had worked for them before. The two
yellow |l ines are people who changed their
treatnment. Even addi ng psychosocial intervention
was destabilizing. | really fear that many of our
par adi gns for research, particularly maintenance
research, are treatnent disruption paradi gns and
think they give misleading results and | think we
have to bear this in nmnd as we | ook at the studies
that are put forth.

[Slide]

How wel | do our currently avail able
treatments work for bipolar disorder? Well, for

bi pol ar depression there is no single agent that
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has FDA approval. Data from STEP-BD and the
Stanley network really, as | will show you | ater
on, has under-scored the need for nore acute
treatnments. There are 8 FDA approved nedi cations
for acute mania. But | ook at the data fromall the
3- and 4-week studies that have been used to
establish the efficacy of these agents and you wil|
see that, w thout exception, every one of those
trials has ended with the patients having an
average severity score that would still qualify
themto enter the study anew. So, we have 8
treatnments better than placebo but we are nowhere
near good enough on that score.

When we | ook at preventative treatnents,
there are four approved agents. You heard that one
of them doesn't have an acute indication. Now, if
I was to require long-termdata proving efficacy,
woul d reduce ny entire pharnmacopei a, the agents
have available for my patients, to three or |ess.
That woul d be a devastating inpact. W clearly
need nore treatnents. There is no surplus of
treatments.

[ Slide]

Let nme take you through those agents that

have been shown to work for bipolar depression. W
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have three positive nonotherapies, |anmptrigine,
ol anzapi ne and queti api ne, and the one FDA approved
conbi nati on of ol anzapi ne and fl uoxetine. As |
sai d, these agents have been proven to work.

[ Slide]

Here are the efficacy trials. | am not
goi ng to burden you with understanding these. Al
of these, froma statistical point of view, were
strongly positive. However, it plays out a little
bit differently in ny clinic.

[ Slide]

What | would want you to understand is why
there is such great need. So, we have a little
metric we have devel oped for clinica
effectiveness. This is sort of a rough netric of
how you m ght expect the data fromthose trials to
transfer in our clinic, and | think it gives you a
much nore realistic picture

In the first colum we have who did the
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study; then the response rates. But if we take
those response rates we get a very rosy picture.

We need to conbine themw th the conpletion rates.
So, this clinical effectiveness index is sinply
taki ng the product of response tinmes conpletion and
that is what that "CE" columm stands for. Wen you
start to look at the clinical effectiveness you can
al so ook at the clinical effectiveness of placebo
in each of those trials.

So, | have taken one of the principles
from evi dence- based nedicine to give you a sense of
how robust these treatnents are and conputed a
so-cal | ed nunber needed to treat. That is, how
many people would be required to get this treatnent
before one nore got the benefit of the treatnent
conpared to placebo. Ckay?

What you can see here if you | ook at those
nunbers is that we need between 5 and 17 people to
get that treatnent. |If you are not fanmiliar with
nunber needed to treat, think of it as going to the
store and buying cereal. |f you are getting 25

percent nore in this deal buying the cerea
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package, you have to buy 4 before you get a free
box of cereal. |If | need to treat 17 patients
before | get a benefit, that is not a very robust
treatnment. Even needing to treat 4 or 5, | think
we could do better. CQur treatments are nowhere
near as good as we would |ike themto be.

[Slide]

In terms of how | ong peopl e use these
treatnments, you can see here nedian duration of
use. For lithium it is really nice to know that
we get our patients using lithium al nost 6 nonths.
Val proate and | anptrigine is the same. But for
atypi cal antipsychotics and anti depressants you can
see nedi an durations of about 3 nonths. So, that
is where we are in ternms of how |l ong our patients
take themeven in a specialty clinic.

[ Slide]

I want to quickly tell you about acute
phase and nai nt enance phase results fromthat
Stanl ey study that | mentioned before. If we were
to | ook at the acute phase, we have over 1000

patients in the Stanl ey Foundati on Research
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Network. Half of themor so got an antidepressant
but only 186 stayed on them for 60 days or nore,
and only 84 remit. That nmeans with the clinica
intent to treat bipolar depression we get a
whoppi ng 15 percent. Well, that is who noves on to
t he mmi nt enance phase.

[Slide]

In this quasi experinental report that
Al tschul er published you can see the rate at which
patients suffer recurrences over tine. Wat we
really get fromthis is only 15 percent ever
better. Over 4 nonths, whatever group they are in,
we | ose a quarter of themso we are down to 11
percent, and then whether you stay on an
anti depressant or not the benefit through a year is
sonewhere between 4 and 9 percent--hardly an
i mpressive result.

[Slide]

From STEP-BD we get a little different
pi cture when we view the data. | show you acute
phase treatnent involving 2000 bi pol ar patients for

377 clinician indicated intent to treat an acute
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bi pol ar depressive episode. At 90 days, if they
got an anti depressant added we had 21.5 percent
recovered but if they didn't get an anti depressant
it was 27 percent recovered--no evidence that our
treatments are working very well and. As we go
t hrough the nmi ntenance phase, by the tinme we get
out to 3 nonths we have |ost half of those patients
who have recovered--not indicating great efficacy.

[Slide]

So, we clearly need better acute
treatments for our patients. There is no
conpel ling need | think--no nore conpelling need
than to have better treatnments for bipolar
depression and | don't see that it is as yet
reasonabl e to raise the bar for approval

[Slide]

We have seen that |ess than 10 percent
will benefit and | don't think that there is any
conmpel ling benefit even for those patients who stay
on treatment long term

[Slide]

I think to sumup this part of the talk,
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the thing that | would say is, yes, | would like to
know about the |ong-term benefits of treatment. |
think our patients would like to knowit. But I
don't think it would be reasonable to ask patients
to sacrifice what it would take to have that data
at the time of subm ssion for an acute indication.

[Slide]

I want to nove on fromthere and focus on
the question of designing trials. Wen you are
designing a nmaintenance trial, | think what Tom
said is that there really is no great substitution
for the current random zed study that we use. But
we apply the sanme principles to thinking about
treatment and we would want to think | ong and hard
about the stabilization period. | think we should
enphasi ze that when we say stabilization we are
tal ki ng about what Tomreferred to as the tine of
being in the responder status because this really
is acritical determ nant of outcome in these
studies, as we will see.

In terns of the validity and feasibility,

I just want to enphasize a couple of points before
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| get into this. The DSMIV actually gives us a

definition for what it nmeans to be recovered from a

nmood episode. It is 8 consecutive weeks of being
well. The new proposal calls for 6 nonths for al
chroni c conditions, and Tom has acknow edged t hat
that is arbitrary.

W will see that the EU gives rather

different recommendations and | amnot sure that it

makes sense for us to use one for all various

clinical entities. | amgoing totalk alittle bit

about the idea of enrichment because all of the
successful mai ntenance studi es have used enriched
designs. | think we want to be careful about this
because it can be ni sl eadi ng.

[ Slide]

Now, for different disorders our
col | eagues in Europe actually do recognize the
differences in clinical epidemology and,

therefore, have different reconmendati ons about

stabilization period. W may or may not agree with

them but certainly they take an approach that is

different for each illness, and | think that is
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what makes sense

[Slide]

Focusing in on this idea of the
stabilization phase, the tine in the responder
status, | want to share with you a little data from
STEP because our definition is 8 weeks. W use the
DSM definition. There are two curves that we
generate | ooking at the data from STEP. The orange
line is showing us the tine to having a ful
epi sode but, as you are probably aware, naintenance
studies don't allow patients to slip into ful
epi sodes. We consider that to be unethical
Instead, we wait for what we call in STEP
roughening. W are tal king about new sub-syndronma
synpt omat ol ogy devel opi ng that requires an
intervention. You can see that the curves for both
of these are actually rather steady, gradua
curves. | have been told to be careful referring
to this as radioactive decay in Washi ngton, but
this is kind of what a radi oactive decay curve
woul d | ook Ii ke.

[Slide]

Now, when we get to the studies, | think
Dr. Laughren also nentioned this study. This is a

Lilly study. Wat you can see in the placebo group
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in particular, the dotted line here, is not a
radi oactive decay curve. It is a falling off the
edge of the earth curve. O course, the point I
want to nake to you is that the duration of tinme in
responder status is sonmething that can allow us to
j udge whether we have acconplished what we want to
in the stabilization period, whether we have gotten
a gradual curve or a very sharp i nmedi ate steep
slope. That lets us know have we gone | ong enough
to have patients who are truly in rem ssion. He
mentioned that half the patients were done with the
study | think in 23 days in the placebo group

[Slide]

This is with adjunctive treatnment, another
Lilly study. It turns out in this study that in 15
days 25 percent of the patients were gone with
rel apses. Again, imediate steep slope. These
studi es used very brief periods of being in the

responder status, sonetinmes one assessnent based on
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rating scale scores and patients were random zed.
I think we would all agree this is a treatnent
di sruption study that did not random ze well
patients.

[ Slide]

This is a GSK-sponsored study, just so
can be an equal opportunity critic. You can again
see in the white line, which is the placebo, an
i medi ate steep slope. This study randoni zed
patients who were well on nonot herapy for just one
week. No surprise in this.

[ Slide]

W can | ook and we can see this data from
Stanl ey again. The Stanley study, you may recall
is a quasi experinental conparison and patients
were well 6 weeks. \Whether they stay on an
anti depressant or not, there is a gradua
radi oactive decay type slope. And, sone clinica
trials that have been subnmitted to FDA actually
used these nore reasonable lengths of being in a
responder status in their pivotal studies.

[Slide]

This is a BM5-sponsored study and it
conpared aripiprazole, in the gold line, to

pl acebo, in the dotted line. Here, again we have
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restored that steady, gradual slope. But pay
attention to this. Wat intrigues ne in this very
successful study is that the curves don't separate
until we get out to 3 nonths. You mght say that
those curves |l ook pretty much the same for the
first 3 nonths. So, what has happened in the study
i s that perhaps we have randoni zed a nunber of
patients who you mght refer to as pseudo
responders. | will cone back to this idea because
enrichnent really is key to having a successfu
st udy.

[Slide]

In the grey bar you are seeing an
Abbott-sponsored trial where we can get a handle on
enrichnment by taking the proportion of patients who
were random zed and divide it by the total nunber
who entered the study. So, 65 percent of the
peopl e who entered this trial actually got

random zed. That |low rate of enrichnent resulted
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ina failure to detect a benefit not only of
val proate but of lithiumas well. So, |ow
enri chnment, |ow chances for success.

The ot her studies we have seen were
enriched by only random zing |l ess than half or
about a quarter in the Stanley study and only 15
percent of the patients nmade it into the
comparison. Well, that is very interesting. The
key idea of enrichment is that we have true
responders.

[ Slide]

But let ne take you through a little
experinment so you can see how inherently difficult
mai nt enance studies really are. Let's make sone
conservative assunptions and see what our obstacles
are to feasibility. Let's inmagine that our
eligibility criteria for randonization are that we
have a responder. That is what all the studies
have done. But a true responder and an
operationally defined responder are not the sane.
We know from acute efficacy studies that let's say

we have for whatever our active conpound was a 50
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percent response rate and for placebo 25 percent.
That means that in calling sonmebody a responder
there is a 50/50 chance that they are a true
responder and a 50/50 chance that they are what we
refer to as a pseudo responder. Well, if that is
the case, let's assune that what we saw in the BMS
study with aripiprazole is true and that the
response rate of pseudo responders woul d be the
same whet her they would be in the placebo group or
the active group. | think that is a reasonable
nmodel , maybe not a conpl et e nodel

[Slide]

If we did that, and we were to do a study
where we are | ooking for the difference between
pl acebo and active, we could power the study based
on the idea that the placebo group would have a 60
percent relapse and our active treatnent group
woul d have a 40 percent relapse. Well, in that
case our enriched sanmple, the group that is going
to get random zed, would be half true responders
and hal f pseudo responders. CQur placebo cell would

have 100 patients, again half pseudo and half true
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responders but they would have 60 people who woul d
relapse. If we look in our active cell we would
still have 50 pseudo responders, and if that group
responded the sanme as they had in the placebo group
they would contribute 30 relapses. That woul d nean
that to make our 40 we could have no nore than 10
rel apses anong the true responders. That neans
there would be a pretty stiff challenge for
treatnent. It would have to work 80 percent of the
time in maintaining benefit in true responders.

[Slide]

Well, that is a challenge but if we were
to cut down the group that gets randonized to cut
out the people with the shortest cycle |engths,
because we are going to require a nmuch | onger
period in the responder status, we would be cutting
the relapse rates for both groups. So, let's say
we were going to do the study now and we are
| ooking for a 40 percent relapse rate in the
pl acebo group and 20 in active, well, you can
foll ow the exact sane math and say, okay, we are

going to have 40 rel apses in the placebo group but
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now t he pseudo responders woul d account for 20, and
that would nean that to succeed in this study
active treatnent would have to be 100 percent
effective. You can inmagi ne going to the nmanagenent
in any conpany and sayi ng we can succeed if we are
100 percent effective, and they would say what
other drug could we study? | don't know that we
are going to do this research. That means ny
patient doesn't get that treatnent.

DR GOCDMAN:  Excuse me a second, Gary. |
probably just mssed this but could you go back and
clarify what the definition is of a pseudo
responder ?

DR. SACHS: Yes, what | was referring to
is based on this idea, so we are | ooking here at
this BMS trial and notice that over the first 3
mont hs of the study the curves are essentially the
same. So, we random zed these patients based on
themall neeting response criteria. GCkay? So,
obvi ously, since those curves are the sane you have
to get the idea that they are not all the sane

responders. Even though they are in the active
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group, they are having a rel apse rate the sane as
in the placebo group over the first 3 nonths.

So, what | have suggested here is based on
the idea of the predictive value of calling
somebody a responder. What are the chances that
they are a true responder? Well, if the placebo
response was half of what the active response was
am assuming it would be about 50 percent. Ckay?

[Slide]

So, if we use a 6-nmonth stabilization
period, this is the distribution of cycle |engths
in step, if you will. Wat we would be doing is
truncating this. W would be only randoni zi ng
people with long cycle lengths. This would
definitely be an unrepresentative sanple.

[Slide]

I don't want you to just rely on this
calculation to say, gee, that is kind of nice on
paper. Let's look at what the inplications of this
woul d be for some of the studies we have al ready
| ooked at. W |ooked at this study fromthe

Stanl ey Foundation. If | were to limt it to just

file:///Z|/Storage/1025PSYC.TXT (123 of 326) [11/8/2005 1:22:59 PM]



file:/l/Z|/Storage/1025PSY C.TXT

t hose people who were well 6 nonths or nore, here
is what the data would ook Iike. Al of a sudden,
this big gap has been greatly reduced and | don't
have a finding anynore. M strongest finding has
gone.

[Slide]

What about the data fromEl |l en Frank's
group? Here is the original finding, on the right.
Look at what it would be conditional on having a
6-nmonth response. W have | ost the separation
bet ween those groups. So, this is nore than just
t heoreti cal

[Slide]

That brings nme to the conclusion. In
terns of validity, one size definitely does not fit
all. The data does suggest on the whole that we
got you well; we keep you well, but it |ooks to ne
like we could all agree 1 week and 2 weeks are
insufficient, but with 6 weeks and, clearly, if we
went with the DSM definition of 8 weeks, we woul d
be having a sufficient duration of being in that

responder status to get valid results, to have that
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st eady slope down in our placebo-treated groups.
So, a 6-month stabilization period, | think you
woul d agree, would greatly increase the challenge
to showing that any new entity would work for
mai nt enance.

[Slide]

| also think that we have to consider the
feasibility. Six months would require a much
| arger sanple and we would have to be treating lots
of patients, and these |larger sanples will increase
the tinme for there to be rater drifts and all the
ki nds of problens that actually Dr. Potter alluded
to that plague our current designs. It would be
that much worse. W would increase the enroll nment
time and that woul d not only necessarily del ay but
could al so prevent the introduction of new
therapeutic entities. So, let me stop by saying
that this proposal to have a 6-nonth stabilization
phase is clearly against the interests of patients.
Thank you very much.

DR LAUGHREN: Just one question, just to

clarify your reconmendation for an 8-week
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stabilization phase. That means that the open
run-in would have to be | onger than 8 weeks.

DR SACHS: Absolutely.

DR LAUGHREN: It woul d have to be perhaps
12 weeks, or long enough to get a sufficient nunber
of patients who have been actually stable for 8
weeks.

DR. SACHS: Absolutely, that is the idea.

DR GOCDMAN: W are scheduled to take a
break at 10:30 but | would like to take that break
now.

DR. AMMANN. Could I just nake one
coment ?

DR. GOODMAN: Sure, go ahead.

DR. AMMANN. Dr. Laughren, you had raised
the issue with regard to the European guidelines
and | think we would acknow edge that they are
gui delines in Europe of a regulatory nature that do
require long-termdata at the tinme of the origina
appr oval

I think a couple of points need to be nmade

though. | think the devel opnent progranms that we
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have in place, just to reiterate what Dr. Canardo
sai d, have anticipated in thema substantial delay
in introduction of those products. Moreover,
think it is inportant to note that the guidelines
that exist in Europe have differing requirements by
indication. There is not one size fits all applied
across that, and in no case are the guidelines
stipulating the design that is under discussion
today in terns of a 6-nonth prospective
stabilization foll owed by randoni zed wi t hdrawal
So, | think it is inmportant to point out that there
are sone substantial differences in what they have
in place there versus what we are tal ki ng about
t oday.

DR GOCDMAN: As | said, | would like to
take our 15-minute break now. Before we do, | want
to rem nd you about the rules of engagenent, so to
speak. In the spirit of the Federal Advisory
Comm ttee Act and Sunshine Amendment, we ask that
the conmittee Iimt their conversations about these
issues to the public forumof the neeting. To help

the conmittee with this, we ask that industry,
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press and ot her nenbers of the audi ence not discuss
today's topic with commttee nenbers during breaks
and lunch. The weather is always an acceptable
topic and so is the Wrld Series! Let's reconvene
in 15 m nutes.

[Brief recess]

Long- Term Anti - Psychotic Trials:
Chal | enges and Cpportunities

DR POLYMEROPOULCS: Good norning. First
of all, I would like to thank the agency and PDAC
for allowi ng us to express our thoughts and
opi nions today on this very interesting subject.

[Slide]

I am M hael Pol yneropoul os. Along with my
position at Vanda Pharmaceuticals, | ama physician
and have practiced psychiatry for many years in the
Washi ngton, D.C. area so the issues in front of the
conmittee today are very dear to ne.

Vanda's mssion is to use genetic and
genoni ¢ technol ogies to optimn ze therapeutics to
treat diseases that are in front of us today. On

this very issue of exam ning the long-termefficacy
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of conpounds in psychiatric disorders, Vanda
believes that it is very useful to accumul ate and
have | ong-term data for both depression,
schi zophreni a and ot her chronic psychiatric
di seases. However, as many on the panel have
di scussed and Dr. Laughren addressed as well, one
size does not fit all. These are different
di seases. They have different disease burdens.
They have different treatnents and different
cour ses.

So, we believe that in order for one to
exam ne and answer the questions in front of the
panel today we need to exam ne one disease at a
time. We have focused at Vanda on under st andi ng
schi zophrenia and we will describe our thoughts in
schi zophrenia for the purposes of this discussion
In fact, that brings you to questions nine and ten
later in your list which address does the
di scussi on apply to schi zophreni a and ot her
di seases. Question ten is are alternative designs
possi bl e?

So, we have concentrated on di scussing an
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alternative design that in a way counters a | ot of
the issues that nmany of the speakers, including Dr.
Sachs, addressed before, that is, the role of
active control designs in the treatnent of
schi zophrenia. |In fact, just to point to the EMEA
di al ogue and di scussion, on this matter EMEA has
accepted active control designs as a standard for
|l ong-term efficacy exam nation of schizophrenia
st udi es.

W t hink, however, we would like to set
forward a method by whi ch one woul d under st and
whet her active control designs are valid in the
case of schizophrenia or any other disease. W
have done our independent work and talked to a | ot
of experts in the field, and we believe there are
two domai ns that one needs to exam ne before
answering this question.

The first domain is the statistica
domain, and we will talk quite a bit about that.
The second one, a very large one, is the ethica
domami n. What are the ethics for conducting these

trials? On the statistical donain, Vanda has done
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its own analysis and research, and has consulted
with experts in the field, and concluded that in
order to determne validity of active contro
designs two assunptions need to be understood and
met before these designs are valid.

The first one has to do with a historica
separation of active versus placebo. Wat does
this mean? It means that patients on active
control do better and patients on placebo fail to
address the synptons of their disease. W know
that historically in schizophrenia studies that
separation has held in short-termand in the few
| ong-term studi es that we have. As you heard from
previ ous speakers and Dr. Potter, this is not true
in the case of nmjor depression where it is a |ot
tougher to separate active from placebo. So,
assunpti on nunber one nost probably is met in
schi zophr eni a.

The second assunption has to do with the
mar gi n of separation between active and control
This difference has to be identifiable and has to

be consistent in order for this design to be valid.
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We have asked Dr. Gene Laska to discuss his own
anal ysis of historical aspects and how t hese
assunptions are being net in the case of
schi zophrenia trial designs. After our own
anal ysi s, however, and explorations with experts in
the field, we have concluded that both these two
assunptions for validity of active control,
non-inferiority designs in schizophrenia are being
nmet .

On the second aspect of ethics, Dr. Nina
School er will discuss the historical perspective
over her 30 years of experience thinking about
pl acebo-control | ed studies and what it means in
identifying effective treatments, but also what it
means for patients and their lives and the inpact
that these trial designs actually may have

Finally, while our missionis to optimze
therapeutics and bring themforward with these
advanced technol ogi es, we have a | ong ways to go
and until we get there we need to use a thorough
scientific and ethical objective approach to
understand trial designs.

Dr. Nina School er, from Georgetown
University, will address the ethical aspects and

she will be followed by Dr. Laska, fromthe Nathan
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Kline Institute. Thank you very much for allow ng

me the time to express our thoughts.

Long- Term Anti - Psychotic Treatnment in

Schi zophrenia: 30 Years of Data and Experience

DR. SCHOOLER: Thank you so nuch.

[Slide]

| want to thank Vanda Pharmaceuticals for

inviting me and | want to thank the conmttee for

giving me this opportunity. As | say in this title

slide, | have been doing this for a long tine and
what | would like to do is, rather than review
mountains of data with you, | would like to give
you the perspective of sone of the studies that |
have been involved with or that | have observed
closely, and give you a sense of how | feel about
t hese thi ngs.

[Slide]

First of all, what | amgoing to talk

about is the issue of prevention or, to be nore
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preci se in schizophrenia, delay of rel apse because
one of the things that you will see is that there
are always relapses in the active groups. So, we
do need long-termtrials that target
synmptomatically stable patients. W know t hat
pl acebo produces high rel apse and rehospitalization
for patients that are treated in the comunity and
that, even for hospitalized patients where there is
nore protection, we see synptom exacerbation

Then, last what | would like to address is
the question of whether we can conduct
pl acebo-controlled trials w thout these
consequences. M judgnent is that rescue
medi cations are largely ineffective in this context
but I will show you sone data and | would |ike your
reaction to that as well.

