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Nonet hel ess, nany patients cannot take
nal trexone. Sone devel op intol erable
gastrointestinal side effects that prevent its use
Met hadone- mai nt ai ned patients and chronic-pain
patients on |long-termopioid therapy with
co-occurring al coholi smcannot take naltrexone.
Finally, despite dosages of 100 to 200 milligrans
daily, sone patients continue to experience both
craving and rel apse.

I have carefully reviewed the European and
North Anerican literature on acanprosate. There is
ext ensi ve docunentation of its superiority to
pl acebo in pronoting enhanced abstinence and early
recovery. Acanprosate has an excellent safety
profile and there is sonme suggestion it may have a
neuroprotective effect. Studi es have shown
acanprosate and nal trexone, taken together, have an
additive effect in pronoting abstinence.

I urge the panel to consider the mllions
of lives that will benefit fromthe addition of
such an effective new treatnent for such a
devastating di sease and approve acanprosate.

Thank you.

DR. OREN: Thank you

Any ot her general comment fromthe public?
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Charge to the Committee

DR OREN: | will now call upon Dr.
Cynthia McCormick to deliver the charge to the
comittee.

DR. McCORM CK:  Thank you, Dr. Oren. This
mor ni ng, you have heard from Li pha and fromthe FDA
on the four clinical trials in question. | would
like to remnd you that this advisory comittee
meeting today will not be one in which a fina
approval recomendation is being requested.

Recal | that there are other aspects of the
drug- approval decision which are not being brought
for discussion today. The drug safety, as
mentioned earlier, is still under evaluation and is
expected to be conpleted by the end of this nonth.
Both clinical inspections and inspections of the
manuf acturing sites have al so not been done yet.

In fact, one of our inspectors is here today and
will be leaving for France this afternoon to begin
hi s inspection of sone of the European sites.

So these will both have to be weighed into
the decision for approval and in the timng of
approval, potentially.

We are asking you to assist the FDA in

assessing the weight of the evidence provided in
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support of the efficacy of this product. A nunber
of exploratory anal yses have been perforned in an
effort to understand or explain the discrepant U S
results both by the FDA and by Lipha. You should
regard these anal yses not as definitive but as
hypot hesi s- generati ng.

The FDA, in the end, does not accept the
results as positive nor feel that they should be
wei ghed in the decision for approval nor does the
FDA have an explanation for the failure of the
trial. So where does that |eave us? It |eaves
wi th questions about whether the popul ations are so
different that the European results may not apply,
about whether the differences in nethodol ogy al one
account for the successes of the European studies
and, therefore, whether the effect was real

The effectiveness standards for approva
of a new nolecular entity include at |east two
adequate and well-controlled studies that
denmonstrate a significant effect on the outcones
that have been determined to denonstrate a
clinically neaningful result regardl ess of the
trial's origins, European or U S., of course with
the caveat, as | mentioned earlier today, that the

sites are those that can be inspected. So the fact
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that the bul k of the experience, the efficacy
experience, is European is not a problemfor the
FDA.

The standards require a certain | evel of
quality such as the existence of a prospective plan
to assure data quality, availability of source
docunents that can be used to verify the quality of
the data and the accuracy of the data and conduct
of the study follow ng the standards of good
clinical practice. As is the agency's practi ce,
there will be inspections, as | nentioned, to
eval uate the veracity of the data.

As alluded to earlier, there is the
gquestion of the credibility of the approach of
usi ng highly inmputed data in the European studies.
Thi s should be carefully consi dered when assessing
the value of these studies. W wll ask you to
reflect on all that you have heard, consider the
totality of evidence giving consideration and
wei ght to such factors of quality of data, strength
of the effect size and, nost inportantly, whether
the results that are positive are credible.

At the end of the day, the FDA nust have
confidence that its decision will be based on

i nformati on that cannot be questi oned.
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So, in returning to the neeting, we ask
you to deliberate on the follow ng questions, and
will read themto you. Gven the conflicting
results between the European studies and the
American study, is there sufficient evidence of the
ef ficacy of acamprosate in the treatment of
al coholismto warrant approval? 1In this, consider
not only the quantity but also the quality of the
evi dence provided in support of the effectiveness
claim

How can the discrepant results be
reconciled or do they need to be? Finally, do the
data support any concl usi ons regardi ng subgroups of
patients nore likely to benefit from acanprosate?
Pl ease di scuss that.