[ Slide]

So, first we have what is probably one of
the classic trials in schizophrenia which was a
rel apse prevention trial conducted by Gerry
Hogarty. | was part of the group that was involved

in this study. These were patients with a
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schi zophr eni a di agnosis who were comunity dwelling
and stabilized. They had been identified in
hospital but discharged to the comunity and were
stable for at |east 12 weeks. W had a 2-year
treatment period and a 2 X 2 design comparing
chl orpromazine, a drug | amsure you have all heard
of, to placebo with the addition of a psychosocia
treatment versus treatnent as usual

The definition of rel apse was a stringent
one, requiring return of psychotic synptons.

I ndeed, we say in the paper that we validate our
definition of relapse by the statenent that a
substantial proportion of patients were actually
rehospitalized. It was supported by the NIMH and
conducted at three hospitals in Maryl and, where we
are today.

[Slide]

Here are the cunul ative rel apse rates for
the 4 groups. The top 2 lines are the placebo and,
as you see, this reaches 80 percent at 2 years.

The bottom 2 lines are for the drug treatnents.

will also call your attention to the 6-nonth point,

file:///Z|/Storage/1025PSYC.TXT (135 of 326) [11/8/2005 1:22:59 PM]



file:/l/Z|/Storage/1025PSY C.TXT

136
which is a point that will be considered further by
Dr. Laska. You see that already at 6 nonths there
is very substantial separation between the two.
There is a sense of asynptote here at 80 percent.
There were over 300 patients in the study so the Ns
are about 75 in each of the 4 groups.

[Slide]

VWhat we conclude here is first, obviously
wi thout statistical test, the placebo rel apse rate
is significantly higher than active nedication
Finally, you have 80 percent of the patients
rel apse and what you see even further that is
important is that 75 percent of those rel apses went
on to rehospitalization. This is, of course, in an
early era. The placebo rate was relatively
consi stent over tinme. W estinated approxinately 3
percent. The psychosocial treatment m ght reduce
rel apse rates in the second year. There is sone
hint of that, not statistically significant, but
only in patients receiving nedication

[ Slide]

This is 1990s pl acebo-controlled rel apse
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prevention trial, the study that is known as the
Zeus trial. This was conducted in Central Europe.
Patients with schizophrenia were hospitalized but
stabl e; a one-year treatnent period; three doses of
zi prasi done versus placebo. It was a definition of
i npendi ng rel apse that depended on daily
observation over a 3-day period. This was
sponsored by Pfizer.

[Slide]

Here are the survival curves for the 3
drug treatments, active and the placebo. Again,
here you see a very, very steady decline in those
who were relapse-free in the placebo group. If you
| ook at the 16- or 26-week period, again here you
see substantial separation

[Slide]

So, the risk of rehospitalization can't be
estimated here because it is a npot point given the
fact that patients were already in hospital. But
the medi cation-pl acebo differences do increase over
time.

[Slide]

In sunmary--and these are just two
exenpl ary studies froma host of studies that have

been conducted over the |ast 45
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years--antipsychotic nedications are effective in
del aying rel apse, and | woul d enphasi ze the point
that they do not prevent it. Wat you see is a
del ay because all the studies show rel apse on
medi cation. Anmong patients who are stable on
medi cation, placebo differences may be difficult to
detect in the first few weeks of placebo
substitution.

Now, Dr. Sachs addressed this question of
whet her those people were actually in the bipolar
di sorder situation, whether they were true
responders, or were people who had not really
responded. That is one possible interpretation of
the high relapse rates during that initial period.
An alternate interpretation is actually
met hodol ogi cal and suggests that when people are
doing a trial with placebo they are very quick to
consi der a change as representing a rel apse because

the operative assunption has to be that patients
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are receiving pl acebo.

[ Slide]

Then the question becones can we design
long-termcontrolled trials in a nmanner that wll
actually prevent undue harmto patients? The
phrase "undue harn is a difficult one as well and
sonmething that | think the committee shoul d
consi der when they think about this issue. Wat is
the level that rises to undue?

[Slide]

There has been a strategy that has been
devel oped in schizophrenia which is based on the
fact that for many patients prodromal signs and
synmptons often precede relapse. The idea is that
the nonitoring of these early signs could allow
early intervention before a full rel apse occurs.
The strategy has several nanes and any time you see
any of them it is the same thing. It has been
called early intervention, targeted treatnment or
intermttent treatnment. What is inportant about
this strategy is that it depends on relatively
frequent observation of the patient.

[ Slide]

We designed a study. You see this says

over 1980s to 1990s. It took us ten years to do it
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and we didn't start until the mddle of the decade.
This was called the treatnent strategies in
schi zophreni a study. They were patients with
schi zophreni a and schi zoaf fective disorder. They
were comunity dwelling, stabilized patients with
famlies, and the families were there for two
reasons, one because we were also interested in a
fam |ly-based intervention but, secondly, because we
wanted patients to be in situations where there
were peopl e avail able to observe prodronal signs.

We | ooked at 3 doses of fluphenazine
decanoate, a noderate dose, a | ow dose and
essentially the adm nistration of the vehicle only
whi ch was actually a placebo. Then in interaction
we also had a high and low intensity famly
intervention. Early intervention with oral or
addi ti onal decanoate was provided at prodronal
signs. Now, this was in all groups so it is not

that you had a condition where the early
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intervention was only for those receiving placebo.

Qur definition of relapse is not precisely
rel apse. Since we were |ooking at strategic
i ntervention, our question was whether we needed
more than 140 days of additional nedication. |If
that was the case, we concluded that the strategy,
whi chever one of these 3 was, did not work. It was
multicenter in the US. W had five sites and it
was sponsored by the N VH

[Slide]

Here are our results. VWhat | would like
to suggest is | recomend squinting for |ooking at
these lines. Here you see the survival curves for
the 2 groups that received the noderate dose
closely intertwined, in the sort of greenish |lines
for the |l ow dose, and in the red lines for the
pl acebo with early intervention. Early
intervention in all groups, and the study nunbers
here were in the 60-65 per group range.

What you see again is an issue that is
important | think, that if this study had been a

short study we woul d have seen no difference
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between the treatnents if we had only done it for 6
mont hs.  We woul d have concluded fromthis study
that, indeed, the early intervention strategy was a
very good one. By 12 nonths you can separate the
nmoder ate dose fromthe | ow and the placebo, and it
takes you up until about the second year before you
see the difference between only early intervention
versus the 2 groups that received rescue
medi cation, building on a platform of nedication

[Slide]

Essentially, the conclusions fromthis are
that in terns of this outcome neasure early
intervention alone |ooks |ike placebo. The rel apse
rates were the lowest in the noderate dose,
intermediate in the | ow dose and, of course,
hi ghest in that group. Equally inportant, with the
early intervention treatment we were unable to
forestall relapse in these patients so that 48
percent of the early intervention group experienced
a rehospitalization in the 2 years conpared to only
25 percent in the noderate and | ow dose, suggesting
that the notion of rescue is not easily feasible.

[ Slide]

So, our conclusion is that early

intervention does not effectively prevent rel apse;
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that the relapse rates | ook nmuch |ike those with
pl acebo; and use of inpending relapse will not
prevent rehospitalization. The suggestion, of
course, fromthis is that w thdrawal of nedication
in stable patients may have substantial social and
econom c effects on patients even if they are
moni tored closely and restarted on nedication. For
exanpl e, people may | ose jobs. They may | ose
housing. They are destabilized in the comunity.

[Slide]

Here is a brief summary--75 percent
rehospitalization in a community sanple with
pl acebo; 48 percent hospitalization even with early
medi cation and | would say that the use of placebo
| eads to unacceptable risks.

I want to take the last mnute or so to
present you with a scenario that | amin very often
as a researcher studying patients with treatnent,

that is, sitting across the table froma person and
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presenting a clinical trial as an option to this
person. For the placebo controlled w thdrawal
study in schizophrenia nmy presentation would go
sonething like this, what | would like you to do is
to start treatnment with a new medici ne, and we
would Iike to offer you this new nedi ci ne because
you have not done well on the medicines you have
received before. |If you do well with the new
medi cine, length of tine to be determ ned, then
what we will do is ask you to stop taking that
medi ci ne by chance. We will toss a coin and some
of you will get to continue; sone of you will stop.
Then we will follow you until you relapse or up to
X period of tine. | rmust tell you that in ny prior
experience this happens for people who are taken
of f medication in approximately 80 percent of the
time. Wuld you be willing to participate in this
trial? For ne, that particular presentation is an
unaccept abl e scenario and if | were offered the
opportunity to conduct that trial | would have to
respectful ly decline.

Thank you very much for your attention.
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shoul d do nmy next course of action, which is to
i ntroduce Dr. Cene Laska, from NYU and the Nat han
Kline Institute, a nore than distinguished
bi ostatistician and an old friend. Gene?
Sone Statistical |ssues Regarding the Use of Active
Versus Pl acebo Controls in Longer-Term
Efficacy Trials

[Slide]

DR LASKA: Let ne thank Vanda al so for
allowing ne this opportunity in supporting the work
that went into preparing this talk, and the
comrittee and the FDA as well.

[Slide]

It is clearly not required to go over the
findings of Montero who reported that sonething
like 42 percent of patients with schizophrenia wll
rel apse in a year, and for those who discontinue
medi cation it is alnost certain at one year, a
finding by Wden and 4 fson

[Slide]

So, the issue that is before the house at

the nonent is whether or not we can do the clinica
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trial in another way, that is, we nust acknow edge
up front that conparisons to placebo in a
random zed trial are clearly the gold standard
That is the way to find the best evidence possible.
But in circumstances where it may be unethical to
use placebo when alternative treatnments exist, is
an active control trial using a non-inferiority
design an alternative that will convey some
validity?

[Slide]

The | ogi c of the approach goes like this,
if a standard is consistently superior to placebo
and | amtrying to showthat T is superior to
pl acebo, it should suffice to show that the test is
as good as or not as good as the standard. That is
the logic without the statistics.

[ Slide]

To put it into a framework where we can do
sonme scientific testing, we need to set a val ue,
whi ch we conmonly denote by delta, to be the
non-inferiority margin, the degree to which one

treatment is equivalent to another if the two don't
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differ by nore than that margin. That is again
clear froma great big placebo response but these
two treatnments are pretty close to each other

[ Slide]

How do you do it statistically? Well, in
the sinple formyou test the difference between
test and control, the two treatnments in the trial,
and form a confidence interval around that
difference. |If the confidence interval lies
conpletely in the non-inferiority margins the two
are equivalent. |If the confidence interval covers
the outside line but fails to cover this one, then
you can declare non-inferiority in one direction,
and here is non-inferiority in the other direction
and, not an uncomon finding, although not in this
area, a confidence interval that spans those two
limts is essentially uninformative.

[ Slide]

The question that is somewhat knotty is
how to determine a non-inferiority margin. |If one
sets it too large it is entirely possible that an

inferior treatnent will be called non-inferior.
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That is a mistake or a type 1 error. If it is too
smal |, then huge sanple sizes are required and it
becones inpractical. So, statisticians and others

inlots of fields usually have selected to use sone
fraction of the historical control difference
bet ween control and pl acebo.

[Slide]

The ability of a randonized trial to
detect sonething that ought to be detected is
call ed assay sensitivity. |If there is a true
difference, then we would like to find it. This
assay sensitivity is the property of one trial, to
clarify the | anguage, where sensitivity is often
tal ked about as being the property of a class of
designs. So, the question is are the class of
desi gns-- pl acebo-controlled, non-inferiority--are
they sensitive enough to do the job required? This
| ast piece is called by statisticians power, a
concept you have all |ooked at.

[Slide]

Now, a 3-armed trial allows the detection

of assay sensitivity if the trial results and
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conparisons are statistically different between
pl acebo and the active or the standard and the
active--sorry, | said that wong, between the test
and placebo or the standard and pl acebo. But if
the trial shows no difference anong the treatnents
what can you conclude? WelIl, you conclude the
trial has no assay sensitivity because the standard
wasn't better than placebo, but you can't really
draw any inference about the equivalence of Sand T
because there was no sensitivity in this trial

[Slide]

A 2-armed trial has a different set of
properties. If you find a difference then ipso
facto the trial has sensitivity but if the two are
not found to be different, then what can you
conclude? You can't tell whether the trial failed
or whether the trial found no difference properly.
So, how do you nake sone judgnents about whether
the trial we are considering today is useful?

[Slide]

Well, we have to go to the record. W can

only conclude that the approach is valid if we have
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a placebo in the trial or if we can go to the
hi storical record and reach the conclusion that if
we see that it happens all the tinme in prior
studies, then we night be able to believe it there
t 0o.

[Slide]

So, | did that. | went to the literature
and found one nmj or source, published in 2003,
whi ch was a kind of neta-analysis that included
many studi es, and two subsequent studies were
publ i shed after the 2003 data and | used those
trials. | didn't include any studies that failed
to use the Kapl an-Mei er approach because those
trials are providing estimates that are no very
reliable.

[Slide]

This is the result of that review. There
were 5 trials. These are trials in which placebo
was conpared to atypical. This colum represents
the relapse rate at 6 nonths and the next columm is
the placebo rate. The lines connect the 2 points

which are fromthe sane trial. Rather
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interestingly, you see that the placebo rates were
always in the 50 to | ow 60s range. This had a
bi gger spread. The sl opes of these |ines |ook
remarkably the sane. These trials are different,
with different criteria, different run-in periods.
One has to take a deep breath when one puts them
all on the sane slide. Nevertheless, the results
| ook remarkably consistent.

[Slide]

These are the trials in which an atypica
was conpared to a conventional. The |ines, again,
remar kably roughly have the sane slopes, with a
certain notable exception and a coupl e of slopes
that are different. But in every case, except one,
the conventional treatnment had a hi gher rel apse
rate than the atypical

[Slide]

Putting themtogether on one slide, one
sees how the influence of the drug that is used
toget her influences the outcone. So, the atypicals
are sonmewhat hi gher but not very different than

those in the conventional and the
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pl acebo-controlled trial

[ Slide]

The nunbers break out like this. The
range of atypicals relapse rates in 6 nonths were
3-39; conventionals, 3-47; placebo, 53-63. You see
no overlap between the actives and placebo. The
mean rel apse rates are shown in this colum and,
again, there is very large separation of placebo
fromboth the conventionals and the atypicals. The
mean value for the atypicals will depend on what
the other trial drug was. Apparently physicians
behave differently in knowi ng what the alternative
treatment is, nmaybe patients too. Here are the
mean di fferences. They are very small relative to
the sizes we are tal king about.

So, one sees a relatively consistent
pattern across these trials. To do a full, fair
and conpl ete anal ysis one would have to do a
met a-anal ysis of all these trials in a formal way,
possi bly using Bayesian priors. There is a lot of
work yet to be done.

So, the next remark is, in art form
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post -i npr essi oni sm maybe, maybe even abstract
i mpressionism| amnot sure. But it mght be
reasonabl e to suspect that what we will get out of
such a trial is a non-inferiority rate between
10- 15 percent if a new drug were tested against a
conventional, and maybe 15-20 percent which is kind
of generous, if it were tested against an atypi cal

[ Slide]

Just to give one illustration, if the
rates of relapse are assuned to be about 35 percent
for the control and the test, which is a little
hi gh, and the delta, the non-inferiority margi n was
set to be 15 percent and the 2 groups had equa
sampl e sizes, then it would take about 183 patients
per group to have power of 0.8 to be able to
decl are non-inferiority when, in fact, it was true
that there was non-inferiority. So, these will not
be easy trials to conduct. 1t doesn't take into
account how many patients you need to put into the
trial to get to the point where you can do the
rel apse prevention study.

[Slide]

Now, the regulatory concern is the sane in
this trial as it is in an acute trial. It is

i nportant to know what the probability of a type 1
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error is. That is, what is the chance of
concluding that an ineffective drug is effective in
|l ong-termuse? But the historical record that |
have described to you looks to ne to be pretty
consistent in will give one | think sone confidence
that such a strategy is valid and, given the
consi derations of the ethical points, nmay be worth
bei ng very serious about. Thank you very rmnuch.

Qur next speaker is Dr. Mchel son, who is
fromLilly. He is the head of the early clinica
CNS drug devel opnment program

DR. GOCDVAN: Dr. Laughren has a question

DR LAUGHREN: Cene, | just have a couple
of questions. | wasn't entirely clear how you
arrived at that margin. | nean, | |ooked at the

Vanda materials and, as | understand it, there are
6 studies that you are | ooking at here.

DR LASKA: Vanda produced its own
materials. | had nothing to do with it.

DR. LAUGHREN: Ckay.

DR LASKA: These are a different set of
studies. | did it totally independently of them
But your question is technically right on target.
One needs to get a proper estimate of what the

treatnent differences are. Mne were
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i mpressionistic; they were not based on a fornal
anal ysi s.

DR LAUGHREN: Because | was | ooking at
their chart and | picked the smallest difference as
a place to start. That is one way of doing this.

DR LASKA: Yes, it is.

DR. LAUGHREN. Then if you take half that
as the margin | get to 10 percent.

DR LASKA: Yes, | wouldn't disagree but
if you did it against atypicals--well, the table
shows you. The atypicals are 39 versus 53 so you
are not far off. This is still subject to work.

DR LAUCHREN. Okay. | guess the other
general question is, is this enough of an
experience to feel confortable that you have

t horoughly explored the question of consistency of
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the pl acebo response?

DR. LASKA: Right, that is a very tough
question. M subjective view, not done with a
formal analysis, is that the placebo data was what
is the nost conforting. That is always in this
range. The atypicals certainly bring it down
tremendous anounts and there are no failures. This
was in all the trials. So, 10 out of the 11,
sonething like that, showed a |arge difference
i ndependent of so many factors which you know
affect the outcone. It |leads ne to be sonewhat
confident. | would be happy to have nore fornal
wor k done to finalize that story.

DR. GOCDMAN:  We are going to have at
| east 20 minutes for discussion

Tim ng and Duration of Relapse Prevention Trials
in Psychiatric New Drug Devel opnent

DR. M CHELSON: Thank you.

[Slide]

| am David M chelson. | amresponsible
for early phase clinical developnent at Lilly in

neurosci ences. Wat | want to do is go back, sort
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of as the last presentation before Dr. Goodw n
comes back and sunmarizes, to speak to a coupl e of
the sort of earlier questions that you were asked
and to provide sone perspective on them really
fromthe perspective of soneone who is struggling
with both doing the studies and thinking about them
as part of sort of an integrated drug devel opnent
pr ogr am

[Slide]

In particular what | want to touch on is
the questions the FDA has asked around what
evi dence or when evi dence shoul d be provided around
| ong-term efficacy, and whether it should be
provided earlier than is typically the current
practice and, secondly, whether the 3-nonth lead-in
adequat el y assesses efficacy.

I think we all agree this is not a
di scussi on about whether you should have | ong-term
efficacy data. | think we all agree we clearly
should and it is in everybody's interest. It is in
the patient's interest; it is in the physician's

interest; and is also in PhARMA' s interest to have
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| ong-t erm dat a.

G ven that, the question is really how
much data, researched how, at what point. | would
argue that the process of establishing that is
really one of figuring out what is the bal ance
between facilitating new treatnents com ng forward,
maki ng new drugs available to patients--1 think we
have had a | ot of discussion today about the need
for treatnent--bal anced agai nst providing opti nal
i nformati on.

Around these two questions, | think what
you have to ask is, first of all, is it really
established that current practice provides
insufficient data? That is, do we really feel |ike
there is a risk of approving inefficacious
treatnents doing it the way that it is typically
done today?

The second piece is given the changes that
are being proposed, given particularly for exanple
the change around duration, are you actually going
to get clearer, nore interpretable data? So, are

you going to do this extra work and end up with a
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nmore i nformative data package? Because, if you
think of it in terns of this bal anci ng of
facilitating versus providing information, the flip
side of it is that there is no question that the
changes are going to make the conduct of studies
nmore difficult. They are going to nmake bringing
forward a new NDA nore difficult. | amgoing to
show you sone data to suggest that it may be
considerably nore difficult.

So, in that context, | think what | would
like to do is to show you a few anal yses from sone
of the studies that have been done, basically to
| ook at sone historical data and to try and
under st and what mi ght be the effect of sone of the
changes that are being proposed.

[Slide]

So, | have gone back and | ooked across
several indications of some of the rel apse
prevention studies that have been done with various
drugs at Lilly. So, we have depression, panic
di sorder, ADHD, bipolar, mania. Schizophreniais

not up there but I amgoing to touch on that in a
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nonent .

Basi cally, you have a chart here | ooking
at the typical 8-12 week, nostly 12-week, initial
peri ods. What does attrition look |like? Then, you
obviously continue in the trial in the blinded
phase and | ook at what would attrition be had you
carry that period forward to 26 weeks. Wat you
see is that typically attrition is around 50
percent at 3 nonths so basically you have | ost
about half the people who started the trial. |If
you carry it out to 6 months you are going to | ose
typically around 70 percent. That is alittle bit
different in ADHD where you have better retention
rates but basically you are |ooking at 3 nonths and
50 percent across nost disorders; 70 percent |oss
across nost disorders at 6 nonths

I think that is inmportant because
basically what you are tal king about is
generalizability and you are tal ki ng about
interpretability. That is, how applicable are data
that cone froma very small set of the universe

that you originally randoni zed which is in itself
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already a snaller set because it is a clinica
trial, not usual clinical practice? So, how
informative is it going to be in terns of potentia
for selection bias; in terms of generalizability of
the sanple to pull that out?

[ Slide]

Does it apply to schizophrenia? Well, |
couldn't go back and do this with ol anzapi ne
studi es because they are conducted slightly
differently. Basically, patients were stabilized
at the outset. But if you |ook at the bottom
bull et point there, in 12-weeks studies the typica
attrition rates or all-cause discontinuation rates
i n ol anzapi ne studi es run about 50 percent. So,
think the likelihood is that in schizophrenia the
nunbers are going to | ook very simlar, at |east
based on the Lilly experience and based across a
nunber of different disorders.

[Slide]

There is anot her aspect to duration of
initial treatment that | want to touch on. One of

the other issues, actually, that | didn't say but
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is inmportant around attrition is that it is going
to increase sanple size. Right? The nore people
that drop out prior to random zation, the nore
peopl e you are going to need to have at the outset
in order to get an adequate sanple at the tine of
random zation. |In the previous talk you saw t hat
the random zation sanples need to be fairly |arge.

Vel |, what | have done here, there were
actually 2 studies in which we did nore than one
randoni zation. That is, a randonization at 3
mont hs and then a randonization at a |later point.
One of themwas an ol der study that Charles Beasl ey
did with Prozac and one of themis a nore recent
study in ADHD wi th atonoxetine that | was invol ved
in.

What you can see in both of themif you
| ook at the chart is that you have 12 weeks, 26
weeks and 52 weeks. In the Prozac study, where
there were randomni zations after 12 weeks and after
26 weeks, | have shown you the rel apse rates for
the relative treatnents. Wat you see is that the

treatnment effect difference, that is, the relative
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risk for relapse on drug, doesn't really change but
the event rates go down considerably. The effect
of that is that your sanple size requirenent goes
up markedly. So, if you want to do a random zation
at 6 nonths you are going to have a considerably
| arger sanple size based on the fact that the event
rate goes down and based on the fact that you have
hi gher attrition before you get to the point of
random zation. So, these becone very big studies,
in this case al nbst 800 peopl e.

It is probably going to differ alittle
bit fromdisorder to disorder but the take-hone
message is that it is going to be big. Even in
ADHD where you have relatively less attrition, the
sanpl e sizes are still quite large and increase
significantly as you push out.

So, is this just sort of an industry bias
against wanting to do larger trials? | guess what
I would say, with alittle bit of chagrin, is that
we wote up the ADHD data at the 1-year rel apse and
the push back we have gotten fromreviewers, that

is, fromthe field, is that it is not
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general i zable. The concern is essentially that we
are not convinced that these data apply broadly to
ADHD. That is essentially what we were being asked
to respond to in witing it up. So, | don't think
this is a parochial concern

[ Slide]

I think there are sone other issues around
duration of treatnent that are worth thinking
about. W just tal ked about the treatnent effect
sizes. They don't really decrease narkedly with
Il onger run-ins. | think what that suggests is that
the drug is working in the sane way. There is
sonet hing going on in terns of the disorder that
changes but the treatnment effect sizes don't
change.

W have | ooked at attrition. W have
| ooked at event rates. W don't know-we really
don't know whether there is another issue around
sel ection bias, which is whether |onger
stabilization time just makes patients nore stable
or whether you sinply selected for those patients
with a nore stable course of illness.

In terms of sanple size, you have another
probl em whi ch goes to the issue of positive

controls. If you require these for approval, if
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you require themto be able to be interpretable at
the time of approval, what are you going to do with
a negative study? And, if you put a positive
control in there the study is that nuch | arger
that much nore inpractical

To one of the other questions that has
been asked, you can certainly increase stringency
around what you want in terns of excursion; in
terns of what you want in terns of response rates;
but you are going to have marked effects again on
sample size. In ternms of practicality in doing the
studies, you create a variety of issues.

[Slide]

Let's switch a little bit to the study
timng and when you do them It ought to be
intuitively obvious. These studies are bigger and
I onger in duration than acute studies or sub-acute
studies. They take significantly |longer to conduct

than do acute efficacy studies. |If you ask for
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themat the tinme of NDA approval you will delay
approval and you will delay patient access.
think it is fair to say that you are going to del ay
that significantly. | wll show you a little bit
of data around that.

Wiy is that inportant? Well, it is
important if you believe that there is a critica
need for new treatnments and there is a critica
need to get new treatnents avail able to people who
aren't doing well on what is currently avail abl e.

[ Slide]

This is fromthe atonpxeti ne database and
it shows you two of the pivotal trials and then the
long-termrel apse prevention study. There is a
little bit about the study description but,
basically, if you ook in the last colum what you
have is how long did it take to do these trials.

So, you can see they actually went pretty quickly
for the pivotal acute trials and it took two and a
hal f years, nmore than two and a half years to do
the rel apse prevention study. W can argue about

is it going to be exactly the same in every
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disorder. It will probably be alittle bit
different in depression, sonewhat different in
schi zophrenia relatively, but it is al nost always
going to be the case that the rel apse prevention
trial is significantly |onger.

There is another piece to that, and that
piece is that you typically do not want to start a
rel apse prevention study at the outset of Phase 3
for a variety of reasons that have to do with
dosing, that have to do with what you know about
the drug. So, it is not 31.3 minus 8.1 in ternms of
the extra difference, and there is also long-term
data safety collected so it is alittle nore
complicated than that. But, in fact, you have to
take the end of this dose-response study and then
start your relapse prevention study and add that
time on at the end. So, the potential for delay is
really considerable, certainly nore than a year in
many cases.

[Slide]

A coupl e of other issues about what

happens if you require the conpletion of these
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studies at the tine of the NDA filing. W have
tal ked about dosing. You typically--not typically
but you often don't know your dose coming into
Phase 3. So, you don't want to do these studies
wi t hout bei ng reasonably confident about your dose.
What are you going to get otherwise? Well, what
you are probably going to get is a study which uses
a suboptinal dose or an excessive dose. Utimtely
what you are providing to clinicians is not
optimally informative data and may, in fact, be
m sinformati ve data.

There are issues around attribution of
safety that have been spoken to and | won't dwell
on them but, basically, the earlier you do these
without a control the nore difficulty you have in
terns of attribution and interpreting adverse
events. You are going to be putting |arge nunbers
of patients on drug for extended periods prior to
having a definitive denponstration of acute
efficacy. Now, if you are going for a primary
rel apse prevention or |ong-term nmai nt enance

i ndi cation that may be a reasonable thing to do.
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But if your thought is that you have an acutely
ef ficacious drug and that is sort of where you are
starting from that doesn't seem so reasonabl e.
So, | do believe you really have the potential to
really delay patient access to these treatments if
you require the rel apse prevention study.

[Slide]

The flip side of all this is that | think
you do have to ask what is the risk of a
chronically inefficacious drug bei ng approved and
bei ng used under current practice. Bill Potter has
touched on this; | think Gary Sachs has touched on
this. | amnot going to spend a lot of tine onit.
Basically, | think what is worth thinking about,
you know, the question you have to ask is what is
the predictive value of a 3-nmonth | ead-in or |onger
efficacy as we do it typically currently, at |east
in depression, at |east in schizophrenia?

The available data are linmted but the
studies that we do have, the Pittsburgh study that
Bill showed and the 2 studies that | showed, at

| east do suggest that 3-nonth data predicts 6-nonth
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dat a.

conversely, we are not aware of good,
strong evidence in the opposite direction
suggesting that you woul d have a different effect
or essentially a loss of effect at 6 nonths that
you saw at 3 nonths. There is anecdotal data
around Prozac poop-out but that has not, in fact,
hel d up when you look in a controlled fashion

The other piece of it is that there is a
predictive value to the sub-acute data in terns of
| onger efficacy, which is that it is basically
unlikely that a novel conmpound coul d i nduce an
acute synptomresponse but not maintain it and
still fare well in an 8-12-week trial. That is, a
conpound that had nmarked early therapeutic
tachyphylaxis, if you will, would al nost certainly
have a difficult time sustaining superiority to
pl acebo to a trial's endpoint if it went out 8-12
weeks.

[Slide]

I want to conclude on a slightly different

note which is fromthe perspective of someone who
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basically--1 mean, one of the things | have to do
at Lilly is to essentially advocate the | arger
conpany to be an advocate for new neurosci ence
targets for new neuroscience drugs. |If you require
| onger rel apse prevention studies, if you make them
a condition of initial filing you will del ay
patient access to new drugs. | don't believe you
will provide a clear offsetting benefit over
current practice and that delay will be
consi der abl e.

VWhat is the issue around that? Well, the
issue is that we all know that neuroscience drug
devel opnment, psychiatric drug devel opnent
particularly, is challenging. 1t is challenging in
a |l ot of ways. There have been a nunber of events
over the past couple of years. It is a hard place
to work and it is seen as a hard place to work.

The proposed changes, nany of them could
significantly increase the barriers to approval and
they have the potential for discouraging sponsors
from undertaki ng sone psychiatric drug devel opnent
prograns.

I guess ny concern about that is that the
progranms that are likely to be nost affected are

those drugs with highly novel, highly unprecedented
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mechani snms, which are also the nost likely to
provi de breakthroughs for patients but which have
the highest likelihood of failure and are vi ewed
nmost skeptically in terns of whether or not they
can conpete with an oncol ogy project or with a
cardi ol ogy project.

So, | think at this point | amgoing to
stop and turn it over to Dr. Goodwin to summari ze

Concl udi ng Renmar ks

DR. GOODWN:. Well, it has been a |l ong
morning and | am not going to, obviously, reiterate
everything that everybody has said. Again, ny
summary is really speaking for nyself. It is ny
own i npression of the norning. | am not
representing anybody here in that regard.

I would just start again at the beginning
where | started this norning, which is that the
public health inplications are the ball we really

have to keep our eye on. For very serious, very
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costly, devastating illnesses for which existing
treatments are sadly |acking, our first obligation
is to make sure that new agents have no unnecessary
obstacles to rapid deploynent, rapid investigation
So, there is no way to separate the public health
nature of these illnesses and their severity from
the i ssue of the urgency of new treatnent
devel opnent.

Now, the other ball we nust keep our eye
on very clearly is to address what the FDA asked us
toin the first place. Wiile it is very
interesting to have discussions of what is the best
met hod for long-termefficacy evaluation, the nmain
point is not that. The main point is our concern
about requiring long-termefficacy denopnstrations
as a precondition to acute approval

We do not feel--and | think there is
unanimty of the presenters this norning and ny
col l eagues that | have consulted with on the
out side--we do not feel that that is in the best
interest of the field or our patients, to require

that. W think, as you have heard, that this wll
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definitely delay the availability of new agents.
The estimate conservatively, in the best case, is
about a year. And, because of the increased sanple
sizes that are required with this 6-nonth
requirenent, and all kinds of new statistical data
anal yses requirenents, the cost of this would go up
to the point, as Dr. Mchel son just said, that CEGCs
of conpanies mght say let's stay away fromthis
messy nmental health area

W have heard a | ot about how different
acute efficacy is fromlong-termefficacy, and we
have heard Dr. Sachs' exanple describing the way in
which long-termefficacy in a clinical and research
setting is often a series of acute interventions.

While | amnentioning Dr. Sachs, | want to
take one mnute out of nmy own presentation to ask
himto explain your response to the question that
Tom asked. | think there was some confusion about
what you nmeant when you responded to that. This is
the i ssue about the 8-week run-in period and
whet her that would actually involve a | onger

period. You had a response which | think not
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everyone under st ood.

DR SACHS: | amnot sure if there is a
I ot of confusion about this, but what | was
i magi ni ng when | was saying that there would be an
8-week period in the responder status is, let's
say, we have a | ead-in phase that would be no nore
than 24 weeks and if a patient were started in
that, they m ght begin their 8 weeks the second
week in that treatnment so they would end up getting
randomi zed at week 10 of the lead-in. And, no
patient would stay in it beyond, let's say, week 16
if they weren't doing well. That way, you would
have a relatively straightforward opportunity to
random ze people who were, in fact, true
responders.

DR. GOODWN:. So, the key issue is to have
them st abl e and keep them stabl e on the 8 weeks of
the drug bei ng studied.

One of the other concerns, besides the
i ssue of delay and disincentivizing industry, as
has been nentioned by Dr. Mchelson, tis hat to

nmove into a long-termtrial w thout having the
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dosing information, the efficacy information and
the safety information froman acute trial really
rai ses all kinds of concerns that | think would be
not only concerns to | RBs but concerns to patients
that we are trying to sign up for these trials.

I think we feel that the current
procedures are working reasonably well, and we know
a |l ot about the problens of themand there are a
| ot of people working on those problens. Wat we
are being asked to consider is taking a system
with all its frustrations that we know and are
| earning nore about, and go really into unchartered
wat ers, not based on real-world conditions of how
|l ong patients stay but sort of idealized conditions
of what guidelines say they should stay. That does
not seemto me to be a sufficient base for a rea
fundanment al change that has a nunber of risks that
are not explored. Sonme of them are obvi ous ones
that we have stated

O nost concern to nme, thinking as a
researcher and a clinician, is this issue that Dr.

M chel son raised at the end which is that not only
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will this clearly drive up the sanple sizes and,
therefore, the costs of these trials, but it wll
make the sanpl es increasingly non-representative.
That has a lot of inplications for howthe field
interprets data. There are already problems with
how randomi zed, controlled trials represent the
real world. This would exacerbate that problem
consi derably. Thank you.

Questions fromthe Committee

DR GOCDMAN: First, | would like to thank
all the speakers this norning for providing
informati ve and cogent presentations and for
keeping us on tine.

Now | would like to take advantage of the
next 25 mnutes for the commttee nenbers to ask
questions of the presenters or Dr. Laughren. |
would like to start that off nyself first with a
comment. | had asked Dr. Laughren earlier if part
of the inpetus for this nmeeting had to do with
safety considerations that emerged. He said in
part that was true and cited the exanple of our

del i berations on use of antidepressants in
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pediatric patients and the question of suicidality.
He pointed out that we all had wanted and woul d
have |iked to have had available to us |ong-term
efficacy data. That is, indeed, true.

However, | would point out that probably
the bigger deficit in our database at that point in
the discussions was the acute data. Really, that
was the nost striking deficit, that we only had 3
out of 15 subnmitted trials that were positive so
only 20 percent of the acute trials were positive.
So, it wasn't just the absence of long term |
think it was the promise with the acute trial data.

Now, for a question, Dr. Goodw n mentioned
that, by and large, industry has been adhering to
its post-approval commtnents to conduct the
long-termtrials after initial approval. | wanted
to ask Dr. Laughren or whoever else would like to
respond if, indeed, that is the case or if there
have been concerns about adhering to those
commi t nent s.

DR LAUGHREN: Yes, | don't have exact

nunbers on that but | agree that, by and | arge,
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probably 70, 80 percent of these Phase 4
commitnents to do a long-termtrial get done within
a period of 4-5 years. | could probably get the
exact nunbers. But it is a matter of years. It is
a matter of years after the drug becones avail abl e
so that is the question, whether or not that is
accept abl e.

DR GOCDVAN.  Dr. Pine?

DR PINE: | want to go back to the
i npetus issue that you raised, again, thinking back
to sonme of the discussions on the pediatric issue.

I remenber that both Dr. Laughren and Dr. Tenple
felt very strongly that one of the things they
really needed, both for a safety issue but also for
an efficacy issue, was the discontinuation designs,
particularly in pediatric studies.

I have the sense, even though it wasn't
explicitly stated, that that m ght be behind a
little bit of your thinking for today's neeting,
that there weren't enough of those studies done
even to deal with the issue of efficacy in kids.

Is that right or not?

DR LAUGHREN:. Well, there were none of

those studies done in kids. | agree with Wayne's

point that the main concern was the substantia
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failure of the acute studies, and 2 of the 15 being

studies with one drug was of concern. It would
have been hel pful to balance that. And, | don't
know why; | don't really have a good expl anation

for why there was such a high failure rate in those
studies. It would have been hel pful to have
sonet hing to bal ance that |longer term These
trials, as you have heard, have a nuch hi gher
success rate and, as | said before, | think
clinicians clearly, you know, value these drugs for
the short-termeffects but in sonme cases probably
val ue themeven nore for their long-termbenefits
i n keeping people stable. 1t would have been
hel pful to bal ance off that failure to have those
ki nds of data, and we didn't.

DR GOCDMAN: Carol ?

DR. TAMM NGA: One of the things that I
didn't hear anything about this norning fromall of

you guys was anythi ng about what the European
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studies do to inhibit drug devel opment. So, you
all said--1 nean, nobody woul d |ike new

regul ations, for sure--but that the studi es del ay
the drug to market. The cost di scourages

devel opment. People are going to be reluctant to
get into these long-termtrials. | don't know a
lot of the long-termdata in other areas than
schi zophrenia but | mnmust say that, for as long as
these trials have been going on in Europe, |
haven't really seen such a del ay happen and
wonder if anybody has any data. Has anybody gone
over the data about the drugs approved in Europe
and the drugs approved over here and really
demonstrated that the issue of all of the things
that Fred ended with are really true?

DR. AMMANN:. | don't think we have any
firmdata that woul d substantiate that. The
problemis that each individual conponent is
confounded and there are all sorts of extenuating
circunstances and it is not always so sinple to
tease out whether there would be, you know, an

i nperative delay. | am/looking nore forward at
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this point intine to prograns that we are
desi gni ng now and our introduction dates for Europe
in many cases for psychiatric drugs are
substantially later than our anticipated
introduction dates here, in the United States.
know that there probably are exanpl es and maybe
sonme of you have sone specific exanples you can
cite.

DR. TAMM NGA: Can you give us a
quantity--significantly later?

DR. AVMANN:  Well, the other thing that is
important to point out is that the type of trials
that we are doing here have different requirenents
across different disorders. But the types of
trials that we are being asked to do in terns of
providing long-termdata in Europe are not as
I engthy as the designs that we are tal ki ng about
here. So, the delays you may hear about are
probably not reflective of the delays that we are
talking about in ternms of the U S. Bill |ooks |ike
he wants to comrent, and David as well.

DR POTTER | don't think | am sharing
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anyt hing that shouldn't be obvious to everybody,
but if you look at the financials--and we as a
soci ety have decided that we are going to introduce
drugs through the public sector and a for-profit
approach--the driver is that there is sone hope of
profit. For any antidepressant drugs the U S
mar ket is guarantied | arge enough to go to that
al one, and your added val ue of going to Europe is a
busi ness decision. |If you are going with
essentially a "me too" or a "me better" drug which
you al ready know works, then it nakes financia
sense to do it nore or less in parallel in Europe
because you are going to hit the nunbers and you
are going to make nore money. It is as sinple as
t hat .

However, with novel targets you don't know
where you are, and we want new drugs and better
drugs. | didn't ook at the Merck that way, but
Merck did not have all these long-term studies for
wor | dwi de | aunch because Merck had a new drug and
it was a different approach. So, that would have

been nuch, nuch later, Carol, had that been going
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forward. So, that is the thing with novel targets.
You don't know the value of your drug so with the
novel things, in many cases, you are going to
extend this much further out because you are not
goi ng to nake that European investment until you
are darned well sure that you have nailed your
acute efficacy here.

DR. M CHELSON: To echo Bill's point,
there are two things. One is that there is an
i ssue about when you decide to conmmit to doing a
drug devel opnent program and consi deri ng what you
need to do for it. As Bill said, Europe usually
comes along with the U.S. for the ride, as it were.
That is an unfortunate way of putting it but to
some extent that is often true.

In terms of actual data, | can give you
two exanples. Wth atonoxetine we actually started
the rel apse prevention study during Phase 3
followi ng the conpletion of the dose-response
studies. It ended, as | recall, 6 or 8 nobnths
after the U. S. approval. U S. approval was in

Novenber, 2002 and, if nenory serves, it ended--the
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| ast patient visit was, like, in June of 2003 and
by the time the data | ocked you were well into the
fall so you were pushing sonmething |like 8 nonths or
a year later. Then it had to be incorporated into
a conmmon technical document for Europe. So, you
have at | east a year delay there.

Dul oxot one woul d al so have been del ayed
significantly. You actually don't show a del ay
when you | ook at the nunbers, and the reason for
that is, because of the nmanufacturing issues around
dul oxotone around the U. S. NDA, the approval was
held up for a considerable period of tine. But the
rel apse prevention study for that would al so push
out .

The only way you don't push it out is if
sonet hing del ays the U. S. approval process because
typically we do at this point plan for a rel apse
prevention study. Once you are reasonably
confident your drug is going to go forward--at
| east | can speak to our own experience, we do plan
for a relapse prevention study and get going on it.

So, if sonmething then happens to delay the approva
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process follow ng the subm ssion of the NDA it
doesn't necessarily show as a delay. But when
things go snoothly it has the potential to del ay
significantly.

DR. GOODMAN:  Dr. Wang and then Dr.
Pol | ock.

DR. WANG This is a question for Tom |Is
the agency's goal here to try to | everage the
sponsors in a nore tinely fashion to generate
long-termdata? |If the answer to that is yes,
would initiating these long-termtrials at the tinme
of approval, as opposed to requiring conpletion,
maybe be a less drastic way of trying to do this,
and it would also all ow the sponsors the chance to,
you know, use their acute phase data in terns of
dosing and actually woul d not renove their
i ncentive because presumably they would only have
toinitiate long-termtrials for products that have
shown sone signal of acute efficacy.

DR. LAUGHREN: Yes, that would be one
option but, again, there are several issues here.

One is the tining, but the other one is the design
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of these studies. W really want to have a | ot of
di scussion of what is the optinmal design.

DR POLLOCK: Just to a point | want to
see or make sure | have clearly, Dr. Laska conveyed
that for at |east schizophrenia non-inferiority
active control trials may be a solution, or at
| east a reasonable solution for |onger-term
efficacy trials. | think that was your nessage.

My sense though, and this is where maybe Dr.
Goodwi n or Dr. Potter could coment, is that in
depressi on, major depression, the placebo response
rates are escalating and are so enornous and have
changed, as we know, over the |ast few decades that
we are really not in a position to say that an
active controlled, non-inferiority study would be
valid at this point for antidepressants, that we
are sinply not at the sane strength that we are in
the differences with schizophrenia. So, | gather
that | have that?

DR. GOCDW N: [ Not at m crophone;

i naudi bl e] .

DR. POLLOCK: Then, could |I also just ask
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Dr. Sachs' feeling about that with regard to
treatments for bipolar?

DR GOODVAN: Pl ease use the mcrophones.

DR SACHS: | do think we all agree that
some of these points are good illustrations of why
we need to think illness specific. Since | am
here, | also wanted to, if you don't nind, respond
to Carol. Wellbutrin would be an excell ent
exanple. Here we have the nobst frequently
prescri bed anti depressant for bipolar depression in
the U.S. and not available for treatment of
depression in Europe, not approved. Decanoate,
which is the nost frequently prescribed drug
think overall for bipolar disorder, does not have
EMEA approval. So, | think there really are
dramatic di fferences between here and Europe at
|l east in the bipolar field.

DR. GOCDVAN:  Wien were those changes in
the EU regul ations instituted? Does anyone have
the answer to that? | know we are bel aboring this
point alittle bit but | think it is very critica

to the one Carol raised. It offers a kind of
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conparison group and if we at |east knew, for
exanpl e, when it was instituted we could see what
has happened to drug approval in Europe conparing
before and after the regul ati ons were instituted.

DR. LAUGHREN: | think obviously industry
woul d have a much better sense of the internationa
regul ati ons than we woul d.

DR. TAMM NGA: M guess woul d be somet hi ng
like 8 years, but I wouldn't know it as well as you
guys.

DR G LLER | really don't have the
answer either but | think it was | ong enough ago so
that sonme of the conparisons nmay be difficult
because a I ot of other regulatory things have
changed at the sane tine.

Just one conment on non-inferiority
studies, sticking nmy neck out a bit, | think
non-inferiority studies certainly in acute
i ndi cations are problematic. There is the
potential | think--and this is sonething that m ght
be expl ored--for when you are | ooking at |ong-term

therapy even in nood di sorders whet her
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non-inferiority studies night be of nore val ue.
DR. GOODMAN:  Dr. Leon and then Dr.

W nokur .

DR. LEON. | have two questions. First,

how many anti depressants currently have an
indication for rel apse prevention for ngjor
depression? Are there any?

DR. LAUGHREN:. There are a nunber of

anti depressants that have a | ong-term cl ai m based
on rel apse prevention trials. | don't have the

exact proportion but, you know, nore than half of

the current drugs.

DR. LEON. M other question is regarding

the long-termextension studies. | didn't hear the

details of the design. Are these extensions of
subj ects who were in acute trials, and who was
extended? |Is it just those on active who don't
rel apse? Maybe sonmeone behind nme could answer.
And, do they have a comparator is ny fina
question? | believe the | ast speaker, Dr.

M chel son or it m ght have been soneone el se,

referred to a long-termextension, | believe, of
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acute antidepressant trial or of acute trials. Can
you just be nore specific about the design? These
are acute trials? |Is that correct?