Thank you very nuch.

Conti nuation of Discussion

DR. OREN: Before the conmmittee begins its
open di scussion, | have a few questions that I
wanted to ask of the sponsor to help elimnate sone
of our discussions. Could you, perhaps, clarify
what was your NDA strategy for this drug?

DR GOCDVMAN:  As | nentioned earlier this
mor ni ng, our NDA strategy was always planning to

use the European dossier as a substantial part of
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our database. W always intended to use at |east
two of the European studies as fulfilling the
requirenents that Dr. MCorm ck has just nentioned,
adequate and well-controlled, and, in addition, we
felt it incunmbent upon us to also preforma study
inthe United States to confirmboth the efficacy
as well as get further information on safety in a
br oader popul ati on.

When the U S. study results for the ITT
popul ation did not show a difference between
treatnment and pl acebo, our strategy was redefined
in terms of the anount of European data that we
were going to use in that we decided to add an
additional study to what we considered to be our
pi vot al study.

The remai ning studies that were subnitted
as "supportive" studies, it did not nmean that, in
our opinion, any of these studies could not also
have been pivotal fromthe point of view of their
desi gn bei ng adequate and well-controlled, having
case-report forms, electronic databases, and so on,
but it was nore a question--in sone instances, the
study centers were not avail abl e anynore or the
practitioners who were there weren't avail abl e.

So the three studies that we
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identified--and we identified those fromthe very
begi nning, the PRAMA and Paille study, and we added
the Bel gi an-French study, the Pelc Il study. These
were always going to be--or at least the first two
were al ways going to be part of our pivota
dat abase

We did not submit, in the NDA, the U S
study as a pivotal study and we really think it is
m sconstruing to say that we thought this was a
pivotal study. W didn't. W feel as interested
as the commttee and the FDA in understandi ng why
the results weren't the sane as the European
studies for the ITT popul ation, but we think we
have done a good job in ternms of trying to get an
interpretation on a subgroup that could really
benefit fromthe drug.

DR. OREN. G ven that the European studies
are a key to our discussion of efficacy, could you
also clarify further or tell us nore about the data
structure in those studies and the capacity of
those specific studies to provide valid endpoints
for us.

DR GOCDMAN: If I could, | would like to
ask Dr. Cook to address that point with Dr. Mason's

hel p, perhaps.
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DR. G COCOK: The European studies had
assessnents at specific tine intervals. MW
understanding is that those assessments woul d be
considered sufficient to identify departures from
abstinence, that, if a patient had a departure from
abstinence, it would be likely to be a mgjor
departure and, through the various reporting
mechani sms, one woul d have been able to have
captured such a departure

Now, that sinply neans that when you focus
on an abstinence-oriented endpoint, things are
fairly straightforward, whether it is conplete
abstinence throughout the time period in the study
or time to first departure from absti nence or even
the nunber of assessnments in which abstinence was
report ed.

Certainly, the FDA has correctly
identified some difficulty in a cal cul ation of
nunber of days with abstinence because that
i nvol ves sonme assunption about the tinme interva
bet ween the assessnments. | think the spirit of the
sponsor's categorization of all days subsequent to
an assessnent of nonabstinence as drinki ng days was
simply based on the principle that if a patient had

a departure from abstinence, they would be
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considered a drinker until the data structure
proved that they were no |onger a drinker

Agai n, that was probably based on the
phil osophy that a departure from abstinence is not
sonet hing that just occurs for a few hours or a day
or two but that it actually is a total return to
the al coholismfor which they originally were being
cared for.

Whet her that assumption is right or wong,
I can't really comment on. | was just trying to
give some clarification as to why the sponsor
potentially when they devel oped this strategy--why
they basically called all days after a nonabstinent
day a drinking day followi ng essentially a
| ast - observation-carried-forward principle.
Per haps ny col | eagues here can coment on it
further. But, regardl ess of how you choose to dea
with that intervening interval, | believe that
abstinence was accurately characterized by the data
structure because, again, | think nmy coll eagues can
reinforce the point that if a patient had a
nonabsti nent episode, that data structure was
probably adequate to capture it.

So |l would like Dr. Mann and Dr. Mason,

perhaps, to comment on these points further
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1 DR. MASON: In terns of the inportance of

2 a slip or a drinking episode, as | had nentioned
3 earlier, one of the diagnostic criteria for al coho
4 dependence is going on to--when the person with

5 this disorder, one of the ways they are

6 characterized is by their going on to drink ruch
7 nore than they originally intended.

8 They nmay go to the weddi ng reception

9 pl anni ng on having just one drink and wake up a
10 case of beer later. That is one of the hallnarks
11 of the disease. Al of the intervals that were
12 used as assessnment intervals in the European tria
13 were of sufficient duration as denonstrated by

14 Sobel | and others worki ng as net hodol ogi sts in the
15 area of al cohol dependence. They were of

16 sufficient duration to capture these inportant

17  episodes of abstinence and nonabsti nence and | ong
18 enough to capture episodes of infrequent drinkers.
19 If you have a very quick rating period,
20 is possible that you would miss a drinker because
21 the drinking just hadn't occurred in a narrow

22 interval. You do need an interval of sufficient
23 time to capture the infrequent drinkers who have
24 more of the binge-type pattern

25 A final point that | would Iike to nmake
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1 about the duration of the intervals that the

2 Eur opean data collection used and the nethod in

3 whi ch the drinking data were collected in Europe is
4 how closely it follows U S. clinical practice. |

5 believe that, given how the nethods and the

6 intervals follow clinical practice, and the

7 benefits shown with acanprosate in this type of

8 setting and under this level of inquiry wll

9 Ii kewi se benefit U S. patients with al coho

10 dependence that was di agnosed under exactly the

11 sanme set of criteria as those patients with al coho
12 dependence in Europe.

13 DR. MANN: | certainly agree with what has
14 been said about a slip and how a slip is a short

15 return to drinking in general mounts up to what is
16 a full-blown relapse in 80 to 90 to 95 percent.

17 So, in taking into account a slip and counting it
18 as a relapse until the next visit, | think that was
19 the nost conservative and the nost valid way of

20 | ooki ng at these data.

21 | would also like to nmention one nore

22 poi nt. The Gernan study, the PRAMA study, was

23 published in the Archives of General Psychiatry in
24 1996 and that woul d say sonething about the

25 validity of the self reports using ganma GI,
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1 figures that we have not heard yet today.

2 There we state that between 81 and 100

3 percent of the patients who self-reported rel apses
4 had hi gher ganma GT levels in both groups, so there
5 was no difference between both groups, and al so

6 that the ganma GI val ues above the normal reference
7 range al so corresponded with the nunber of patients
8 who had had rel apses, again in both groups.

9 So | think there is some solid evidence
10 that these self reports are validated by externa

11  sources.

12 DR. OREN: We will now turn the discussion
13 over to the conmttee for us to discuss anpbngst

14  ourselves. Dr. Titus reninds me that we can al so
15 feel free to ask the FDA, ask the sponsor,

16 questions that are of relevance to our discussion
17 to further us along.

18 Qovi ously, the three questions we have

19 been charged with are all interrelated with each

20 ot her but, perhaps, we can start with one and try
21 and focus on one and nove towards the other. The
22 first one is how can we reconcil e discrepant

23 results between the ol der European studies and the
24 more recently concluded Anerican study?

25 Dr. Haner?
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DR HAMER First of all, | want to say
that | amless than inpressed by the argunent that
the assessment met hodol ogy in the European trials
followed closely the clinical practice in the
United States. That seens to nme to be an anal ogous
argunent for not using the Ham|ton Depression
Scal e in our depression studies because, after all
in clinical practice, we don't use the Hanilton
Depression Scale to assess our patients.