DR. M CHELSON: There are two things that
typically happen. |1 amnot sure | can speak to
your specific question but there are a couple of
things that typically happen during drug
devel opment. The first is that--and | think this
was sort of stated at the outset--in addition to
providing acute efficacy data you have to provide
|l ong-term safety data. One of the ways of doing
that is to continue patients who are in an acute
study for sone period of tine, with the idea that
you will obtain |long-termsafety data. Those
typically, not always but typically are open-| abe
studies in which the placebo group is offered the
opportunity to get active compound at the end of
the acute period.

The ot her purpose they serve is, frankly,
two things. One is that people who benefit,
presumably benefit although it is not proven at

that point but presumably benefit fromthe test
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drug get the opportunity to continue on the drug
for an extended period of time and people who are
on placebo get an opportunity to have a putative
active treatnent.

But those are typically done as open-I abel
trials. So, in Prozac with panic disorder one of
the studies actually took the blinded portion and
then re-random zed patients fromthe active arm
into the rel apse prevention design. | think that
was di scussed. That is one way of doing these
st udi es.

I have done one study where we actually
mai nt ai ned the blind but w thout placebo follow ng
the end of the acute period, with the idea that it
was a dose-response study and coul d you, under
bl i nded conditions, |ook at patients who hadn't
responded to a | ower dose being random zed to
continue on the sane dose or go up to the higher
dose and show sone evi dence around the hi gher dose.
But extensions are typically open-I|abel extensions
that typically aimat safety and/or providing drug
to those who got it acutely.

DR. GOCDMAN: | think it is fair to say
that there is a limted nenu of designs for show ng

|l ong-termefficacy but the gold standard woul d be
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the rel apse prevention study. | think we can
di scuss some nore specific design alternatives
after lunch. That is one of the questions that is
rai sed by the FDA. You had a foll owup, Dr. Leon?

DR. LEON: My question is | heard sone of
the speakers this nmorning refer to, yes, we have
had | ong-term extensions or |ong-termfollow up
that denonstrated--1 thought they inplied that
these studi es denonstrated efficacy. But in a
trial with no conparator or an open-label trial, I
don't see how that is denonstrating efficacy of
rel apse preventi on.

DR M CHELSON: | didn't hear that this
morning. There were sort of questions as people
were | ooking at the presentations. W tried to be
very careful not to suggest that open-I|abel studies
provide a basis for efficacy. | think there is
unanimty anong the group. Nobody is claimng that

you can nake an efficacy claimoff an open-I|abe
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st udy.
DR. GOCDMAN:  Dr. W nokur?
DR WNOKUR: This is also for Dr.
M chel son. | just wanted to follow up on this

exact same area. You nade a comment towards the
end of your presentation about good consi stency
bet ween short-termefficacy in depression studies
and studies that did | ook under doubl e-blind,
pl acebo-control |l ed and extension. Wat we didn't
get is really a review of how extensive the
literature is in this regard; how robust is the
data set; and are there denonstrated exceptions to
that. | would also be interested, fromDr.
Laughren's perspective, if there are any signals of
concern about the relationship between
denmonstration of short-termefficacy and under
controll ed conditions nai ntenance or prevention of
rel apse.

DR. M CHELSON: So, | think there are a
nunber of issues in answering that question
Around the rel apse prevention studies, if you take

3-nonth, 6-month and whatever, there are relatively
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few instances and in the instances where they have
been done it is consistent.

I think what you are asking, and correct
me if | amwong but | think what you are asking is
if you look at a short-termtrial or an 8-10-week
trial, which really isn't quite so short term are
there drugs which have done well in those which
fail in relapse prevention studies? The answer |
think woul d be that there are failed rel apse
prevention studies but I amnot sure that you can
interpret them as saying the drug doesn't work.

So, if you do one study and it doesn't work--you
know, that is the conment | was maki ng about the
positive control and it gets to this sort of
broader issue of could you approve a drug in acute
without long term and what would you do with a
negative study, what does it nean

So, | think the answer is there aren't a
| ot because the rel apse prevention study design is
actually pretty robust, but | do believe there are
sone instances, and | amsure that Tomis nore

famliar than I, in which the rel apse prevention
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study was, at best, not informative. 1s that fair?

DR. LAUGHREN: Yes, there have been very
few | nean, | don't have the nunber off the top
of my head but the overall success rate of the
random zed wi thdrawal studies is extrenely high.
You saw i n the exanpl e of schizophrenia that there
have been no recent exanples of failures of that
design. There have been a handful in other areas
that haven't made it for one reason or another
But, unlike the acute studies in depression for
exanpl e where you see that the failure rate for
studies that, in fact, |look |ike they should work
i s about 50 percent. They al nost don't happen with
the random zed w t hdrawal design

DR GOODVMAN: O her questions fromthe
conmittee? | have one nore question, this one for
Dr. Potter. Bill, you showed a slide of a
doubl e-bl i nd discontinuation study for SSRI in GAD.
This really is a question directed at the need for
stabilization or not. It may be too hard to put
that slide back up there again but it is in our

handout. These patients were assigned to either
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pl acebo or ongoi ng paroxetine at 8 weeks after a
single-blind run-in. Do you think that the results
woul d have been any different if the single-blind
run-in phase had been continued |onger, like, say,
another 2 nonths? Wuld those results have | ooked
any different or not?

DR POTTER O course, that is the
question for which we don't have systematic data.
What | comented on was the effect size. The
difference ultimately at the end of that that you
observed between drug and pl acebo during the
random zati on phase begins to reach that which you
used to see with the classic studies in GAD. So,
you appear to be reaching sort of what | think a
| ot of us believe is a true popul ation difference
there. So, | know of no evidence that a
| onger-term period before going to the randoni zed
wi t hdrawal woul d have yielded a different signal

What is interesting, as Dr. Laughren
referred to with the drug venl afaxi ne, is that
there was a different design in which they sinply

put people on drug or placebo and foll owed them
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prospectively over 6 nonths. But, again, if you

| ook at that data--and | have that paper with ne if
you are curious--if you |ook at that paper, there
too at about the sanme time that you |l ook in the
Stocchi et al. paper on paroxetine you begin to see
essentially the sane sort of difference. Now, they
reported their data in a different way so it is a
little hard to infer.

So, what | would say is if we had all our
met a-data sets and put all the data sets together
and worked with sonme individuals--we really
haven't, you know, sat down and done this as a
field and nodel ed all the possible trajectories and
all the differences in signal detection you would
get by making cuts at certain points--we n ght
| earn sonmething and that could be an extrenely
interesting thing to do and I think we would all be
strongly supportive of it. One of the things sone
of us have been arguing for is that we should find
ways of sharing data sets for data mning to | ook
at just these sorts of prospective things. | am

not speaking for industry at this point but as
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mysel f as a researcher and individual

So, | think there are i nmense
opportunities here to |l earn nore but we do not have
the data to answer these specific questions about 8
weeks, 12 weeks, 16 weeks, 20 weeks or whatever.

What we have data about is the classic designs
whi ch we have done and studi ed and we are begi nni ng
to | earn sonethi ng about how t hose behave.

DR. GOCDVMAN:  Thank you very much. Once
agai n, thanks to everyone who participated in this
morni ng' s session. Before we break, just for the
committee nenbers to let you know that we have a
roomreserved in the restaurant and to rem nd you
of my adnoni shnent earlier, and that al so holds for
di scussi ons anong committee nmenbers. So, we will
be tal ki ng about the weather some nore!

[ Wher eupon, at 12: 05 p.m, the proceedi ngs

were recessed for lunch, to reconvene at 1:00 p.m]
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AFTERNOON PROCEEDI NGS

Open Public Hearing

DR GOCDMAN:  We will resune this
afternoon with the open public hearing portion. It
i s my understanding that we have three presenters.
Qur first one is Dr. Darrel Regier fromthe APA
Each speaker will be allowed a naxi mum of ten
m nut es.

DR REG ER  Good afternoon. | am Darrel
Regi er, representing the American Psychiatric
Associ ati on where | amthe Deputy Medical Director
and Executive Director of the American Psychiatric
Institute for Research and Educati on.

APA is a national nedical specialty
society with 36,000 physician nenbers who
specialize in the diagnosis, treatnment and
prevention of mental illness, including substance
use di sorders.

For the record, | would note that | am
speaki ng on behal f of the APA, with no
pharmaceutical or outside funds used in conjunction
with ny testinony to this conmittee.

Ment al disorders affect and often severely
di sable some 48 mllion Amrericans across their life

span. Otentines the illness is persistent and
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recurrent and, not unconmonly, disorders that first
mani fest in chil dhood and adol escence persi st
t hroughout adul thood. For these reasons, it is
critical for us to assure the short- and |long-term
safety and efficacy of medications that we
typically use as a key el enent of conprehensive
treat ment prograns.

In the lengthy process of drug
devel opnment, whi ch extends from basic preclinica
ani mal research to Phase 4 post-narketing research,
we can identify several points at which we m ght
focus efforts to better ensure long-termsafety and
efficacy. 1In the handout that | provided to the
committee that is rmuch longer than this
presentation | outline ten different |everage
points within this system

We recently have seen attention focused on
Phase 3 testing wherein safety and efficacy are

examined in large clinical populations with pure
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conditions for acute and subsequently chronic or
mai nt enance indications. |t has becone evident
that this process is seriously inpaired when
clinical trial data needed to nake possible
assessnents of true effect size and side effect
risks are not available on public registries, or
when spont aneous report endpoints of neasures such
as suicidal ideation are given precedence over
systemati c assessnent endpoints. These, however,
are correctable shortcom ngs

We al so have seen concerns about
shortcom ngs in the Phase 4 post-nmarketing stage of
nmonitoring both acute and | ong-term use of
medi cations for adverse events and drug
interactions. A review of FDA MedWatch data
suggests problenms at this point of the process with
m ni mal spont aneous or systematic reporting of
adverse events. Just as open registries and
meani ngf ul endpoi nts can contribute significantly
in Phase 3, we woul d suggest that expanded clinica
research can do much to resolve the difficulties we

see at Phase 4. | amreferring to clinical studies
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of approved nedi cations in |arge populations with
pure indicated conditions that entail head-to-head
efficacy conparisons with multiple treatnents. An
exanple of this type of study is the N M+ sponsored
treatment of depression collaborative study of
i m pram ne, placebo, IPT and CBT in the 1980s.
Unfortunately, these kinds of studies are all too
rare.

Al so needed are studies that test approved
medi cations in head-to-head effectiveness
comparisons of multiple treatments adm nistered to
conpl ex, often co-norbid cases typically seen in
clinical practice. Exanples are the NI MH TADS and
CATI E studies which respectively exani ne the
ef fecti veness of nedication and psychosoci a
treatnments for adol escent depression and
ef fecti veness of various antipsychotic medications.

The question has been raised as to whether
such trials should be conbined with Phase 3
testing. Because they do not fall under FDA' s
purvi ew and are subject to funding constraints at

NIH, we should be keenly aware that their absence
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woul d significantly inpede efforts to ensure safety
and efficacy. Let ne return to this point in a
noment .

But given the persistent nature of many
ment al di sorders, there is the question about
medi cations that may be used for |ong-term
treatment of patients should be withheld fromthe
mar ket until conplete information is avail able on
|l ong-term safety and efficacy, information that
clearly woul d have direct bearing on clinica
practice. Yet, if the answer to the question about
this is yes, how nmuch information then would be
consi dered enough? W do have a concern about the
del ay that could attend over-interpreting the need
for that information.

The APA attaches high priority to the
i mmedi ate challenges to front-line clinicians who
are struggling to help patients with intractable
condi tions. Physicians who are not adequately
i nformed by data avail able from cl assi ca
short-term Phase 3 clinical trials need better

informati on on long-termsafety and efficacy. As
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we work together to exam ne additional solutions to
those, | have suggested here we nust be aware that
failure to understand the nost appropriate cost
effective and clinically useful roles of the FDA
the NIH, the pharmaceutical industry, patient
groups and clinicians in large and small er
practices--failure to recognize the role of each of
these coul d conpound today's problens.

Wth appropriate collaboration, what nore
can we do to ensure a rational process that wll
continue to bring new nedications forward in a
timely manner, while fully attending to | ong-term
safety and efficacy questions? It is not clear to
us that conbining short-termand | ong-term efficacy
studies will be in the best interest for patients
given the potential inmpact such a policy would have
on the tinely availability of new nmedications. It
is interesting that this very same question was
rai sed yesterday at the annual Institute of
Medi ci ne neeting whi ch was addressing exactly the
sane issue

If this proposal is further explored, we
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woul d want to understand that greater FDA enphasis
on long-termsafety and efficacy studi es, conducted
wi th diagnostically pure sanples, should not |essen
the need for NITH to conti nue supporting informative
but very expensive clinical effectiveness trials
such as TADS and CATIE. In the hydraulic world of
Washi ngton, oftentines the thought that the FDA is
doing this can very well lead to the Congress
deciding, well, we don't need to fund NI H studies
in this area because that is being done at FDA.

It woul d seem nore useful to bol ster our
capacity to utilize existing sources of |ong-term
safety and efficacy data before undertaking a
fundamental restructuring of the drug cl earance
process. W woul d suggest that one possible
i nnovative and cost effective strategy for
addressing this need may be to create partnerships
with | arge nanaged heal thcare plans that maintain
ext ensi ve dat abases on prescribing patterns and
patient outcomes. M ning these data would offer
i nval uabl e information and feedback to the FDA

And, the recent agreenent that the FDA apparently
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has with several |arge health nai ntenance
organi zations to systematically nonitor the safety
of nmedications used in their very |large popul ations
could be a major inprovenent over the MedWatch
post - mar keti ng surveill ance.

It will be inmportant too for nultiple
parties, including the NIH clinical trials.gov
program the FDA and industry to intensify their
collective efforts to inprove the transparency of
the safety and efficacy data emerging from
i ndustry, government and academic clinical trials.

Anot her opportunity for inprovenent becane
evident in the recent FDA-sponsored review of
suicidality associated with SSRIs. APA, along with
nunerous professional, scientific and consuner
groups, believe that a focus in the neta-anal yses
on spont aneous reports from study participants was
at the expense of attention to the considerably
nmore informative data available fromstudies in
whi ch systematic reporting of suicidal thoughts and
behaviors were available. These data denobnstrated
no increased risk attributable to nedication use.

My point today is that legitimte
differences may exist within the field regarding

what constitutes good and bad data endpoints in
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assessing safety and efficacy. That being so, it
is critical for FDA to followup on its policy
deci sions | ooking at the inmpact of access to
treatment and changes in health indicators inpacted
by policies, including the ones that you are
di scussi ng today.

In closing, | would note a special
chal | enge confronting research on psychiatric
illnesses that is often not experienced in research
and ot her general nedical/surgical disorders. The
FDA is under substantial pressure fromindividuals
and organi zati ons which deny the existence of
mental illness. |f mental disorders did not exist,
certainly many of the issues addressed by this
comm ttee woul d be noot.

Yet, mental disorders are real, and only
through the conbi ned expertise of all parties
involved in this discussion have we realized the

scientific revolution in treatnent of nental
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di sorders. The decisions facing the FDA are
prof ound and have the potential to greatly inprove
our ability to accurately assess and understand
both the risks and benefits of |ong-termuse of
potentially |ife-saving nmedications. W comend
the exploration of scientific questions raised in
this hearing, with the hope that better and safer
treatments will emerge as a result. Thank you.

DR. GOCDVMAN:  Thank you, Dr. Regier. Cur
next speaker is Dr. Awad, and | will let him
i ntroduce hinself.

DR. AWAD: Thank you, M. Chairman. M
nane is George Anad. | amthe current President of
the newy devel oped International Society for CNS
Clinical Trials and Methodology. | amquite
grateful for the opportunity that we have been
given and, before | get to discuss the issue at
hand today, | would like to famliarize you, for
those who have not heard about us.

Qur organi zation is an independent
organi zation in its second year. W are delighted

that we have anobng our nenbers clinica
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met hodol ogi sts who conme from acadeni a, from
i ndustry and regul atory agenci es and, certainly, we
are quite pleased with the progress so far.

The soci ety conducts two neetings,
scientific nmeetings a year. The first meeting this
year has been in Montreal and actually addressed
the issue that you are discussing today. There was
a |l arge session, a half-day session, which
di scussed aspects of long-termtreatnent or
mai nt enance of long-termtreatnment and which
actually constitutes the background of what | am
presenting to you today.

I think in the handout there is the
m ssion which is quite an anbitious nission
statenent. | think in reviewing CNS efficacy data,
the FDA requirenment for the acute phase in terns of
the requirenent and approved indication where the
obj ective is denpbnstrating control of synptons over
a short period of time, the usual 4-6 weeks, is
quite satisfactory. Wiere we have questions is
about the proposed FDA requirenents and | abel for

continuation or maintenance treatnment based on
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preventing rel apse of the index episode or
recurrence of new epi sodes.

I think there are three key issues here in
study design. The first one is the disease
characteristics; the stakehol der needs; and,
actual ly, the question which is asked. | think the
need for longer-termdata varies by di sease course.
General |y speaking, in depression a broadly simlar
course for nobst persons can be observed and
frequently it returns to the baseline. Wile, say,
in schizophrenia there are prodrones which are
present. Usually it does not return to baseline
and the course and response to acute exacerbations
are uni que and variable for each individual. What
that neans actually is that different study designs
are needed to address differences in disease and
treat nent needs.

I think we need a new vocabulary or a
revi sed vocabul ary of long-termefficacy. Wile
there is an adequate vocabul ary for depression,
simlar termnology is required for other CNS

di sorders. For example, schizophrenia is chronic
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and may not return to baseline with irregul ar
exacer bati ons.

I think al so we have to consider what are
the needs of the stakeholders. Fromthe patient
perspective, the question is will | continue to do
well if | take this medication, or do | need to
continue to take this nedication?

Fromthe clinician's perspective it is
will the drug that effectively treated synptons in
my patient continue to have an adequate effect |ong
termand will it be safe?

Fromthe societal perspective, the
question is different, does the drug inprove
functioning, quality of life and outcome during
long-termtreatnent in a popul ation of persons wth
the index disease in treatment trials?

The regulators will ask the question, is
the drug which denponstrated an acute effect stil
providing risk/benefit when its use is continued
for 1 ong periods?

The devel opers wi |l ask whether the drug

whi ch denpnstrated an acute effect is stil

file:///Z|/Storage/1025PSYC.TXT (212 of 326) [11/8/2005 1:23:00 PM]



file:/l/Z|/Storage/1025PSY C.TXT

213
providing risk and benefit when its use is
continued for a long time?

I think the clinical question should be
the primary driver of clinical trial designs.

There are many alternative designs which are
available, and just to cite two of themwhich are
the nost frequently tal ked about, the randonized
wi t hdrawal designs--and we believe really that its
value is limted based on sone questionabl e
scientific principles, and ethically questionable.

The doubl e-blind, |ong-termtreatnent
studies are an alternative approach which differs
fromtypical extension, and this is a difference
that has to be understood. This nodel is actually
not an extension. It differs from extension
studies. It assesses long-termeffectiveness. The
anal ysis is based on all random zed patients.

There are possible questions in design and
| abel for long-termefficacy. One question, for
exanple, is during continued treatment with
medi cation, will time to relapse or incidence of
rel apse be reduced?

Well, in a random zed withdrawal study the
possible indication will be conpound X has been

denmonstrated to increase the tinme to rel apse or

file:///Z|/Storage/1025PSYC.TXT (213 of 326) [11/8/2005 1:23:00 PM]



file:/l/Z|/Storage/1025PSY C.TXT

214

i ncrease incidence of relapse in patients who had
previously responded to treatnment as compared to a
control during 26 weeks of continuation treatnent.

Anot her question could be if a patient has
responded to medication, will continued |ong-term
treatment result in persistence of the initial
response? |n a double-blind |Iong-term study, the
possi bl e indication woul d be that conpound X has
been denonstrated to be effective in nmaintaining an
initial treatnment response conpared to a contro
for up to 52 weeks. The difference here is not
just semantics. | think there is a difference
between the two. One really is nore or |ess
rel apse prevention and the other one is maintenance
of effects.

I think there are points on which we have
consensus in our society. Recent changes in
gui dance requiring extended stabilization foll owed

by randomni zation with treatnment discontinuation
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paradigmrisks. They are ethically questionable
trials; scientifically questionable outcones; and
|l ogistically prohibitive protocols. | think proof
of long-termefficacy requires specific
definitions, outcomes and protocols for each

di sorder.

Definitions of long termare specific to
each disorder and treatment. They differ greatly
whet her they are antipsychotics, nood stabilizers
or short treatnent of acute panic attacks.
St akehol ders still need to clarify definitions of
|l ong-termefficacy. | can add another point here
whi ch has been touched upon during the day, which
is the issue of the length of stabilization. There
are actually a nunber of studies now | think | am
quite fanmiliar with Ross Bal zarine's study in which
he reviewed 27--it was actually a neta-anal ysis of
27 studies in depression and he cane to the
conclusion that the I ength has no inpact on the
rel apse rate.

Al so the appropriate timng of approval of

new agents for short, internediate and |ong-term
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applications. Wat data are required, at initia
regul atory subm ssion versus post-marketing;
whet her the current process of acute followed by
long-termindication is sufficient.

Finally what is the way forward? W
believe that we need to reevaluate current concepts
of long-termefficacy of psychotropic drugs;
prioritize needs by specific disorders; redefine
obj ectives and designs of clinical trials adequate
to assess long-termeffects. | think for the FDA
to sponsor workshops can prove very hel pful by
havi ng expert consensus workgroups to devel op
gui delines for appropriate designs for long-term
ef fectiveness trials for specific indications and
i nclude representative key stakehol ders from
regul atory, academ c, clinical, industrial and
statistical expertise. Thank you.

DR. GOODVAN: Thank you, Dr. Awad. Cur
next speaker is Dr. Vogel-Scibilia. | believe she
is representing NAM .

DR VOGEL-SCIBILIA: Good afternoon. My

name is Dr. Suzanne Vogel -Scibilia and I amthe
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President of the National Alliance on Mental
Il ness, also known as NAM. | speak to you today
froma nunber of perspectives, as NAM's president
of the board of directors, as a practicing
psychiatrist, as a person living wi th bipolar
di sorder who has had significant nmajor depressions
and nmani as, and as the parent of a child and a
daughter of a father who suffers also from severe
nmental illness.

Thr oughout its 25-year history, NAM has
been a staunch advocate for increased and i nproved
research because our menbers understand that
research is the best hope we have for finding
treatments to alleviate the devastating and
debilitating synptons of brain disorders such as
schi zophreni a, bipol ar di sorder and mgj or
depr essi on.

When NAM was founded there was little
thought that a cure for schizophrenia night one day
be di scovered. Today, many of our menbers fee
that a cure for schizophrenia may one day be the

case. Today, nmany of our nenbers viewthis as a
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di stinct possibility and are encouraged by the
progress that has been nmade in discovering new
treatnments, and the energence of evidence-based
servi ces hel ping nany peopl e achi eve | evel s of
recovery and i ndependence that 25 years ago did not
seem possi bl e.