DR OREN:. Dr. Fuller?

DR FULLER M/ comment is somewhat
related and it was already nmade earlier by two
i ndividuals. One was Dr. Hamer. That is the issue
that if you do several clinical trials, you wll
get discrepant results. One, perhaps, is just by
chance. Another could be different nethodol ogi es.

But we have al ready nentioned the
depression studies where this is not an uncomon
occurrence, at |least as reported in Science |ast
year. Even with effective therapies, you will get
some studies where the medication is no better than
t he pl acebo.

But the comment | wanted to nake was nore
of a historical nature and that has to do with

aspirin for preventing myocardial infarction in
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peopl e who have nyocardial infarction. This is
consi dered very inportant by cardiol ogists and
groups such as Medi care who pays for healthcare.
Yet, there was a simlar situation where there were
two positive studies and then there was a | arge
negative study that involved 2000 i ndivi dual s.

Then there was a fourth study.

On the basis of three positive studies,
one negative study, people undertook metaanal ysis
and it has beconme faith that people who have had a
myocardi al infarction ought to have aspirin and
even those who don't should have it. | just wanted
to bring that historical vignette in.

What | was |eading up to was this
somet i mes happens, these discrepant results.

O hers here may have insight into why they happen,
but we may not be able to reconcile the discrepant
results. But they do occur.

DR OREN. Dr. Wnokur?

DR. WNOKUR: To begin to address the
i ssue of the discrepant results, we certainly heard
a |l ot of discussion this norning about sone
i mportant differences in the popul ations included.
One inportant point that was mentioned and

acknow edged by the FDA is the request to broaden
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the scope of patients including pol ysubstance use
for safety assessnent, and that clearly may have
changed the conposition of the popul ation
consi der abl y.

But picking up on a corment that Dr.

O Brien made, | also wanted to raise the question
as to whether there may be a change in the
treatnment of al cohol dependence and whether this
changed the nature of patients available for
studies that occurred earlier in the European
studi es which were, as we have mentioned, over a
decade ago with the nmore recent studies.

Again, the other major difference that we
are really grappling with is the issue which was
unexpect ed of the substantial nunber of patients in
the U S. study who were not abstinent at the tine
of start of treatment. | know we heard fromthe
FDA that they are willing to accept studies from
Europe as a basis for approval but | wonder if
there is a reason to discuss whet her situations may
have changed not necessarily with the illness but
the environnent in which people are not carrying
this illness and are being treated such that the
popul ati on being studied nore recently really

represents a different cross-section
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DR OREN. Do you want to say nore? |
think that is an intriguing thought.

DR. WNOKUR: | was really hoping to get
sonme input frompeople that really work in the
field with this population which | certainly don't.

DR OREN. Dr. O Brien?

DR OBRIEN: Just to continue on the
theme of Dr. Wnokur, actually is it what Dr.
Wnchell said. There are clear differences that,
in the populations, in terns of--first of all, the
environment, the availability of detoxification is
a mpjor difference. The nunber of people who
started off not being detoxified. That is a big
difference in all the addicting drugs that we
st udy.

The coi nci dence of other kinds of
subst ance abuse at the same tine makes for a nore
het er ogenous popul ation. W haven't said nuch
about conorbi d ot her diagnoses but we know t hat
there is a very high conorbidity of anxiety
di sorders and affective disorders in al coholics.
That has tended to vary both in different countries
and in different sites.

For exanpl e, sone questions were raised

earlier about what is the percentage of al coholics
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who have substance abuse or who have one thing or
another. It really depends on whether you are

tal ki ng about a community program a V.A. program
an HMO, a private program Every environnment that
you go to is different.

So you have all of these environmenta
factors. O course, the time. For exanple, if you
did these studies in Germany or France today, you
m ght find a | ot nore conorbid substance abuse
because | believe that there are a | ot nore street
drugs avail abl e over there now.

But, in addition to all of these factors,
you have the biological differences in alcoholism
We all know that there are different ways of
cat egori zing al cohol and the current ones are Type
1, Type 2, A and B. But none of these really
capture what are probably endophenotypes that,
anong peopl e who may use the same anount of grans
of al cohol per week but they are biologically very
di fferent.

For exanple, if we give them al cohol in
the | aboratory, one difference that is
extraordinary is the fact that some people get a
huge increase in plasma beta endorphin and ot her

people don't. They also get a different response.
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It is either activation from al cohol or sedation
from al cohol

When we give themthe other drug that has
been mentioned here, naltrexone, sone people, it is
just life-saving in the sense that they say that,
gee, it has really turned ny life around and they
get a trenendous benefit fromit and, if we stop
it, they relapse to alcoholism So there is no
doubt in the mnd of the patient and the person
treating the patient that the drug is active.

But, on the other hand, there are other
patients for whomyou give the drug and there is no
benefit whatsoever even though, according to the
usual classification of alcoholism they night be
identical. So we haven't cone to the point in
al cohol i sm where we can nake a diagnosis |like, for
exanmple, with anemia. W can take two people with
an hematocrit of 30 percent but we know that, by
doi ng henogl obi n el ectrophoresis, they may have
totally different kinds of anem a and you would
treat themtotally differently even though their
synptons are very sinilar.

We nmaybe soneday--1 hope, soneday--will be
able to do that with al coholismbut to have

conpl ete | ack of divergence across clinical trials
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woul d be totally unreasonabl e today since we are

| unpi ng together people who are very het erogeneous
not only according to the environnent things that
Dr. Wnokur brought up but also according to the
bi ol ogy of the ill ness.

DR. OREN: Dr. Rudorfer?

DR, RUDORFER: Just to follow up Dr.

O Brien's comments, in addition to sonme of these
cross-sectional issues, | just want to rem nd us
about the longitudinal aspect of this disorder.
Several of us have nade references to nood

di sorders, a simlar kind of chronic rel apsing
recurrent disease.

It seenms to nme that, just to kind of
restate sonethi ng we have been saying froma
different perspective, there are certainly
di fferent phases of the illness of al coholismand
fear that sometines those have gotten | unped
together here today just in ternms of tal king about
treatnent of al coholism

The issue with the percent of patients
abstinent at baseline | think is inportant in terns
of considering the phase of the illness so that the
European data really point to efficacy in the

prevention of relapse in patients who are already
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abstinent, and not just already abstinent but
abstinent follow ng an inpatient detoxification.
That is a particular stage of this illness and many
peopl e may go through that rmultiple tinmes during
their lifetime or not at all but to intervene at
that particular point, | think, is sinply not the
same as intervening at another point.

So, to a certain extent, | see a certain
anount of apples and oranges in the European and
the U S trials.

DR. OREN. Dr. Haner?

DR HAMER | think it is unfortunate that
the U S. trial was al nost an effectiveness study
rat her than an efficacy study because what was
probably needed was an additional efficacy study in
the US. In terns of the decision we are being
asked to nake, | think that, regardl ess of the way
that the sponsor presented the data and regardl ess
of the way we listen to it, it is clear fromthe
FDA' s charge and fromthe things that have been
sai d el sewhere that, except for the issue of trying
to reconcile what happened in the U S. study versus
the European studies, that the decision to approve
and probably, thus, nost of our deliberations to

that part of addressing efficacy ought to be based
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on the European studies, and the U S. study ought
to be viewed as sinply an additional failed study
and we should attach no nore and no | ess weight to
that then we would in simlar situations.

Havi ng said that, the data the sponsor
presented showi ng efficacy of a sort inthe US
study depended upon what m ght appear to be a
carefully crafted set of covariates figured into
the anal ysis post hoc. Evidence that those
covariates are useful and neaningful and, in fact,
mean sonething in the course of the U S. study
woul d be useful to us.

One way to address that might be to take
those sane covariates or ones as simlar as you can
obtain in your database and apply themin the
European data and see if they inprove the effect
size. | wonder if you have done anything |ike

t hat .

DR LEHERT: M nane is Philip Lehert from

the University of Brussels and the Wrld Health
Organi zation. | have exam ned, as a third party,

t he whol e database comi ng from acanprosate fromthe
European and the Anerican data. | have done
exactly what you sai d.