At the same tine, we know that progress
has been very slow in discovering effective
treatnments and the road ahead is still very |ong.
The | andmark CATIE study recently rel eased by N IVH
provides an illustration of how far we still have
to go. The study, above all else, shows that none
of the existing nmedications for the treatnent of
schi zophrenia, first generation or second
generation, are a panacea. Wile people derive
therapeutic benefits from nedications, they appear
to be limted and the side effects of these
medi cations are for sone people quite profound.

Clearly, the discovery of new and nore
ef fective pharnmacol ogic treatnments is desperately
needed. This is true for bipolar disorder, mgjor

depressi on and ot her serious nmental illnesses.
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NAM , therefore, strongly believes that a research
envi ronment that encourages di scovery and
i nnovation nust be fostered and mai ntai ned.

Recently |l egitimate concerns have been
rai sed that consuners do not have full access to
i nformati on about nedications that they are taking,
particularly negative information about risks
associated with the nmedications. NAM firmy
supports the need for greater transparency in
research. Consunmers and their fanmilies nust have
compl ete access to all information, positive and
negative, about research on psychiatric
medi cations. Wthout this information informed
deci si ons cannot be made about what medications to
take and the concept of infornmed consent then
becomes meani ngl ess.

At the same tinme, in ny experience and
that of our nenbers, far nore people have been
hel ped than hurt by psychiatric medi cations that
are avail able today. Lack of treatnent frequently
is the tragic circunstance, including honel essness,

i nvol venent with the crinminal justice systemand
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suicides. Also, the issue of significant
disability and inability to enjoy life and function
has been a mmjor concern and a nmjor cost of
morbidity and nortality in our society.

We nust maintain an environnent that is
conduci ve to innovation and di scovery, one that
will allow potential breakthrough medications to
enter the marketplace in a tinely manner.
Psychiatry is one area of nedicine that does not
have a | arge nunber of new, novel nedication
cl asses developed in recent years. Innovative
research has vastly inproved treatnent of heart
di sease conpared to psychiatric illnesses.

Wth this as a backdrop, | will briefly
make three points about the specific topic under
consi deration of this neeting deternining specific
standards for studying |long-termeffects of
psychiatric nedications. Although | realize that
the first 8 questions in Dr. Laughren's nmenorandum
specifically address maj or depressive di sorder and
only the final 2 questions address psychiatric

di sorders generally, nmy comments are focused on
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psychi atric nedications nmuch nore broadly.

First, NAM does not at this tine support
requiring the accunul ati on of data on |ong-term
efficacy trials prior to FDA approval of new
psychiatric nedications. The Wrld Health
Organi zati on has docunented that 5 of the | eading
10 causes of disability worl dwi de are caused by
mental illness and access to evi dence-based
treatnments and intensive conmmunity support renains
extrenely | ow.

For exanple, a nunber of studies have
docunented that fewer than half of all people with
schi zophreni a having access to even mninmally
adequate treatnent is a significant issue in this
country. Access limtations are equally profound
for people with bipolar disorder, najor depression,
obsessi ve-conpul si ve disorder, anxiety disorders
and other nental ill nnesses.

The FDA's process for approving new
medi cations is already quite slow. Many years may
pass fromthe tine research on a potentia

br eakt hrough medi cati on commences to the tine it is
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approved. NAM is concerned that requiring
|l ong-term efficacy studies prior to approval woul d
have the effect of further slow ng an al ready
overly cunbersonme process. This could prove nore
harnful to the people intended to benefit from
these treatnents. Ten percent of all people who
have schi zophrenia commit suicide and only one
anti psychotic nedication, clozeral, has been shown
to reduce that risk to date. Thus, rapid
devel opnment in approval of new nedications for the
treatment of schizophrenia is, therefore, of life
and death inportance.

Second, NAM does support requiring
long-termefficacy studies after psychiatric
medi cations are approved. Serious nental illnesses
are chronic in nature. Synptons nmay be stabilized
but subsequently will recur. Thus, many peopl e,
after finding nedications that work in reducing
their nost debilitating synptons, remain on
| ong-term mai nt enance doses of these nedications.

Understanding the |ong-termeffects of

t hese medi cations, both positive and negative, is
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critically inportant both to maxim ze recovery and
to minimze risks. Oten risks are not discernable
until after individuals have been treated with
speci fic nedications for extended periods of tine.
For exanple, the devel opment of tardive dyskinesia
over time varies fromone individual to another.

For sone individuals, TD may devel op wi thi n nonths
of commencing treatnent. For others, it may not
occur for years.

Additionally, NAM believes that [ong-term
ef fi cacy studi es should be conducted whenever
possible with the financial support of the National
Institute of Mental Health, NIMH Al though the
results of Phase 1 of the CATIE study were not as
broadly useful as we had hoped, we regard the study
as the nost inportant research that has been
conduct ed on nedi cati ons used in treatnent of
schi zophrenia to date, and we eagerly anticipate
the findings that will be derived fromsinilar
NI H- supported long-termefficacy and safety studies
conducted on nedi cations for bipolar disorder, STEP

Bi pol ar, and maj or depression, STAR-D. W believe
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that NI MH should continue to target resources for
these inportant purposes.

Finally, NAM believes that the use of
doubl e-blind, drug wi thdrawal designs to conduct
| ong-term studi es of psychiatric nedications puts
vul nerabl e individuals at significant risk and
shoul d not be used. Sinply stated, if a person
responding well to a specific nedication w shes to
remai n on that nedication, he or she should not be
taken off that nedication. This particularly
shoul d be the case in studies evaluating the
|l ong-termefficacy of nedications such as
anti psychotic and anti depressant agents. In fact,
we have serious questions whether an IRB will or
ought to approve studies on antipsychotic or
anti depressant medications wth designs that
i nvol ve drug withdrawal s or use of placebo.

An appropriate ethical way to conduct
| ong-term studi es of antipsychotic nedications and
anti depressant medications is to evaluate these
medi cati ons agai nst others that have al ready been

denonstrated to be therapeutic. The CATIE study,
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ref erenced above, is an exanple of such a study.
CATI E was designed as a naturalistic study in which
groups of individuals prescribed a nunber of
di fferent nedications were allowed over an 18-nonth
period to evaluate both the safety and efficacy of
t hese medicati ons.

It is also inmportant to note that the drug
wi t hdrawal or placebo arm designs are not used to
study the long-termeffects of nedications for
other life-threatening di seases such as cancer
Di scontinuing therapy that has worked is viewed as
unethical in the field of oncology. |Instead,
| ong-term drug studies in oncol ogy are conducted
using an active treatment conparator. W believe
that the sane standard should be applied to
research on medications for the treatnment of
serious nmental disorders.

Clearly, as a primary consunmer and famly
menber organi zation, NAM's nmjor concern is the
safety and well being of those living with nenta
illness. The FDA is faced with decisions on many

difficult issues. In considering these issues, we
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ask the FDA to responsibly and carefully weigh the
ri sks and benefits, including the public health
consequences, and not to succunb to politica
pressures inposed by those who oppose psychiatric
medi cations. An action by the FDA that is designed
to address concerns voiced by a small but voca
segnent of the consumer famly nmenber popul ation
may have the unintended effect of stifling
i nnovation or delivery of care to the majority of
t hose who suffer.

The National Alliance on Mental Illness is
the nation's |argest consuner and famly nenber
organi zation with over 200,000 nmenbers. W urge
you to give this testinmony the weight it deserves.
Thank you for the opportunity to speak to you
today, and | look forward to any questions you nay
have.

Commi ttee Di scussion

DR. GOODMAN:  Thank you very mnuch,
Suzanne. All right, it is time for us to roll up
our sleeves as a conmttee and get to work. In ny

relatively brief tenure as a nmenber of this
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conmittee, | amaccustoned to nore dianetrically
opposi te vi ewpoi nts being expressed.

[ Laught er]

In sharp contrast today, we have heard
more of a chorus, actually a harnoni zed chorus
cautioni ng us agai nst adopting stringent criteria
that may pose barriers to drug devel opnent or
accessibility/availability to patients.

So, in a way, the rest of this afternoon
is going to be nade a little bit nore difficult for
us because we haven't had the opportunity to hear
both the pros and the cons of adopting
recomendati ons as we answer these questions posed
by Dr. Laughren. So, what | would like to see, as
much as possible, in the next hour of discussion
anong our group is to nake sure that we are coning
up with sone of those other views that may not have
been expressed and make sure that we are giving
those proper attention before we call a vote. MW
plan is to call a vote after the break which is
schedul ed for 3:15. W may be able to do it at

3:00. But | want to have at | east one hour of
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i n-depth discussion to nake sure we have covered
all bases before we call that vote

The nost inportant task at hand to achi eve
our goals today is to vote on the first severa
questions. | think we will get further than that.
| also want to point out, as Dr. Laughren did
earlier, that we want to focus our attention on
usi ng maj or depressive disorder. | assume that
what ever vote we take at that point would not then
be extrapol ated to other disorders, but | probably
want some reassurance fromthe FDA on that point.
I do think that there is a nerit to the notion that
has been expressed repeatedly as a thene that one
size does not fit all, particularly when it cones
to design considerations and ethica
considerations. So, | think it makes sense for us
to focus our deliberations initially on mgjor
depression. | think major depression is the
prototype we have for conceptualizing the phases of
treatment, breaking it down into the stages between
acute, continuation and maintenance. | think Dr.

Laughren did a very nice job introducing those

file:///Z|/Storage/1025PSYC.TXT (228 of 326) [11/8/2005 1:23:00 PM]



file:/l/Z|/Storage/1025PSY C.TXT

229
concepts and al so cautioning us against a literal
interpretation of making those distinctions in
clinical practice. Nevertheless, | think major
depression serves as a good starting point.

Maybe we shoul d put up the first question,
if we could, Karen. As we have this discussion,
let's keep these first couple of questions in mnd.
Actually, on ny first reading of this, the
differences, as | read them between questions one
and two were too subtle for nme to distinguish. |
actually did have a conversation with Dr. Laughren
to better appreciate the distinction he is nmaking
bet ween one and two.

So, in one the questionis, isit a
reasonabl e expectation that a sponsor woul d have
accunul ated data for both acute and | onger--not
necessarily long but |onger-termefficacy trials at
the tinme of filing an application for a drug for
the treatnment of mmjor depressive disorder?

The second question is very sinilar except
it states, is it a reasonable expectation that the

sponsor must have denonstrated both acute and
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| onger-termefficacy? So, the distinction between
one and two is that one requires that the data have
been collected at the tinme of application
Question two really is a starting point for
di scussions of what if acute data or positive but
long-termaren't, or vice versa.

Again, in ny first reading of this
question where it says "accumul ated data" |
believe--and | will ask Dr. Laughren to clarify
this, he is referring to definitive data,
definitive data that woul d have been coll ected that
woul d produce an answer to the question about both
acute and long-termefficacy. |s that correct,

Ton?

DR LAUGHREN:. Yes, that is correct. What
I had in mind here is having a requirenent that a
company actually conduct valid short-termtrials
and a valid long-termtrial as part of that
devel opnment program before they file an
application, not the outcome of the trials but
havi ng actual |y conducted valid short-termand a
|l onger-termtrial

DR. GOCDMAN:  Bruce?

DR POLLOCK: In this first question, just

to be absolutely sure, by longer-termefficacy
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trial we are not necessarily tal king about
mai ntenance trials. You are talking about
extending the acute efficacy trial for a | onger
dur ati on.

DR. LAUGHREN: Well, | am not sure exactly
what you nmean by extending. W had sone di scussion
about that earlier. Because that takes on very
di fferent meani ngs dependi ng on who you are talking
to. What | amtalking about is a |onger-term
trial. It wouldn't have to be of the random zed
wi t hdrawal design. It could be, for example, a
6-nonth study. But | amnot tal king about taking
patients, say, who have responded after 6 weeks and
just extending the patients who responded. | think
that would not be interpretable. So, | amtalking
about a valid design.

DR. GOCDMAN: Let ne just nmake sure |
understand that, Tom Wbuld you find acceptable a

trial that started with an acute trial, say it was

file:///Z|/Storage/1025PSYC.TXT (231 of 326) [11/8/2005 1:23:00 PM]



file:/l/Z|/Storage/1025PSY C.TXT

232
a doubl e-blind, placebo-controlled study, and then
you continued the responders in a doubl e-blind
fashion for 6 months? Could that constitute an
acceptable long-termtrial?

DR. LAUGHREN: You mean |ike responders
after 6 weeks woul d be extended?

DR. GOODVAN:  Correct.

DR LAUGHREN:. | think that would be
difficult to interpret. Maybe, Andy, you could
weigh in on that. You know, | have a problemw th
random zati on having been violated if you are just
taki ng responders and extending themon their own
treat ment.

DR. LEON: Well, the research question
that is addressed by these various designs is
driven in part by the point of the random zation
Were does the randomi zation take place? |If
random zation takes place at 6 weeks in the tria
you were describing instead of at baseline, then we
coul d have bal ance between the two groups and make
a useful conparison. But if random zation takes

pl ace 6 weeks before the switch there is no reason
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to expect bal ance.

DR. GOODMAN: Carol, do you have a
comrent ?

DR. TAMM NGA: Yes, it seens to ne that
the question about what the design would be would
depend to sone degree on what the question is. |
must admit that | thought that the question that
Dr. Laughren posed at the begi nning of the whole
di scussi on was an inportant question. So, we now
have a treatnment for a particular psychiatric
syndrone and the doctor and the patient and the
famly are doing the treatnent, |like the acute
study suggests, and then we get out to 6 nonths.
There really isn't a good deal of data for
practicing physicians about what to do at a point
like that, being a practicing physician on occasion
mysel f.

It seens to nme that if there is going to
be research for when and under what kind of
circunstances to put people on drug there ought to
be information about what to do when they are on

that drug for a long tinme--just leave themon it
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for life; step it up; certain characteristics.
mean, it would all differ by illness and it woul d
differ by indication, but | think that that is a
really inportant question. |If that is the question
that we are thinking about, what kind of design
woul d we have to have in order to answer that kind
of a question?

DR. GOCDMAN: | think we do need to agree
anong ourselves in being constant with the FDA' s
definition of what constitutes a valid longer-term
trial before we can answer the question. | think
certainly, and maybe this requires nore discussion
too, but the relapse prevention study using a
pl acebo substitution would be the gold standard.
Woul d you agree with that, Tom and ot hers around
the tabl e?

DR. LAUGHREN: Well, | think that is one
standard. But, as | said earlier, that is not the
only way to get there. | think one could do, as
was done with Effexor in GAD, a 6-nonth trial
That is another valid design. Patients are

random zed at day one, sone to drug and sone to
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pl acebo, and they are continued for 6 nonths.
Anot her possible design is the design that was done
with risperidone for long term conparing it with
hal operi dol and beating it. That is |ooking at
time to relapse but that is another valid design

The question of whether or not one could
rely on a non-inferiority trial in schizophreniais
one that needs nore discussion but, you know, we
may ultimately decide that that is also a valid
design. | amnot sure that we are there yet. |
think there are a nunmber of valid designs beyond
the random zed w thdrawal . The random zed
wi t hdrawal just happens to be the nost efficient
way to answer the question

DR GOODMAN:  Danny?

DR. PINE: | guess stepping back a little
and t hinki ng of some of the di scussion going on
right now but then also this norning, at |east the
way | look at it and the way | read question one,
it seems like there are three major points. |
think point one and point two pretty nuch everybody

agrees upon--what Carol just said. | think
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everybody agrees, you know, that it is a very

i mportant question about how long to | eave peopl e
on nedication. It came up in the question of mgjor
depression in kids but also nmajor depression in
adults, and it sounds |ike everybody agrees that
that is very inportant, nunber one.

Nunber two, it does al so sound |ike--and
maybe it hasn't been stated quite as directly but
it is the sense that | get, particularly fromyou
Tom -that the data have been a little sl ow com ng;
you know, that there are not enough data on that
now that, you know, we wish we had. | would agree
with that and | think everybody el se woul d agree
with that too.

So, then | guess the real question is, you
know, what are the ways to try to put either teeth
in that or to kind of push the issue. Related to
what you said, Wayne, in the beginning, we have
heard a | ot of information about what a bad idea it
woul d be to come up with other regul ations.
think a | ot of people have nmade really good points

about that. But naybe it raises the issue that Dr.
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Wang nentioned. GCkay, if that is a bad idea, are
there other ideas or other things we could do to
kind of nmake the long-term data energe nore
qui ckly, short of regulations or short of things
that a lot of people sound like they feel very
uneasy about? It seens to nme like that is the key
i ssue. You know, we clearly need | ong-term data.
It is clearly not com ng fast enough. 1s there
anything el se we can do short of new regul ati ons?
I don't know that we have really discussed that at
all, except for the brief interchange that you guys
had towards the end of the norning that sounded
prom si ng.

DR. LAUGHREN: | am open to suggestions.
It is hard to know what a nmiddl e position would be.
Again, just as background here, in the EMEA it is a
requirenent for filing. Actually, that really goes
to question two because in the EMEA you are
requi red to have shown both short-termefficacy and
| onger-termefficacy. Now, they have accepted a
somewhat different trial design--well, it is the

same design but it is a different run-in period
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than we have proposed. But they actually require a
demonstrati on of both short-termand | ong-term
efficacy. They not only have to have done the
trials but they have to have shown an effect over
acute and longer-term

DR GOCDVAN:  Could you stay with that
point for a moment, Tom and tell us what is found
acceptabl e by your counterpart in the EU as a
definitive longer-termstudy in depression?

DR LAUGHREN: It has to do entirely with
the run-in period. As | understand it, and
industry is here and they can correct ne if | am
wrong, but ny understanding is that they accept a
random zed withdrawal trial that involves an open
phase where patients are treated for 8-12 weeks and
are in responder status then for a relatively
shorter period of tine.

DR GOCDVMAN: | amsorry if I am
bel aboring the point, but then they go into a
rel apse prevention design? 1s that what you are
sayi ng?

DR LAUGHREN:  Yes.

DR. GOODMAN:  For what period of time? |If
anybody el se has the answer to that, that will be

fine.
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DR. LAUGHREN: | have the gui dance
docunent right here. An 8-12 week period, an open
period, and a random zati on phase of up to 6
months. So, it is presumably |ong enough to have
events and that is really what drives the duration
of the randonm zed phase.

DR. GOCDMAN: Jean Bronstein?

M5. BRONSTEIN: This is a question that |
just need sone information about. Wen we were
| ooking at studies on suicidality last tinme we were
unabl e to conpare one drug to another drug because
the designs were so different. |Is that in part
what we are | ooking at today, that we want sone
consi stency so we can gather that kind of
information? That is just a point of
clarification.

DR. LAUGHREN: The question we are asking
the conmittee is whether or not--again, the first

question as | intended it is, is it reasonabl e that
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we woul d expect a conpany who i s devel opi ng a drug
for major depression, at the time that they file
the application to have conducted both valid acute
studies and a valid longer-termtrial? |Is that a
reasonabl e expectation for themto have
acconpl i shed those trials? Not necessarily
denonstrated | onger-termefficacy but having first
of all acconplished those trials, conpleted the
trials using a valid design?

DR MCGOUGH | remain a little unclear.
I nmean, | see acute response and | ong-termresponse
as two different things, and acute response is
certainly inportant. And, | still don't really see
what the need is to change. What are we | acking
now with our current systen? Were is the big
probl enf

DR. LAUGHREN: The issue is that at the
time that a drug is approved for depression right
now, in nmost cases all the clinician has is
short-term data when we know that patients who
respond after a period of several weeks, a nonth or

6 weeks--we know that those patients will be
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continued longer termon that drug. You know, nost
clinicians are going to do that whether or not
there is longer-termdata. So, they are doing that
wi t hout benefit of having any enpirical evidence to
support that. It is a question that you have to
deci de.

Again, as | pointed out, in Europe they
have deci ded, for whatever reasons, that that is
necessary to approve a drug for depression, to have
not only done the studies but to have shown both
short-termand | onger-termefficacy. So, that is
really the question.

Again, in fairness, nobst progranms do
eventually do a long-termtrial and, in the vast
majority of cases, those trials succeed. So, that
shoul d be factored into your decision about this.
But the fact is that at the tinme that
anti depressants are approved in this country right
now, at this point in tinme, in nobst cases--not in
every case but in nost cases we don't have any
| onger-term efficacy data.

DR. GOCDVAN: | would be interested in
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hearing froma representative fromindustry what
the current incentives are to conduct those
long-termefficacy trials, other than that the FDA
are requesting them | would assune that there are
some advantages to the additional |abeling. DR
G LLER First of all, I would say that | think
very frequently the data on long-termefficacy is
provided in a timely fashion. There are sonetines
del ays that are not sinply because of conducting a
clinical trial but sometimes actually negotiating
the protocol with the FDA. So, | think we
certainly would wel come sonme notions about how to
do this nore effectively.

Partly, these long-term studies are
sonetinmes done voluntarily; sonetinmes they are a
Phase 4 conmitnent at approval. There is the
incentive, if you will or the conpetition, about
providing that information in the | abel to be on
par with other conpounds that are also used in
| ong-termtreat nent.

Just one other comment about the | ength of

time patients are on nedication. Dr. Tanmi nga,
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think your point is a good one fromthe clinician's
perspective but now we are starting to get, to a
certain extent, into course of illness and
treatnment in general, not specifically around a
particul ar medi cati on.

DR. GOCDVAN: Earl, before you step down,
it is clear to ne that this requirenment would
i ncrease cost of drug devel opment. \What is |ess
clear is how much |onger, what kind of delays it
woul d introduce in getting a drug to the FDA for an
NDA. If you knew in advance that you had to do it,
couldn't you start those studies along with the
acute trials, and wouldn't there be enough tine to
meet that new expectation?

DR G LLER Well, | think you have heard
fromsone of the presentations that to start at the
same time as the acute studies would be probably
unet hi cal and unsafe because you are not even sure
about what the dosing is and you would like to
devel op the safety first.

It isn't as nuch the cost because the cost

of the study is going to be the cost of the study.
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It is the staging of those costs and also it is the
staging of the information froma clinica
perspective. Let's be sure we have sonet hi ng that
is effective acutely before we go on to longer-term
treatment. Again, | think industry, by and |arge,
does start to do those studies if the protocol is
negoti ated partly through Phase 3 and into Phase 4.
It is just a question of staging it to bring the
information al ong at what we think is a tinely and
rel evant point.

DR. GOCDMAN:  Dr. Robi nson?

DR ROBINSON: | just have a question for
Tom about the regulations in the sense that in your
question it is about do people have to have
conpleted the long-termtrial before they make the
application. Do you have the ability to say you
have to have the long-termtrial in operation at
the tinme and then report the results later? |
mean, could you have a scenari o where somebody is
saying we are doing a trial and you will have to
tell us the results when it is finished, in a year?

DR LAUGHREN: This is policy; it is not

file:///Z|/Storage/1025PSYC.TXT (244 of 326) [11/8/2005 1:23:00 PM]



file:/l/Z|/Storage/1025PSY C.TXT

245
regulation. So, | nean, clearly, we could do any
of these things. | nmean, that would be a
possibility of insisting that sonehow we have
evi dence that the trial is under way at the tine
that a company files the application. But it is
not quite the sane as having the study conpl eted,
knowi ng that they have actually followed through
and conpleted the trial. One can never know, if a
trial has been started, when it is going to be
conpl eted and the data cl eaned and anal yzed, and so
forth.