I have exam ned 4,500 patients on the
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basis of initial notivation, whether they drink or
not, and ten or fifteen different covariates.
found exactly the same covariates in European as in
the United States. |n using the same covariates on
the 4,500 patients in my nodel, | just used the
interacti on between the United States, yes or no,
and the treatnent.

I found a significant effect of these five
covariates and no significant effect of the
interaction. This is just telling you that what |
have done is justification of these five covariates
all around the world.

DR. HAMER Al t hough, dependi ng on which
model we are tal king about, there were either six
or seven covariates used in the U S. trials.

DR. OREN. Could you identify those
covari ates?

DR LEHERT: Yes. The first | have,
unfortunately, not slides of that but | would just
like to say that this would belong to part of the
dossier. The first was whether or not the patient
was notivated. | would like to stress that
nmotivation was part of the European data but just |
had to take this data on the CRFs, thenselves.

The second was the nobst inportant variable
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I found for all the five. This was whether or not
the patient was drinking at baseline. | would |ike
to stress that the FDA has done the same anal ysis
of the American study but just on the seven first
days.

I didit on the basis of time-line
foll owback for Day 0, just Day 0. In other words,
| amable to look at all the patients that were
drinking at baseline and | found this very
surprising and very interesting nedically speaking
results that the interaction of acanprosate and
abstinence at baseline was nore inportant than the
acanprosate main effect only. This nmeans that
before being treated by acanprosate, a patient nust
be good willing to heal and not drink at baseline.

My first inpression in the United States
data is that when | just | ook at those patients who
are not drinking at baseline, | found different
results in line with the European results.

| have a very last thing to say which is
the four other main effects were medi cation
compliance, and | would like to stress that it is
not conpliance during the trial but the conpliance
measure at the beginning of the trial and it is

just at the first three days we had this question
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My question was to know whether or not, in
using the conpliance in the beginning, would shoul d
have sonme image of the notivati on because you know,
in the European data, | had no notivation of the
patient. In other words, | had to find another way
of measuring the notivation of the patient and
found that in two things.

The first was that whether or not they
were drinking at baseline and second if they were
good willing to be conmpliant for the three first
days. That is what | found. And | finish in
saying that a noderate baseline | wll call
dependency severity | suppose that everyone can
understand that the severity of the illness can be
of some inportance in the predictive nodel. At the
end, just living with a partner and a child was the
t hought .

| am happy to tell you that on ny 4,500
patients, | was able to collect nore than 35
percent of the whole variance which nakes that ny
model is somewhat expl anatory, sonething that never
happens even in the Wrld Health Organization in ny
predictive nodels. | was very happy to have that.
And, at the end, what | was able to see is that

there was no interaction when | put that out
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between the U S. and the non-U.S. data.

In other words, there was no interaction
between the country, the trials and the product,
itself. In other words, ny selection of ny four
di fferent endpoints was probably favorable for
expl ai ning exactly. This is what we call a
nmet aanal ysi s based on individual patient data.

Thank you.

DR. OREN: Dr. MCorm ck

DR MCORMCK: | would just like to
caution the conmmittee that these are not anal yses
that we have had the opportunity to review and to
coment on. In fact, we haven't seen nost of the
sixteen trials in detail that you have used in this
reanalysis. So | would caution the commttee not
to rely too heavily on sonething that we have not
had the opportunity to review carefully.

DR. OREN: As committee menbers, we are
al so at the sane | evel of ignorance as far as
awar eness.

Dr. Hughes?

DR HUGHES: Just a quick yes/no question

When you did your analysis, did you |l ook at just
abstinence as a covariate and get an

interaction--not the full four, just abstinence,
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because clinically no one is going to say, well, if
you got a, b, c and d, | will give you the drug.
The npbst we can get is, perhaps, one thing. So,
with just abstinence did you find an interaction?