DR. GOCDMAN:  Dr. Wang?

DR. WANG  This norning you sort of
alluded to the fact that there is no sanction,
there is no nechanismfor ensuring that these
| ong-term studi es are done after approval. |Is that
pretty nmuch the reality?

DR LAUGHREN:. Again, Phase 4 commtnents
for long-termefficacy trials usually are foll owed
t hrough on.

DR. WANG  But just del ayed?

DR LAUGHREN. They are delayed. | am not
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aware of any actual mechanismthat we have to
enforce Phase 4 commtnents but, in fairness, they
are generally conpleted; they are generally done.

DR. WANG This is just sort of a
followup to Dr. Pine's question. It seens that
you are either limted, or would like to have
sonmething in the pre-approval process to ensure
that this data, which everyone seens to agree is
useful and needed, gets generated. What is the
range of possible sorts of ways to encourage this?
One that you said is requiring a conplete study and
that in itself has dangers, in addition to what we
have heard fromthe industry side. Just to
complete a study, as you saw with the
antidepressant trials done in kids to extend patent
life--the quality mght be so |ow that you don't
know what a negative study nmeans. \What ot her
possibilities are there in either requiring that
you agree on an approvabl e desi gn before approva
for a long-termstudy, requiring actual initiation,
or maybe requiring that sone percentage of patients

be enrolled already--but sone internediate so that
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there is a good faith effort and you know that the
trials are being taken seriously and they will
happen in a tinely fashion, but not sinultaneous
wi th approval for the acute clain®

DR. LAUGHREN: Those are all possibilities
but none of them guaranties that the study will
actually be conpleted. | nean, | think the
proposal that came up earlier is that sonmehow FDA
woul d have sone authority to revoke the approval if
a conpany didn't neet its commitnent. That woul d
take | egislation and new regul ation. W don't have
that authority as of this point in tine.

But again, in fairness, these trials
generally are done. The issue here is whether or
not it is acceptable for the clinical comunity to
wait, you know, two to three, to four years to have
those results.

DR GOCDMAN:  Dr. MGough?

DR MCGOUGH: dinically | would just |
woul d di ssuade a physician or a house officer from
ordering a study or a test unless that result was

going to nake a difference in nanagenent. | am
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just here, thinking if you order these two tests,
an acute and a long-termtest, and one came back
positive and one cane back negative--to be nore
specific, if the acute study conmes back positive

and the long-termtest conmes back negative, would

you deny approval or would you still approve it?
mean, | amjust wondering if this would really
matter. | amtrying to see howthis would really

matter in terns of your ultinmate decision depending
on how the two arns might come out, together or
different.

DR LAUGHREN: That is question two and,
you know, we are soliciting your advice on that.
Again, if you |l ook at EMEA, the way | read their
gui dance docunent, they do require actual evidence
of both short-termand |long-termefficacy to
approve an anti depressant. They do require that.
Agai n, as we have discussed, you know, depression
is a chronic illness.

DR. MCGOUGH: But would a novel treatnent
for unremtting, severe acute depression be not

worthwhile if sonehow it doesn't nmmintain that for
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6 months or nmore? That is what | am struggling

Wi t h.
DR LAUGHREN: That is a fair question
DR GOCDMAN:  Dr. Poll ock?
DR. POLLOCK: Does FDA policy currently
define--1 amactually concerned about these

definitions of acute and | onger term-do you define
what the range is for an acute trial? It always
seens to be about 6 weeks but is that actually
defined? |If a manufacturer cane in with a shorter
duration or a |longer duration |I think many of us
woul d consider that 12 weeks or 6 nonths coul d
reasonably fit into a definition of an acute trial
For longer-termefficacy you are talking, certainly
inlate |life depression, about several years of

mai nt enance treatnent.

DR. LAUGHREN: Well, the difficulty here
is that all of these questions are inter-rel ated
and the later questions deal with the design issues
of how I ong the studies need to be; how |l ong the
run-in period needs to be. There is not nuch

controversy about acute studies in depression
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Conpany- proposed studi es are al ways 6-8 weeks. W
never see any variation fromthat these days. So,
that is really not so nmuch an issue.

The real issue here in terns of design is
the question of how long patients need to be in a
responder status before they are random zed. That
is really the controversial issue here. W had
proposed sonet hing |longer. You have heard a | ot of
argunents today why it m ght not be necessary to
have such a long run-in period. | don't know the
answer but that is one thing that we are asking
your advice on.

DR GOCDVMAN:  Dr. Pine?

DR. PINE: Coing back to the issue of the
range of possibilities, it sounds pretty clear that
there is, you know, no feasible way to "revoke" an
i ndi cation. Wat about thinking about other
incentives that would, you know, nake it so that
there was to | oss of a possible benefit if a
company didn't do it? You know, not withstanding
all the problens of the 6-nmonth exclusivity with

the pediatric studies, what if there were sone
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incentive to publicly disclose the results froma
|l ong-term study? Again, | wouldn't have any idea
what the range of the incentives are but, you know,
if a conpany really stood to |l ose an incentive if
they didn't produce this data but there was, you
know, sonething along the |ines of extension of
patent exclusivity if they did publicly disclose
the data?

DR LAUGHREN: Well, as we discussed
earlier, | think one of the incentives for
completing a trial and getting a positive result is
that the conpany gets to put that information in
| abeling. This is obviously a very conpetitive
field so it is an advantage to a conmpany to have a
| onger-termclaim

In terms of negative consequences of not
compl eting the study, | suppose Phase 4 comm tnents
are listed on sone kind of public list. Beyond
that, I amnot sure what it woul d be.

DR. GOODMAN: | amnot conpletely sure
what added value there is to the kind of trial that

| ooks like it would count as a longer-termtrial to
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the EU. |If you have 6-8 weeks of acute treatnent
and then you do your rel apse prevention, as you
have poi nted out and others--1 knowit is a
debat abl e i ssue, but without that stabilization
period in between, if you have a greater rel apse on
pl acebo it would seemthat what you are proving is
that the drug was really working in the course of
the acute trial. You still haven't, in ny mnd,
establ i shed and given any additional information
about long-termefficacy. It is a way of
establi shing on the back end of the acute trial
that it was working on the front end. | don't know
if others would like to comment on that. Agree or
di sagree on that? Dr. Sachs?

[ Several participants say "agree."]

DR. SACHS: You have just stated one of
the principles that I think we all agree with 100
percent. There is a very different object to a
mai nt enance trial than a continuation of an acute
effect trial

DR GOCDVAN:  Dr. Rudorfer, you had a
coment ?

DR. RUDORFER: | want to add sonething. |
hope this isn't too idiosyncratic, putting on ny

clinician's hat. The other concern that | have
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about the whole concept of the randonized
wi thdrawal --wel |, there are two. One was all uded
to. | think the ethical question, certainly with
nmore chronic conditions, could be a problem
don't think that is arate limting step in
depression if we are talking about instituting a
random zed withdrawal at a point where renoval of a
drug might be felt to be clinically indicated.

However, | amthinking when | wear ny
clinician's hat and I amtal king to soneone about
stoppi ng nedi cation, unless there is sonme pressing
reason, | think in really long, drawn out, slow
terns about reducing a dose very slowy over a
period of weeks, with the idea that if we appear to
be running into turbul ence we coul d back up again.
So, | think that even in depression, on the one
hand, in nmy mnd there could be an ethical problem
if thereis arisk in essentially inducing an
i at rogeni c recurrence.

This al so goes back to one of ny early
questions about DSM 1V, which is that mgjor
depression is nmuch nore heterogeneous than we often
give it credit for. | worry, and | don't know if
t he European experience can be informative to us

but I worry that if longer-termefficacy
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requirenents are instituted that trials not be
skewed nore towards patients who have | ess severity
of illness; who have |less history of rel apses and
recurrences and essentially mght sinply | ook
better over the long haul or be nore likely to
stick with a trial or essentially further renove
efficacy trials fromthe real -world experience

DR. GOCDMAN:  Catching up, Dr. W nokur?

DR WNCOKUR  Thanks. | have severa
points | would just like to run through quickly.
Several of the committee nenbers have al ready
comment ed about a nunber of areas that we really
need nore informati on about, such as long-term
ef fecti veness. The question that has occurred to
me is what information is crucial prior to initial

regul atory approval as opposed to information that
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may corme up later and certainly be very inportant.

Secondly, | think there are a couple of
aspects which we have seen that denonstrating
efficacy in acute situations is very chall enging.
VWhen Dr. Potter nentioned the review by Khan, that
certainly brought that out and Dr. Laughren
acknow edged that as well. The other study that
comes to mnd recently as an exanple is the Russian
cowor kers nedi cal al gorithm project, a benchmark
study which is an effectiveness paradigm you know,
real world, where they found 25 percent response in
this nore heterogeneous group with major
depr essi on.

So, getting response in and of itself is
still a challenge in this field. But |I think we
al so heard that once we have peopl e denpbnstrated to
respond in a short-termtrial, with [imted studies
admttedly that have been done, there is not nuch
of a signal of a problemw th naintaining that
response, and | think Dr. Laughren agreed with
t hat .

So, to ne the nmuch nore pressing issue and
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concern is the one that, Dr. Goodman, you started
out with this norning about the really pressing
need for nore tinely and conprehensive safety data,
and it is of less concern to ne that beyond a
demonstration of acute efficacy intrinsically in
every case there should be a requirenent for
| onger-term nmai nt enance or |ong-termefficacy.

DR. GOCDMAN:  Tom could you conment on
that? It is ny understanding that you do coll ect
that information. That is a requirenment already.
But, please, clarify.

DR LAUGHREN: Yes, we al ways have
| onger-termsafety data at the tine of an initial
filing. |1CH has a guidance docunent and that is
ordinarily followed. You have to have at |east
300- 600 patients for 6 nonths and 100 for a year
So, we always we have that for a new chem ca
entity.

DR WNOKUR: | amsorry, | was really
referring to inproving that with nore rigorous
post - marketing surveillance. That was ny point.

DR. GOODMAN: | think in part what you are
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saying is if part of the inpetus, and | was trying
to explore this earlier, has to do with safety
concerns that energe post-marketing and to dea
with that using a different fashion through
post - marketing surveillance. Dr. Tanm nga?

DR. TAMM NGA: One of the argunents that
was made this norning that seenmed inportant to ne
was that the speed of drug devel opnent is an
important thing. People this norning did enphasize
the speed of novel drug devel oprnent--not that we
have really many novel drugs around--and that we
are speeding forward with a ot of pretty typica
conmpounds. But given the case that we have nove
compounds, we would really want to get those to
mar ket quickly. So, | thought that was really sort
of a reasonably powerful argunent. Wen | was
trying to understand what that woul d be wei ghted
against, | amnot quite sure whether that is
wei ghted against the ultinmate availability of any
Il ong-termdata or whether it is weighted against
just del ayed | ong-term dat a.

From what you say, Tom for nost of the
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conpanies, if there is a conmtnent to Phase 4
delivery of |ong-term nai ntenance data, that
eventual ly cones around. So, fromny point of
view, | don't know that | would necessarily require
long-termdata right at the point of approval as
|l ong as there was a comnitnment in the shorter |ong
term rather than in the further long term if the
tradeoff was speed of drug devel opnent. So, | was
kind of trying to weigh those kind of things.

On the other hand, not nany of us, other
than you, have a real idea about near long term
far long term or whether the FDA woul d then have
much regul ati on over the design of the trials.
mean, could one maintain supervision, if you will,
over the design of the data?

DR LAUGHREN. Well, we do have a lot to
say about the design. Conpanies submit protocols
and we give them feedback and on a critical trial
like a long-termefficacy trial they would want to
get our buy-in that it was a design that we
accepted. So, we do have a lot to say about that.

Again, in terns of Phase 4 conmtnents for
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|l onger-termefficacy trials, we have al ways added
that to the initial approval letter and in nost
cases we eventual ly get those data.

DR GOCDMAN:  Jean?

M5. BRONSTEIN: Tom would it be
reasonabl e for the FDA to require that |onger-term
data be available within two years of the first
approval ?

DR LAUGHREN: There woul dn't be any way
of enforcing that.

M5. BRONSTEIN: But could it be stated as
the gui deline and expectation?

DR LAUGHREN. Well, we do usually put a
time franme in the approval letter for Phase 4
commitnments. There is a time frame but there is no
regul atory authority really to enforce that.

DR. GOCDMAN:  Dr. Pol I ock?

DR POLLOCK: Since we are just in this
question focusing on anti depressants, are you aware
of there ever having been a case of a
anti depressant that passed nustard in an acute
trial that failed in a maintenance study?

DR. LAUGHREN: | believe there have been
sonme negative longer-termtrials for

anti depressants. | amnot aware of any for
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schi zophrenia. | would have to | ook very hard.

DR. POLLOCK: But the clinical point |
think is that you have assured us that safety data
is systematically collected at the tinme of rel ease,
but I think it is alnost a universal belief, jut
tal ki ng about depression, depending on a particul ar
type of patient and whether that patient has
hi stories of recurrent depression; whether they are
elderly at first onset. But, certainly, if
sonmebody has responded acutely they are going to be
mai ntai ned. |t depends on the individual patient
characteristics rather than the true or generalized
efficacy of the drug. You can construct a
mai ntenance trial to enrich it for those at risk of
recurrence.

So, | really am concerned about whether
this game is worth the candle that you want to
invest. But there is a tremendous concern anongst

those who believe that those patients who responded
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to a nedication, again depending on the
characteristics of that patient, that they should
be maintained for efficacy but our concernis with
this newentity and do we really have safety data
in, in ny case, elderly patients that extends out
to 6 nonths or a year. Particularly anong the
el derly, what happens in ternms of hyponatrenia and
ri sks of novement disorders, and that sort of
thing, if it has been routinely collected for that
particul ar anti depressant.

DR. LAUGHREN: Yes, the quantitative
requirenents are not as clear for subgroups of the
popul ation like the elderly as they are for the
general requirement for having so many patients
exposed for so long. W generally will have sone
but I can't say precisely.

DR. GOCDMAN: It seenms to ne that in many
cases in which | have entertained the need for a
rel apse prevention study it is really in response
to a different question. It has to do with at what
poi nt can you safely wthdraw the nedication; at

what point can the patient be prevented from
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rel apse.

You nentioned before that one of your
concerns about the current policies is that
al t hough, for the nost part, conpanies are
compliant with conducting the studies it takes too
many years to get the information. Look at a case
i n depression, the work by Kupfer and Frank, how
long did it take themto really collect the kind of
informati on that we now use to hel p us guide how
long to continue treatment? | think it nust have
taken at | east five years; maybe it took nore than
five years because when you get into the field and
you are asking the question about a particul ar
patient, it is an individualized decision of when
is it safe to discontinue this nedication that
apparently worked in the begi nning. And, how do
you make that decision? You nake it on the basis
of , yes, enpirical studies such as the ones that
have been conducted in depression about previous
treatment history, severity, those kinds of
factors, but it took a very long time to gather

those data in a very large sanple in order to be
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abl e to answer those questions that help tell you
at what point is it safe to stop the nedication.

I guess | amreturning to this question of
added value. How nuch nmore are you going to |learn
about doing an acute trial followed by rel apse
prevention? | think it is still going to take you
years to really answer sone of the questions that
are nost pertinent to the clinician. Dr. Leon?

DR LEON: Thanks. Well, | amalittle
confused foll owi ng on what you just said, Wyne,
and a few others. Now | ambeconmng a little nore
confused about the state of the know edge about
rel apse prevention. Because, on one hand, from
what Dr. Rudorfer said, it sounded to me |like he
continues treating. As a clinician, he is
concerned for his patient. He is risk aversive and
he continues to treat because it is working right
now, but he apparently doesn't really have the data
to make the decision. And, | have heard that from
some ot her peopl e.

Then, from Tom | hear but these data are

eventual ly provi ded by each of the pharnaceutica
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conpani es when they nmake the commtnent. So, it
seens |ike we should have the data--not ne but the
clinicians should have the data available if those
data are provided. But | don't hear that that is
being translated or it is not being used in
clinical decision-nmaking. Instead, it is nore of
this universal belief that | heard about that what
wor ked for acute will continue to prevent rel apse.

Actually, in the relapse prevention tine
there is a very, very long risk period. If you
take person-years, it is a very, very long risk
period for each patient to be at risk of rel apse.
As | say, | amnot sure but it sounds like the
literature really doesn't guide the clinician to
make that decision. So, | think there is genera
agreenent that we need the data but it doesn't
sound like it is getting out there to the
clinicians.

DR GOCDMAN:  Gail ?

M5. GRIFFITH | would have to say | agree
with Dr. Leon and also with you, Dr. Goodnman. |

woul d suggest that for the stakeholder it is
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actually irrelevant to a certain degree. As you
poi nt out, the risk of rel apse can be anyt hing
from you know, 2 nonths to 12 years. So, it does
become | ess rel evant.

I think that what is inmportant to the
st akehol der is the risk/benefit analysis with
respect to safety above all, as opposed to
efficacy. W have sonehow gotten into a thicket
over the efficacy argunent over the safety
ar gunent . DR GOCDMAN:.  Dr. Tanmi nga?

DR TAMM NGA: | think that it would be
important to renenber that whereas long-term
ef ficacy derived fromacute efficacy m ght be
pretty solid--we mght be able to do that pretty
solidly for drugs that we all know-all the SSRIs,
all the antidopam nergic antipsychotics. But for
the novel drugs, which industry is really seeking,
we wouldn't be able to predict long-termefficacy
fromshort-termefficacy with very much reliability
so we woul d need--1 don't know about right at the
time of approval but the field would certainly need
those dat a.

DR GOCDMAN: | think that is an excellent
poi nt .

DR MEHTA: | just want to reenphasi ze one
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other point, and that is the time Iine. Keep in
mnd that if we are tal king about a 6-nonth

wi t hdrawal period and 6-nonth treatnment, that is
one year. To enroll patients will take another
year and to discuss the protocol w Il take another
6 nonths. So, we are talking about 2.5 to 3 years
to conplete the study. That is usually the tine
for a Phase 3 program So, what we are talking
about is starting these type of studies right at

t he begi nning of the Phase 3, which is not feasible
medi cally or financially, for that matter.

DR. GOCDVMAN: Dr. Pine, did you still have
a question?

DR. PINE: There is just one other thing
woul d say, just to second what Carol said. You
know, it does sound, at least to ne, fairly clear
that everybody agrees that there is an advantage to
getting these kind of data but it doesn't sound

like the risks of discouraging, you know, getting
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new drugs into the market outweighs any of the
advant ages of the regulations that | have heard.
So, | would be interested to hear anybody el se who
had a really good rationale for it

DR. GOCDMAN: | thought what Carol m ght
be saying is to consider different standards
perhaps for novel agents, maybe a nore stringent
standard. That would be an inplication at |east of
what you said, to have an extra degree of
confi dence because we don't understand the
| ong-term nechanismquite as well, or at least it
hasn't been denobnstrated clinically to have anot her
way of confirmng longer-termefficacy with those

compounds.

DR TAMM NGA: | haven't really thought of

the way to do it or the way to define what is a
novel compound. In ny area, clozapine night
actual ly have different kind of characteristics
than ot her anti dopani nergi ¢ anti psychotics. So,
there are differences even within therapeutic areas
of drugs, but there certainly would be differences

bet ween sonme new anti gl utanmatergi c drug for
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i nstance and our usual anti dopam nergic
anti psychoti c.

DR GOCDVMAN: | amnot quite ready to cal
a vote, but what | would like to do is hear from
any conmttee nenmber who would like to argue for
adopting this neasure as stated. They can do that
in earnest or they can do it as devil's advocate,
either way. | would like to hear the view point
expressed in favor of adopting this new stringent
st andar d.

[ No response]

Gve it a few nore m nutes!

[ Laught er]

DR. LEON: This is leaning in that
direction but not quite there. Earlier | asked
about antidepressants that have indications for
long termor relapse prevention. Are there any
that have an indication for rel apse
prevention--this gets to the second question
really--that do not have indication for acute
treat ment ?

DR LAUCHREN: The only one is lanotrigi ne
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for bipolar depression.
DR. GOCDMAN: There is a device too--a
little different division of FDA, but vagus nerve
stimulation was approved for |ong-term prophylactic
treatment or treatment of resistant depression, but
it does not have an acute indication.

DR. LEON. That is not rel apse prevention,

isit?

DR GOODVMAN:  No, it is augnmentation. Dr.
Tanm nga?

DR. TAMM NGA: Well, | would just take a
stab at making a coment. | think that everybody

thinks that the data for acute and | ong-term
efficacy trials is reasonable to have for any
single drug. Question nunber one doesn't say that
you have to have finished both acute and | ong-term
efficacy trials at the tine of filing. So, one
could interpret the answer to question nunber one
that you have to be finished with one or the other,
with the other one in progress.

DR GOOCDVAN: Let ne interject. That was

my first assunption but | ampretty clear that the
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intention is that the data is not only conpleted
but anal yzed and presented together as part of the
NDA.

DR. LAUGHREN: That was certainly our
intent in that question, that the studies will have
been conpl eted, data cl eaned, data anal yzed.
Whereas, the outcone of that is question two,
clearly, our intent in question one is that they
woul d have done the studies.

M5. CRIFFITH  And that they woul d have
been definitive is what you said earlier.

DR LAUGHREN. That is right, valid
trials.

DR GOCDVAN: But with one caveat, that
think if we are using the standard used in Europe,
the long-termtrial that would count woul d be going
directly fromacute into rel apse preventi on w thout
a long intervening stabilization period. R ght?

DR LAUCHREN. Right. Wien we initiated
this policy change sonetinme ago we had in mnd a
different design. W had in mind having patients

stable for a rmuch longer period of tinme but, again,
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it is hard to separate these questions, one from
the other. You know, we have had a | ot of
di scussion this norning about whether or not there
is really any advantage in having a | onger
stabilization period before random zation. It is
not entirely clear to nme what the right answer
there is.

DR. GOODMAN: Let's assume for the nmonent,
just as a point of discussion, that the FDA s
definition of a long-termtrial would require sone
fixed stabilization period in addition, would your
answer to this question be any different? For
example, if the definition of an adequate trial, a
definitive trial would be acute 6-8 weeks and then,
say, 2 nonths stabilization before rel apse

prevention? Does that change our thinking at all?

Dr. Pine?

DR PINE: First of all, it doesn't change
nmy thinking but then | guess, second of all, you
know, listening to all the possible advantages for

arguing in favor of the question, the only thing
that | have really heard--

DR. GOODMAN: | haven't heard any in
favor. \What were they?

[ Laught er]
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DR. PINE: | guess the only thing that |
have heard, and again this is nore kind of a straw
man argunent--the only thing that | have heard said
is that either the long-termdata is not com ng at
all, which is clearly not the case because we have
heard that that is not the case, or it is not
comng in quickly enough. | nmean, that is the only
argunent in favor of it that has even renotely come
forth and | don't think that there is nuch support
even for that.

DR GOCDVAN:  Jean?

MS. BRONSTEIN: The one argunent that | am
hearing is that it would give the FDA teeth. | am
not proposing that but that is the argunment that |
have heard positively for this, that that woul d
then give the FDA the ability to enforce it.

DR. PINE: Teeth to get the |long-term data
which, it sounds |like we already think we nmght be
getting.

DR. POLLOCK: | agree with what Dr.

Tanmmi nga said earlier, that for a novel conpound we
may not have the confidence that if sonebody
responds in 6 weeks that response m ght persi st
into 3 nonths or 6 nonths, and we certainly won't

have as clear or as much safety data as we need on
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this novel agent, or we need nore intensive data on

this novel agent.
But | think what | am concerned about

that the longer-termsort of straight efficacy

trial where sonmebody who has responded is continued

under doubl e-blind conditions for at | east 6

months, that | think is different fromputting in

the mai ntenance trials where there is a placebo

withdrawal . The two things are bl ended.

DR GOCDMAN: My understanding is Tom

isn't going to count that. Could you clarify,
DR LAUGHREN:. You are tal king about

conti nui ng responders?

DR. GOCDMAN:  continuing responders in a

doubl e-bl i nd fashi on.

DR. POLLOCK: No, you don't have to break
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the blind at 6 nonths. | nean, presunably people
who have not responded or are not doing well will
drop out but you don't have to close the study or
at | east break the blind, |I think, at 6 weeks.

DR. LAUGHREN: You are tal king about a
6-nont h pl acebo-controlled trial in depression
where patients are continued on placebo for 6
nmont hs?

DR POLLOCK: Well, presumably they would
only be continued on placebo if they had
deteriorated or had failed the study.

DR LAUGHREN: What woul d the endpoint in
that trial be?

DR. POLLOCK: Sustained response in those
who had responded at 6 nonths.

DR. LAUGHREN. We haven't actually seen
that design in depression. It is an interesting
possibility.

DR. GOOCDMAN: Dr. Gller, you had a
comrent ?

DR G LLER: Certainly, | think a

long-termstudy |ike 6 nonths of active versus
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pl acebo woul d give you a bit nore maintenance of
effect, but the major concern is the dropout rate.
Recall the infornation that | and others showed
that people tend to drop out fairly quickly. The
validity of the study often depends on having
enough patients left in the study to be able to
anal yze what happens overall. LOCF is not always
the best way to do it. At the end of 6 nonths, you
know, you are going to start off with a |ot of
patients and you are going to have very few | eft
It is not going to tell you that nuch nore, except
that if you can distinguish between active drug and
pl acebo at 6 weeks you will very likely be able to
do it at 6 nmonths as well.

DR. GOCDVMAN:  Thank you. Let's suppose
for the nmonent that we vote no as a committee on
this after we take the vote. How do we explain
that to the public in layman's terns, that we nmade
it permissible that an antidepressant, in this
case, be brought on the market that has been shown
effective only for 6-8 weeks? |t has been shown

safe beyond that but we know, in fact, clinicians
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are prescribing it for extended periods of tine, 6
mont hs, maybe years. How do we expl ain our
rationale in sinple terns for adopting that? Gl ?

M5. CRIFFITH | think we really need to
go back to looking at the risk/benefit analysis and
the safety concerns. | think if we suggest that
| onger-term efficacy has not been proven
definitively, the decision then goes to the
clinician and the patient. | nean, it becones a
matter of the practice of nmedicine. It is not a
regul atory issue and it is not really a public
health issue. It goes to the basis of practice and
whet her or not the clinician deens and the patient
deens that he or she is well enough to discontinue
use, or whether or not the drug is still working.

W tal ked about this in the SSR
di scussi ons about not wanting to dictate the
practice of nedicine and there is so nuch of this
ef ficacy question that goes directly to that. So,
I think we enphasize the safety issue. It is a
ri sk/benefit analysis that the patient nakes.

DR WANG | would say that fromthe
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clinician's perspective, | think what is nost
important is that soneone is in acute distress and
we know we have the neans to address that. W have
sone confort level that the long-termrisks of
staying on this medicine in terms of safety are

mnimal. Then it becones really the clinician's
under st andi ng of whatever disorder we are dealing
with and a careful, ongoing assessnent of the
patient and careful titration down, if necessary,

or initiation of another treatnent if the treatmnent
ef fect begins to wane.

DR. GOCDVAN: The other thing | would add,
and | think this has been alluded to earlier, is
that | think there is arole for the NNMH to fill
in the gap. |In fact, that is what happens now.

That is what funded the work that has informed us

so well about what criteria to use about how | ong

to maintain treatnment and now to individualize, how

to tailor continuation of treatment. So, | think
there will continue to be a role for the federa
governnent to fund studies that will help us learn

nmor e about which patients need to be continued on
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medi cati on and whi ch can be di scontinued. Dr.
Rudorfer, did | say something offensive to you?

[ Laught er]

DR. RUDORFER: No! They wouldn't let ne
bring the checkbook today! | just want to anplify,
Wayne, that what we have | earned in recent years,
and ot hers have alluded to some of our big
effectiveness trials--CATIE and STAR-D and
STEP-BD--is not a matter that certain kinds of
research are necessarily better than others; it is
that some are better in answering different
questions. One of the ways | am fram ng our
di scussion here today is that the
regul atory-oriented efficacy trials are excellent
at the short-term questions that have been
addressed up to this point, and | am wondering
really if what we are saying is that once we get to
| onger termwhere real -world considerations cone in
such as, again, the heterogeneity of patients, the
co-nmorbidities that exist in the clinic in people
who tend to be screened out of efficacy trials,

peopl e who are treated in non-traditional settings,
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all the issues that tend to cone to the fore after
drugs are on the market or whether, in fact, the
continuation of the industry-sponsored efficacy
trials is sinply not the right vehicle for doing
them And, maybe we need a new public/private
partnership kind of paradigmto get at those

But, again, it seens to nme, at |east from
my point of view, that | would agree with the basic
premi se that the longer-termefficacy data are
necessary and are inportant | think to all of us.

I think the question sinply is what is the best way
to acconplish that. | have questions about whether
| onger-termefficacy trials under the auspi ces of
the FDA is the best way.

DR GOCDMAN:  We will have a few nore
comments and then | amgoing to call for a vote.

Dr. Tamm nga?

DR. TAMM NGA: Well, | would never speak
agai nst the NIMH having a bigger role in various
kinds of clinical studies. | think one thing that
the CATIE trial told us was that it really

confirnmed previous drug conpany pharnmaceuti cal
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trials because the outcone of the CATIE trial was
pretty simlar to what we all knew al ready from al
of the efficacy trials that were done by
phar maceuti cal conpani es.

I would hate to see pharnmaceutica
conpani es think that they didn't have any role in
defining the long-termapplication of their drugs
and that that would really be sw tched over
entirely NLMH. The NIWH woul d have a role in sone
ki nds of questions but the pharnmaceutical conpany
woul d still retain responsibility to continue on to
denonstrate to physicians who are using their drugs
what the proper way to use themis.

DR. GOCDMAN: | wasn't suggesting that we
woul d be dividing up the world of acute and | ong
term between industry and between NIMH. | didn't
mean that at all. In fact, | think there are some
exanples, VNS is one of them where there will be
pl aces for where the FDA woul d be approving a
medi cation or intervention for |ong-term nmanagenent
rat her than acute efficacy. Dr. Leon?

DR, LEON:. Could | go back to the issue of
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teeth, the FDA's teeth? An alternative strategy
m ght be on the |label to indicate that although you
are giving an indication for acute treatnent--in
one of your questions you say you don't nention
anyt hi ng about | onger-termtrials. You m ght
explicitly nmention, or could you explicitly nention
that |longer-termuse or rel apse prevention has not
been studi ed?

DR LAUGHREN. We do regularly.

DR GOCDMAN:  Dr. M Gough?

DR. MCGOUGH: | think the question of,
yes, we know how to put people on nedicine but we
don't really know how to take themoff is a very
good question. But just |ooking at depression, to
design a study, there are all sorts of other
factors--the age of the patient; how nmany past
depressions has that person had. Wuld withdrawal
after 6 nmonths really nake sense if soneone cycles
every 5 years? | nean, it seens to nme al nost that
there is no sense in doing a study unless it can
reasonably answer a scientific question, and | am

not sure you could define a study of one year or
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two years that would truly help in that way.

DR. GOCDMAN:  Unless there is any
objection, | will close general discussion and nove
to individual votes. | think |I would actually Iike
to start with a comment from one of our non-voting
menbers. Dr. Mehta, would you tell us your opinion
on this question?

DR. MEHTA: The last chairnman asked ne the
question even though | cannot vote, suppose | was
to vote, how would | vote and what the reasons are.
In this particular case | would vote no. | think
you can take solace in the sense that there are a
| ot of other areas of nedicine where you have data
only for acute treatnment. For exanple in angina
pectoris, all the studies done are in general about
8-12-week studies. Patients, of course, get the
drug for along, long time. Simlarly for
di abetes, arthritis, hypertension, and you can go
to disease after disease where clinical studies are
done for 3 nonths, 6 nonths, sometines one year
and, of course, inreal life the patient gets the

drug for along time. There is no evidence of
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|l ong-termefficacy for nost of these drugs.

DR. GOCDMAN:  Thank you. Dr. Rudorfer?

GOCDMAN:  You are voting no?

3 3 3

RUDORFER: Yes, | vote no. Again, |
think it is an inportant issue and | think what we
are hearing, at least in the case of mmjor
depression, is that there are data supporting

|l onger-termefficacy but | think in terns of new
drugs coming to market this is not the best
approach to get that information.

DR. GOCDVMAN:  Thank you. Dr. Leon?

DR. LEON. | also vote no, and | agree
with what Matt just said.

DR GOCDMAN:  Gail ?

M5. CRIFFITH | vote no.

DR. GOCDMAN:  Dr. Tanmmi nga?

DR TAMM NGA: Well, | vote no with a
little bit of a reservation, that there could be
sone kind of commitment with as nuch teeth as
possible for the long-termdata to actual ly becone

available. But | wouldn't necessarily see it as so
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very inmportant that that be there right at the tine
of the acute approval

DR GOCDMAN: | vote no. | don't see the
added value. | see nostly di sadvantages to addi ng
this policy requirenent in reducing incentives and
availability of new medications and sl owi ng down
the process. | certainly, along with my nei ghbor
from Texas here, make it clear that we do need nore
data on long-termefficacy not only in depression
but other disorders. | just don't think that this
is the right approach and | think it is going to
hurt consuners rather than help them | also think
that the kind of studies we are tal king about will
hel p confirm our notion of acute efficacy but won't
add that nmuch in terns of inportant clinica
deci sions about when is it safe to discontinue
treatment, and those require a different kind of
design and take a |l onger period of tinme, |arger
sanpl e sizes, etc., and | don't want to place that
hurdl e on the front end as |ong as we have the
safety data, and | think we are already acquiring
that. Dr. MGough?

DR. MCGOUGH: | vote no. | think the
| ong-term open-| abel safety data is essential. |

thi nk the biggest challenge is keeping people in
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those studies, not figuring out when to drop them

DR. GOCDMAN:  Dr. Wang?

DR WANG Yes, | would vote no. | don't
think we need a requirenment for a conplete study.
It may even lead to poor quality |long-term studies.
But | think we do need sonething | ess drastic that
preserves the sponsors' incentive to do rigorous
|l ong-term studies. You know, in order to gain a
conpetitive edge, ideally it would incentivize you
to do a long-termstudy to gain an indication or
separate yourself fromthe conpetitors. |
personal ly favor sonething |like agreeing on an
approvabl e design at the tine of approval and/or
actually initiating it at the tine of approval

DR GOCDMVAN:  Dr. W nokur?

DR WNOKUR: | vote no. | would also
enphasi ze the inmportance of nmore long-termdata. |
think there mght be creative research designs that

conpani es can use to gain an advantage in |abeling
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for indications as well as for maintenance support.
| reiterate that the safety issue is inportant. |
know we are getting nore safety data pre-nmarketing
but | think nore creative and systematic ways to
foll ow an experience when it is out in |arger
popul ations, less kind of restricted in terns of
other norbidities and drug use is a really crucia
i ssue.

DR. GOCDVMAN:  Thank you. Jean Bronstein?

MS5. BRONSTEIN. | also vote no. | just
want to highlight the inmportance of patient safety
and getting that data to the consumer as quickly
and as fully understood as possible.

DR. GOCDMAN:  Dani el Pine?

DR PINE: | vote no, and | think the only
thing that | would add in comunicating the nessage
to the public is to state that a lot of this
di scussion, and | think ultimately the vote, at
| east partially reflects the concern with how
important it is that we do everything we can to as
soon as possi ble address the need for really better

treatnents for nental illness and, at |east fromny
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own perspective, that speaks as strongly to the no
vote as anything el se that | have heard.

DR GOCDVAN:  Thank you. Del bert
Robi nson?

DR ROBINSON: | vote no for the reasons
that have been sort of enunerated. | think the
|l onger-termdata we all agree is very, very
crucial, but the really informative studies to get
that out are going to take a period of tine and
don't think that it is worthwhile for a drug that
has acute efficacy to be held up for that. | share
Dr. Wang's concern that if we made this as part of
the regulation we mght get a lot of long-term
studies that weren't done very well and wi th worse
quality.

DR GOCDMAN:  Thank you. Bruce Pol | ock?

DR POLLOCK: Yes, | also vote no, but I
al so wanted to underline sonething | said earlier
about safety of these nedications in elderly
pati ents because | have certainly seen in the
hi story of even largely benign class of drugs, the

SSRI's, that the kind of safety information
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concerni ng nedi cal probl ens, such as hyponatrenia
or risk of gastrointestinal bleeding or bleeding
after surgery--that these things cane out in a very
unsystenmatic and sporadic way and it woul d have
been better to have gotten that nore prospectively
or in a nore regulatory fashion

DR GOCDMAN:  Thank you, all. | want to
give Karen sonme tinme to tally the votes.

[ Laught er]

DR. TEMPLETON- SOMERS: | am worki ng on

DR GOCDMAN: It is unaninobus with 12 "no"
votes. Yes, Gail?

M5. CGRIFFITH  Dr. Goodwi n, | just wanted
to devote a second to thinking about how does this
get communi cated. | know we touched on how we
convey our sense to the public but, as we all saw
with the SSRI debate, not only was it
m scommuni cated to the public, but | think it had
some del eterious effects and there was a
preci pitous drop-off in prescriptions. | would

hate for this debate to be misinterpreted in any
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way. So, | amwondering is there a way to suggest
that yes, indeed, there is long-termefficacy and
al t hough we only have about 75 percent fulfill nment
fromthe sponsors it is better grounded then one
m ght think. M fear is that this will be yet
anot her run-away issue where it | ooks as though the
FDA was asking efficacy data and, you know, the
committee said no and the FDA is going to be put
upon to prove that, you know, you are once again
doing the public a service. So, how exactly does
this get construed through the FDA and out to the
public?

DR GOCDVAN:  Renenber too that we are
advi sory to the FDA.

MS. GRIFFITH: Right.

DR GOCDMAN: They are still free to make
a decision about their own policies. TonP

DR LAUGHREN. Well, the full transcript
of this nmeeting is publicly available so people can
see for thensel ves what thinking went into this.
There will also be a summary docunent on the

meeting that will be available. | think personally
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that it was a thoughtful discussion and
under stand how you arrived at your decision. |
don't think we will have any great difficulty

conmmuni cating this.

DR. GOODMAN: | amtrying to adhere to the

| ogi ¢ of your questions here. W voted no for

question one. W don't get to question two in the

way it is currently formed.

DR LAUGHREN. W changed it however.

DR. GOODVAN:  But we changed it. You took

away the qualifier.

DR. LAUGHREN: Right.

DR. GOODMAN:  So, let's go to question
nunber two. We took away the qualifier so it is

not contingent on the response to the first

question any longer. But given the outconme, is it

a reasonabl e expectation--well, | don't think it
makes sense to vote on this.
Let nme make sure | understand this. |

think really what you are asking is the second

parts: Are there situations that would arise where

you woul d grant approval for acute or |ong term but
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not both? Cbviously, a sponsor can elect to
present data. There is nothing stopping themfrom
presenting data for both acute and long termat the
time of original submission. So, | think that is
really the question, if they do, what are the
options for the FDA? | guess you want the input
fromthis coommttee. Wuld we entertain advising
you to independently address acute and |long-term
efficacy? Tom do you want to el aborate on that?

DR LAUCHREN: Yes, | don't know that it
is necessary to vote on this at this point. |
think it is fairly clear. |If we are not requiring
both acute and long-termefficacy at the tine of
initial approval, then obviously we can approve
only for acute use, and we already have approved
only for maintenance for |lamotrigine so | don't
know that it is necessary at this point to have
further discussion on that.

DR. GOCDMAN: | agree that we shoul dn't
take a vote, but any discussion? Dr. Wang?

DR WANG | think if there is a way to

hi ghl'i ght whether a long-term study has been done
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or not, and also the results of it, that is part of
unl eashing the conpetitive energies of industry.
don't know what the bounds are for labeling to
communi cate this, but that is one way to
incentivize the sponsors to do these studies, to
basi cal |y get an advant age.

DR LAUGHREN:. Yes, sonetimes it is
difficult to know what to do with a negative study.
If a study has not been done well or, for exanple,
what we have called failed studies--1 amtalKking
now about acute studies, if you have a 3-armtria
and you conpare a new drug with a standard drug and
pl acebo and neither drug beats placebo we consi der
that a failed trial that is uninterpretable. There
was probably sonmething wong with the conduct of
the trial, and we would not be inclined to describe
that in labeling. But if a study |ooked like a
reasonabl e trial, reasonably well conducted and
failed to show a | onger-term benefit and there was
no active standard in that trial, | think we
probably will describe that in labeling. | think
at this point in tine we probably will do that.

DR. GOODMAN: | would like for us to take
a 15-mnute break at this point. It will certainly

give ne tinme to collect ny thoughts about how to
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proceed. M inclination when we get back is that
we can either engage in discussion about design of
studies or we can refrane that first question in
terns of a different disorder and at |east have
some di scussi on about whet her our answer woul d be
any different if it wasn't nmjor depression. So,
let's take a 15-m nute break

[Brief recess]

DR, GOODVMAN: This is the | ast segnent of
today's committee neeting. | just want to see if
everybody on the comrittee is here, and they are
not. Let's wait a minute or so. W wll go ahead
anyway and we will let the | atecomers get caught up
by their neighbors.

| have a few ideas about how | think we
shoul d proceed. First of all, because we are not
paid by the hour I don't think that we need to go
to five o' clock as scheduled. So, if we end

earlier and we feel we have covered all the ground,
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that is fine fromny perspective unless there is
anybody who di sagrees, and | doubt there will be.

I think it is worth touching on the
guestion woul d our answer be any different if we
wer e tal king about sonething other than depression,
but I don't feel the need to take a vote or bel abor
that discussion. So, that is one thing | would
like to touch on.

Nunber 12 is sonething that intrigues ne.
It has to do with the extrapol ati on between adul t
or pediatric and | think we should at |east have
sonme di scussi on about that question

But before we do any of those, | thought
that it would be very hel pful for this committee to
make a statement and vote on it. | think it is
certainly true that the public can go to the web
site and read the transcripts about what every
i ndi vidual said and how they arrived at their vote.
It is not quite as effective, | don't think, as
witing a statement expressing what | think would
be our strong feeling that there is a need for

additional long-termefficacy studies in not only
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depressi on but other psychiatric disorders, and
some notion about how we woul d go about acquiring
that information, or at |east what bodies or
entities need to work together in order to achi eve
that end.

So, if we could take the next ten minutes
or 15 m nutes--maybe sonmebody is that good a
wordsmith that we could do it faster, but to help
draft a statement that we could all stand behi nd,
or at least nost of us can, and take a vote on it.
That would be the only other itemthat we would
vote on today. |Is everybody anenable to that?

Way don't we just start a discussion. In
part, this is addressing the question about how is
the public or howis the consunmer going to read
what we did. Here the FDA was going to raise the
bar to ensure long-termefficacy and we said no,
don't do that; you don't need to do that. Again,
we have all been very clear about the reasoning and
the bal ances that went into that decision, but I
would Iike to be able to express succinctly what we

see as the future direction and recomrendati on
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Carol ?

DR. TAMM NGA: Well, one of the reasons
why that was at the basis of ny vote--ny vote was
no in the context of the present drugs that we have
avai | abl e because we have extensive experience with
SSRI's, antidepressants, with our current nood
stabilizers, some of our current antipsychotic
drugs. But as soon as we would get really nove
conpounds in an area, | think that we should add
that we woul d advocate for both long-termas well
as acute studies for those conmpounds with novel
mechani sms of action.

DR. GOODMAN:  So, you would place the
enphasi s on novel compounds. | was thinking of
speaking in broader terns, and perhaps as we craft
that we could say especially for novel conpounds.

O her coment s?

DR POLLOCK: Could we say that we
recogni ze the need for greater information to guide
clinicians for the treatment of individual patients
as to the risk and benefit of their continuing on
medi cati on?

DR. GOODMAN: Could you restate that?

DR POLLOCK: We recogni ze the need for

greater information to guide clinicians with regard
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to the need for individual patients to be
mai ntai ned on their treatnent for which they have
had an initial response.

DR GOCDMAN: That is a terrific start and
we will start fromthere as the draft, as the first
sentence. The second question | think should point
to the future direction about how to acconpli sh
t hat .

DR MCGOUGH: And | woul d expand that a
little bit nore to Dr. Rudorfer's point earlier.
Real Iy, you know, | think what we are talking about
is long-termeffectiveness studies where we haven't
so carefully screened people for honbgeneity where
we are dealing with co-norbidities, dealing with
i ssues of patient conpliance and the long-term
tolerability. That it really needs to be done to
i nform practice.

DR GOCDMAN:  Dr. W nokur?

DR. WNOKUR: | have processed a | ot of
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the discussion as really taking into account the
argunents that we really need nore effective
treatnments. | think that was especially
encapsul ated in Dr. Sachs' presentation. W also
talked it in terns of sone of the work in
depression. So, | think it was a choice to really
prioritize encouragenent of new treatnent options,
even if initially, for acute treatnment. There was
al so a strong enphasis on the inportance of
following that up with nore long-termefficacy, but
it was a decision weighing the option to really
prioritize encouragi ng devel opnent of new and nore
ef fective treatments.

DR. GOCDMAN: Let ne try to read back to
you what we have so far: The advisory committee
recogni zes the need for additional information to
guide clinicians with regard to--

DR POLLOCK: Let ne change that to
"informclinical practice."

DR. GOCDMAN: |Is there a second person
that could put this on the screen? That really

works a | ot better as a group process. |Is there
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sonmebody who could put that up? You need to see
it; hearing it doesn't work. In the nmeantinme, sone
of you can work on the next sentence about how to
acconplish this end. W are counting on you, Dr.
Wang.

DR. WANG | amnot good at wordsmithing
but maybe an intent to support the FDA' s initial
efforts in this regard, not to reject that intent
and that goal, and then offer sonething
prescriptive. So, in addition to supporting the
intent, encouraging the FDA to nodify or adapt
their current drug approval process to encourage
this obtaining sort of clinically relevant--

DR. POLLOCK: Then we go back to the
question we voted on.

DR WANG But it sounds |ike no one was
happy with the nechani sm proposed but everyone has
concurred that getting this data, this long-term
data to informclinical decision-nmaking sooner
woul d be a good thing. So, in terns of Dr.
Goodman' s suggestion for what do you tell the

public, you know, right nowit is pretty negative.
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We just say no. Sonething prescriptive that
conveys that everyone thinks it is a good idea to
try to expedite this data--what nechani sns do we
have? The FDA has, as we are hearing, limted
tools in its box, but anmong those tools what night
be useful ?

DR. GOODMAN:  So, perhaps we can start by
saying we comrend the FDA for its attenpt to
acquire--

MS. CGRIFFI TH: How about recognizing the
need to acquire? W conmend the FDA for
recogni zi ng the need to acquire?

DR GOCDMAN:  Additional information on
|l ong-term efficacy.

DR PINE: O, we encourage the FDA to
continue their efforts, sonmething like that. W
are supporting them |l ooking for a mechani sm

DR POLLOCK: Particularly with regard to
drug safety.

M5. CRIFFITH  To what ?

DR PINE: W encourage FDA to continue
their efforts to--what did you say, Bruce?

DR. POLLOCK: Particularly with regard to
drug safety. You said "gather infornmation

DR. PINE: Gather information--
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DR GOCDMAN:  No. Let's not commend the
FDA.

[ Laught er]

If we start doing that we | ose al
credibility so let's | eave them out of this!

MS. GRIFFITH  How about the committee
recogni zes the need- -

DR. GOODMAN:  Yes. Yes, | think so.
Let's keep it in our own voice. How are we doing,
Carol ?

DR. LEON: Well, further work is needed.
We haven't gotten to the point of what is the
design that would hel p us gather the additiona

information that the first sentence says we need.

So, further work--1 amnot dictating this sentence
at all; | amdiscussing this, that further work is
needed. What design will get us that information?

Maybe in some other forumwe need to discuss--

DR. GOODMAN:  The second part is about how
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to acquire the additional information, howto
mobilize or marshal. Dr. Gller, it seens that you
m ght have an idea? W all know what we want to
say. W want to get it just right.

DR GLLER | would just like to really
make the point that, as you saw this norning,

i ndustry really supports the inportance of

|l ong-termdata. As sonmebody who has spent years in
academ a and years in clinical practice, | am
speaking not only for nyself and for Pfizer but for
the thousands of other people who are devel opi ng
drugs because we think they are inportant. Look
back on the slides. W think long-termdata is

i mportant, period.

So, | would say this conmttee supports
the need for and the inportance of |ong-termdata
to better informpatients and clinicians about the
use of nedication after acute treatnment and going
into long-termtreatnent. How can we do it better?
I think we could use expert consensus workgroups
| ooki ng at what types of clinical trials will best
deliver that information.

We were hearing that we have to do
sonet hing to kind of beat industry over the head.

Well, there is an incentive. The systemis already
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there and it works. |If you have long-term
information in your |abel, then you can talk to
physi cians and patients. |If you don't, you can't.
So, it is a conpetitive advantage; it is a clinica
advant age.

The problemis we have been hearing that,
well, sonetinmes this information doesn't get there
for two to four years. Well, that could be speeded
up, and part of the way it could be speeded up is
to have sone expert consensus panels work to see
how fast we can get it done.

DR GOCDMAN: Let's talk a bit nore about
what our reconmmendation is for a forward thinking
plan to mobilize resources. Are we asking the N WH
and industry and other groups to partner in this
process? Comments on that?

DR. PINE: If we are not talking about
what FDA should do | don't think that we should be
tal ki ng about what NI WMH shoul d be doi ng.

DR. LEON: Does the FDA organi ze sponsor
wor kshops to discuss sonmething like this?

DR LAUCHREN: W have had wor kshops in
the past. Actually, we have had some joint
wor kshops, very useful workshops, with NI MH and

think that would be a useful way to pursue this.
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mean, part of the advice that we have gotten today
is that we need to look at this issue in different
i ndi cations because the issues are so different.
Just as an example, with schizophrenia the notion
of considering non-inferiority trials is a very
interesting one. It takes a separate group of
peopl e who are expert in that topic to discuss
that. So, | think that is probably the way that we
will pursue this, dividing it up into separate
i ndi cation areas and pursuing neans to get sone
ki nd of a discussion of that, assenbling
appropriate experts. Exactly how we do that is
sonmething we will have to work out. WMaybe Matt and
I can probably tal k about that.

DR TAMM NGA: Who is responsible to
informclinical practice?

DR. GOCDMAN:  Some of the journalists in
the audi ence may be able to do a better job. This
is not pretty but | think it is probably sonething
we coul d stand behi nd.

DR. TAMM NGA: Are we going to say who we
think should informclinical practice?

DR. GOCDMAN: M crophone, please

DR LEON. For enpirical support.

DR. GOODMAN: | think it is satisfactory
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the way it is. Last chance?

DR. WANG We encourage ways to further
research because everyone agrees, you know, nore
research is good in this area. | think there have
to be sone concrete mechanisnms for the FDA to
pronote this. It sounds |ike possible regulatory
actions or mechanisns aren't ideal, but sonething.

DR. LAUGHREN: What | understood the
advice to be is that we should assenbl e the experts
that we need to inprove the methods of obtaining
data in the different areas that we have tal ked
about, again, you know, thinking in terns of

specific indications and how t he approaches m ght
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di ffer depending on the different indications.
That means gat hering together experts in the
different areas. That is sonmething that we can do.

DR POLLOCK: | am not sure what the need
of enpirical support--the need for inproved
met hodol ogies to inform or inproved net hodol ogi es
and nechani sns of support that might inform-I am
just not sure | like "need of enpirical support."”
Data, great need for data and inproved nethodol ogy.

DR. GOCDVAN:  How would it be if we say
research efforts by industry, NIH and ot her
governnent agencies to further research in this
important area? |s that acceptable to sone of the
i ndustry representatives? |I|s that good enough?

Let's start fromthe other side. W are

voting on whether to accept this statement by our

conmittee.

DR POLLCCK:  Yes.
DR ROBI NSON:  Yes.
DR PINE: Yes.

MS. BRONSTEI N Yes.
DR WNOKUR:  Yes.
DR. WANG  Yes.

DR MCGOUGH:  Yes.
DR. GOCDVAN:  Yes.
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DR. TAMM NGA:  Yes.

M5. GRIFFITH  Yes.

DR LEON:  Yes.

DR. RUDORFER: While enpirical is one of
my favorite words, | do fear that many people in
the public will not understand what that neans.

MS. GRIFFITH  How about "the need for
evi dence?" "The need for evidence to support"...?

DR POLLCCK:  Yes.

DR GOCDMAN: | like that.

DR. TAMM NGA: Shouldn't we specify this
i mportant area? Shouldn't we say sonething

concrete? Long-termefficacy?

DR. GOODMAN:  Just long-termtreatnent is

probably okay. Do we need to recast votes? |

don't think so. Dr. Rudorfer, are you now prepared

to vote?

DR RUDORFER: Alnpst! Did we want to use

the word safety in here anywhere? Long-term
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treatnent efficacy and safety?

M5. GRIFFITH: Could | suggest that that
m ght open a can of worns. | hope not.

DR. GOODMAN:  We weren't tal king about
t hat .

DR. TAMM NGA: We are already assured that
t hat happens.

DR. RUDORFER:  Ckay. Final question, at
the risk of over-reaching and I am just thinking
for nyself here, "we encourage efforts"...do we
want to use a word like "collaborative efforts?”

DR GOCDVMAN: | love it. Good work.

DR RUDORFER:  Yes.

DR. GOCDMAN:  He had to get in the |ast
word, so to speak! That is our last vote for
today. Special thanks to Dr. Tanminga. Karen is
computing the results here, but it looks like it is
unani nous in favor, 12-0. W are going to save it
now because we don't want to go through that
pai nful process again.

Some di scussi on about whether our vote

woul d be any different on the first question if it
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wer e anot her psychotic disorder besi des depression

Anot her way of asking is, is there a vote of "no
about a requirenment for both |long-termand acute
efficacy data to be presented at the tinme of new
drug application apply to all psychiatric drugs?
Again, we are not going to take a vote on this.

Any reason to consider any of the other conditions
differently? Carol?

DR TAMM NGA: Well, it seens like a big
generalization and a big leap. | think that
certainly my thought would be that in the context
of our discussion today and in the context of our
current active drugs, it night be safe to nmake a
limted statement |ike that but not to extend it
much beyond our present treatnent arnmanentarium or
our present mmjor psychiatric diagnoses.

DR. GOCDMAN:  Dr. M:Gough?

DR MCGOUGH: | think if we had voted yes
on the question, then the discussion woul d be one
size doesn't fit all and different natural courses
of different illnesses really require different

types of considerations. But since we rejected
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this in the case of depression, | think it is even
nmore so that this needs to be considered on an
i ndi vidual basis, and | can't think of any other
di sorder when | would insist on |long-termefficacy
data prior to giving an acute approval.

DR GOCDVMAN:  Dr. Pine, you are nodding
your head?

DR. PINE: | would just agree with what
Jimsaid, everything he said even in children.
woul d agree that | think it would be a nistake to
apply the question one statement in any disorder
that | can think of, really for a lot of the sane
reasons that we discussed with adults. | would be
very concerned about limting the inplenentation of

trials or getting new nmedi cations avail abl e.

DR. GOODMAN:  Any industry representatives

disagree with that? Dr. Gller, cone forward
pl ease.

DR G LLER | amnot going to disagree
because | think it certainly make sense. | did
want to comment though on the concern about new

mechani sms of action, which | think is sonething
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that is related to potential restrictions. | think
that for sone particul ar new nechani sns of action
there may arise certain concerns about efficacy, as
there are about safety, but in general | would
suggest that, as Dr. Sachs has said, what gets you
wel | keeps you well, and we know that through the
anti depressants with a couple of nechani sns of
action--the benzodi azepi nes, the SSRIs which are a
bit nore selective; in schizophrenia D2, and now
D25h, D2a; in bipolar disorder |ithiumand
anticonvul sants. So, there are a | ot of nechanisns
of action that were at one tine new MOAs.

Hopeful ly, one of the things we will be
doing is bringing forward new conpounds with new
mechani snms of action and if the hurdle, as we have
heard, is even higher for new nmechani sns of action
it is even less likely that those are going to cone
forward. Again, we re not just tal king about a
del ay; we may be tal king about people just not
investing in themat all. So, | would suggest that
a new nechani smof action in and of itself is not a

reason to say you need long-termefficacy at the
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same tinme you need acute.

DR. GOODMAN: | woul dn't represent our
di scussions of this issue as conprehensive or
definitive, but | think I want to get a sense from
the committee if any exceptions leap to m nd where
we woul d have answered differently in other
disorders. | think at first blush the answer is,
no, we can't think of any.

There is a series of questions that
concern net hodol ogy of design, questions about need
for stabilization period and the | ength of that
period. Although they are all inportant questions,
I think at this stage, given our answer to the nmain
question, there is no need for this conmttee to
bel abor over them There are plenty of other
di sorder specific experts that could be assenbl ed
that could hel p informwhat woul d be the best
research design to answer questions. |Is there
agreenent that we don't need to discuss them
unl ess, Tom there was sonething that you
specifically needed us to address?

DR. LAUGHREN: No, | think if we are
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moving in the direction of specific groups to dea
with specific disorders, that would be the better
place to deal with all the issues of design. | am
fine with that.

DR. GOODMAN: | would actually like to
nmove to question nunmber 12. We will get it up on
the screen. | will read it to you in the meantine:
If there are data supporting a |longer-termclaim
for adults for a drug for a chronic psychiatric
indication, is there a need to obtain |onger-term
data for a pediatric indication for this sane
di sorder, or would it be sufficient to obtain acute
data for the pediatric popul ation and extrapol ate
fromadult data for the |onger-termclain?

I know, Dr. MGough, you wanted to express
an opi nion on this.

DR MCGOUGH | think, while well
intended, as | perceive this question the attitude
behind it really reflects a bias that has hurt the
treatment of kids. There have been attenpts to get
conpanies to do studies in children, although many

drugs still cone on the market wi thout show ng
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efficacy in children. |If a drug is released, it
will be prescribed for kids. There is not any
question about that.

But the problemas | see it--there are
really two. The first is on the claimof efficacy.
Just because a child shares the sane nosol ogy as an
adult, it doesn't nean at all that it is the sane
disorder. We may call kids mmjor depression, but
per haps one reason why SSRIs have done so poorly in
depressed kids is that they are really a different
set of kids.

I would argue that in disorders |ike
psychosis, mania--1 nean, there is no guaranty at
all that when we use that label it is the same
thing at all. So, even though you may have a
short-termresponse, it doesn't at all informthe
| ong-termresponse and, in fact, many kids, say,
wi th psychosis do rmuch nore poorly over the |ong
haul with the sane medicines that would be fine for
someone who becones schi zophrenic at age 18 or 19

But probably the nore inportant issue is

the safety issue. | think earlier in the day we
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hi ghl'i ghted the need for safety data out of
long-termstudies. A nine year-old brain is not
the sane as a 29 year-old brain. So, there are
i ssues of pharmacokinetics; there are issues of
devel opment al neurology that really cone to bear.
And, | think without good long-termsafety data in
ki ds those practitioners are really left in the
| urch.

DR GOCDMAN:  Wien | first read this
question | was thinking along simlar lines as you
just expressed about the limtations of draw ng
concl usi ons fromeven acute trials in adults to
acute trials in pediatric patients. But the
question is very specific in that it is saying once
you have obtained the longer-termdata in adults,
do you have the sanme problemin extrapolating to
|l onger-termdata in children and adol escents?

DR MCGOUGH: Again, when we say long-term
data | think we nmean |long-termefficacy data and
safety data, and | don't think there is any way you
can extrapol ate safety data fromadults into kids
or perhaps into geriatric patients.

DR. GOCDMAN: Let ne ask Dr. Pine to
commrent .

DR PINE: | guess | would just echo sone
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of the things that Jimsaid. | think that | can't
think of a single instance where there has been an
adult agent where one can easily and safely
extrapol ate and feel totally confortable either
with respect to efficacy or with respect to safety.
I got the sense, just fromtalking with Tom and
listening to sone of the rationale for this neeting
right here, that there is a desire to think of
ot her ways to encourage the gathering of nore data
in kids in general, and specifically long-term
data. | would say that whatever regul ation you can
have to insist that adult data not stand for child
data, both with respect to safety and efficacy.

I guess the one other specific exanple
woul d point out that we haven't tal ked about that
ki nd of spells out sonme of the issues that Jimwas
raising is the whole issue of growh. So, it is
reasonably clear that there is reason to be

concerned about the effects of stinmulants on
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growt h, nunber one, and now it | ooks |ike rmaybe
there is sone reason to worry about the effects of
SSRI's on grow h. You know, if we can see in the
overall visible stature of a child a differentia
effect of an agent, we should be even nore
concerned about trying to discover the nechani sns
t hrough which the agents are working in the brain,
both in a beneficial way and in a bad way. It
really requires a weighing of risk and benefit in
studi es directly anong ki ds.

DR. GOCDMAN:  Tom do you want to respond?

DR LAUGHREN: Let nme just clarify this
question. First of all, the topic for today was
|l ong-termefficacy, not safety. So, this question
is focused specifically on efficacy, not safety.
We clearly agree that there is a need for
compl etely separate and much nore specific and
detailed safety information, including |long-term
safety information, in kids.

The basis for this question is the
following: In a typical situation we have acute

data for a disorder in adults; we have long-term
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efficacy data in adults. |f a conpany does an
acute efficacy trial and obtains acute efficacy
data in kids, the question is--for efficacy
only--can you extrapol ate the long-term adult data,
efficacy data, to kids, or does the conpany need to
do a separate long-termstudy in kids?

Here is why this question is inmportant to
compani es, this beconmes the substance of a witten
request to gain additional exclusivity. | nean,
this is a question for you to give us advice on but
basically if you advise us that we do need
additional --if you have those three | egs of that
four-legged chair, if you are telling us that you
need to have additional long-termefficacy data in
kids we will incorporate that into a witten
request. But that nmeans doing not only acute
studies in kids, efficacy studies, but also
|l ong-termefficacy studies in kids.

DR PINE: Let nme clarify ny position.
woul d agree with what | said about the adult
studies, that it should not be a requirenent that a

|l ong-term efficacy study be done for an agent to
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have an indication for acute efficacy in kids. But
by the sanme token, | would not recomend that just
because the acute data are clear in adults, the
acute data are clear in kids and the chronic
ef ficacy data that occur in adults--1 would not
recomrend granting an indication that, you know,
the long-termuse is indicated in kids.

DR. LAUGHREN: And a conpany woul d not get
a specific indication. You can't describe a trial
that has not been done. But the question is, in
terns of issuing a witten request, would it be
necessary for FDA to ask if a conmpany wants to do
pedi atric studies and gain additional exclusivity,
do they need to do both short-term and | ong-term
efficacy trials in kids to get that additiona
exclusivity?

DR. PINE: | guess that is nore of a
nuance point. | think, you know, we would al nost
want to have a whol e other independent discussion
along the lines of this norning. | mean, clearly,
that as a policy would have advantages, on the one

hand, because it woul d encourage those kind of
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studies. On the other hand, you know, | would
worry about is it a disincentive for conducting
even the acute efficacy trials in the kids.

DR LAUGHREN:. It nay well be.

DR, MCGOUGH: If we are not going to
require acute and long-termstudies in adults, on
that logic it doesn't nmake sense to require it in
kids. But | think, you know, in nmania and
psychosis for sure the long-termresponse of these
drugs is not the sane in kids. So, | would just
like to make it clear by saying that | don't think
extrapolating is fair. Probably asking for those
studies wouldn't be fair either given what we
decided with the adult world.

DR LAUGHREN: It is a different setting
entirely. Again, we are not tal king about granting
a long-termefficacy claimin children based on
extrapolation fromadult data. Wat we are talking
about is essentially whether or not you think we
need the data for clinicians to appropriately use
that drug in children. 1f you have acute data in

adults, long-termdata in adults, and you consi der
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the disorder--really, in fairness, it is disorder
specific. Suppose you are tal king about

obsessi ve-conpul si ve di sorder, you have acute data
in adults, long-termdata in adults for

ef ficacy--again, safety is entirely separate--acute
data in kids, do you need to do a separate
long-termefficacy trial in kids for a clinician to
appropriately use that drug for OCD in kids?

DR PINE: Let ne say this, let's say we
are tal king about the specific issue of the witten
request and the 6-nonth patent exclusivity
application, because it sounds like that is really
the basis of your question. Right or no?

DR LAUCHREN:. That is one of the results
of having a policy but, again, the question is
basically a question of what does the clinician
need for practice. You should answer that question
first. If you think that that is an inportant
need, to have separate data for a clinician to use
a drug in kids with OCD, then the other
inplications really shouldn't matter | suppose.

DR. PINE: Well, | think they do, | think
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the other things do matter. For exanple, | think
very clearly, as a clinician, we want to have both
acute efficacy data and long-termdata in kids,
very clearly on the one hand. On the other hand,
and we have that case right nowwith SSRI s, just
because we only have acute efficacy data does not
mean that we can't use nedicines acutely. W are
going to. | think that, you know, acute data are
better than no data at all. Moreover, let's say we
have the situation that a wonderful nedication was
di scovered for OCD and it was used to treat adults
with OCD and it worked better than anything el se
that we had, and a conpany was deliberating was it
worth launching a trial in kids so that the
medi cation could be tried in kids, | would worry
that if the requirenent was that both the acute
study and the long-term study had to be done for
any study to be launched at all--1 would be very
upset as a clinician that that was a disincentive
to not get the acute study done, on the one hand.
On the other hand, if you could tell ne that that

isn't going to happen, that you were going to do it

file:///Z|/Storage/1025PSYC.TXT (322 of 326) [11/8/2005 1:23:01 PM]



file:/l/Z|/Storage/1025PSY C.TXT

323
in such a way that whenever we have a great
medi cati on come down the road we are going to get
both acute efficacy and long-termdata in kids and,
would | rather just have the acute data or both, of
course, | would rather have the acute and the
long-termdata. So, if is an either/or | want them
both. If it is one of the other, then |I do not
want to sacrifice the acute data for the sake of
the long-termdata. | don't knowif | am answering
your question.

DR LAUCHREN:. Yes, it turns out to be a
much nore conplicated question than | had
envi si oned, and maybe it is one that is better
addressed, again, by specific experts in each area.

DR GOCDVAN:  Coul d you state your nane
for the record?

DR. YEUNG Yes, Paul Yeung, from Weth
Research. As a child psychiatrist and as a parent,
I would like to conmend the FDA and this conmittee
for discussing pediatrics, and | would like to
point out that the issues tied to question 12 are

simlar to question 1 in that a "yes" could
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actually have a significant effect on pediatric
drug devel opnent. So, you know, there has been
good di scussion about the variability of these
di sorders in adults but the sane obviously hol ds
true for children, that there is a great difference
bet ween sonme of the common outpatient disorders,

i ke ADHD or anxiety di sorders, versus sone of the
other than can be nore severe, |ike schizophrenia,
and nore rare in pediatric patients.

So, if a blanket policy were inplenmented
requiring long-termdata in pediatrics it actually
m ght invalidate some of the power that the FDA has
been given through the FDA Modernization Act. You
know, the FDA has been able to effectively
encourage conpani es to undertake nore clinica
studies in pediatrics with the power to nanage the
incentives. But if it turns out that some of these
progranms are inpossible to do--1 will use as an
exanpl e schi zophrenia, so schizophrenia is
exceedingly rare in children. If it occurs in
1/ 10, 000 children under the age of 12 and even in

adol escents, it is not often diagnosed because you

file:///Z|/Storage/1025PSYC.TXT (324 of 326) [11/8/2005 1:23:01 PM]



file:/l/Z|/Storage/1025PSY C.TXT

325
don't know if a psychotic child who is presenting
wi || devel op schi zophrenia, or bipolar disorder, or
sonet hing altogether different. So, it may not be
possible to do short-term let alone long-term
studies, in sone disorders so these do have to be
handl ed on an indication by indication basis. So,
we do agree that there does need to be nore
|l ong-term studi es, safety and efficacy studies, in
children but this has to vary according to the
i ndi cati on.

DR. GOCDMAN:  Thank you. Tom is there
anything el se that you need this conmttee to
address today?

DR. LAUGHREN: No, actually this
di scussi on has been very hel pful to us and | think
we have a lot of things to take home with us and
think about. | think we al so have sone ideas about
how we mi ght continue our efforts to devel op better
approaches for getting long-termefficacy data.

So, | thank the committee.

DR. GOCDVMAN: | do want to commend you,
although | don't want it to be on the record!

[ Laught er]

I want to thank all the other presenters

and ny fellow conmittee nenbers for | think a very
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t hought ful and productive day. W start tonorrow,
a different topic, same room at 8:00 a.m | |ook
forward to seeing you then.

[ Wher eupon, at 4:10 p.m, the proceedings
were recessed until 8:00 a.m, Wdnesday, Cctober

26, 2005.]
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