DR LEHERT: | just used the fact on the
TLFP that | had abstinence in drinks every day and
I just |looked at Day 0 and the very begi nning of
Day 1. Then | repeat. | apol ogize to conme back to
the study, if you allow ne that, that this variable
was by far the nost inportant predictor of success.
I think it was so inportant that | put that.

DR. HUGHES: But | amjust asking if you
just had the nodel with just abstinence as the only
other thing in the nodel, did you show an
interaction of abstinence with treatnent
assi gnnent ?

DR LEHERT: Yes; | did

DR. HUGHES: Thank you

DR, WNCHELL: Just to clarify, this was
t he European dat abase conbined with the American
dat abase that you anal yzed this way?

DR LEHERT: | analyzed in a netaanal ysis
file all the data together including the Anerican
study. That's right.

DR. WNCHELL: So the only subjects who
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were not abstinent at baseline in your 4,500
patients were fromthe American study and then a
fewin the U K study; correct?

DR LEHERT: Yes; that's correct.

LI PHA: Just as a point of clarification,
that was submitted as a part of the integrated
sunmmary of efficacy.

DR WANG Can | just add? This is Sue
Jane Wang fromthe FDA. In the analysis for the
U S. study when just the abstinence goal was
included in addition to treatment in the center
that was included the nodel, | get the p-val ue of
0. 431 of the medi um dose conpared to placebo. But
this is just for the U S. study.

In other words, if you adjust for that
prognostic covariate, | do not see a treatnent for
t he nedi um dose

DR. OREN: Dr. Rudorfer?

DR. RUDORFER: A question for the sponsor.
We have been discussing today studies that |asted
fromsix to twelve nonths. | amwondering if you
had any secondary neasures in terns of function of
quality of life that would hel p us understand the
ef ficacy data better?

DR GOCDVAN:  We did not include anything
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regarding quality of life in the NDA. | know that
Dr. Lehert has done such an anal ysis of the
Eur opean data but it has not been submitted with
t he NDA.

DR. OREN: Dr. Haner?

DR. HAMER | just wanted to confirm in
the netaanal ysis of individual patients that you
did, you used all the U S. and European subjects.
So what you don't have is confirmation in the
Eur opean data al one that the sane predictor--that
is, abstinence--is predictive in the European data
alone as it was or was not in the Anerican data and
that also, since basically you had all abstinent
patients in the European data, that variable really
is largely confounded with the European versus
Ameri can studies; right--since half the U'S
patients were not abstinent and none of the
Eur opean patients were--excuse ne; half of the
American patients were not abstinent and none of
the European patients were not abstinent.

DR. LEHERT: The U. K patients are
included into this data file nmetaanal ysis and
think, and | presune, that everybody's view of
statistics will assume that it would be doubtful to

make at | east an analysis on only U K Wat | did
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was that every tinme | assessed ny nodel, | used a
defined protocol for analyzing the interaction of
the first order and then every time this
interaction was found, | included it in the nodel.

What | found was that only the interaction
bet ween abstinence and the treatnment was present in
my data. But | have done that exactly as you said.

DR OREN:. Dr. Hughes?

DR. HUGHES: Dr. Hamer, | amthinking very
differently than you here. The FDA said that when
they had abstinence, they didn't find anything. So
if heis finding in the full dataset, it nust be a
whoppi ng effect in the U K to swanp out the |ack
of interaction in the U S AmIl thinking right
her e?

DR. HAMER O suppose there was no
abstinence effect in the U S study, that half the
patients in the U S. were abstinent and also in the
U S. study, abstinence didn't make a difference and
also in the U S study, we didn't show nmuch of an
acanprosate effect. |In the European studies, let's
suppose excl usive of the British study because that
is a small portion of the patients they have there,
everyone was abstinent and there was an effect,

therefore the difference you find in sort an
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acanprosate effect versus a nonacanprosate effect
is fairly confounded with the U S. versus European
studies and also fairly confounded with abstinent
nor nonabstinent. So that is not surprising.

I don't think | sort of asked ny question
adequately. What | would have liked to have seen,
since they presented three European studies as part
of the NDA, woul d have been an i ndependent
confirmation in the data fromthose three studies
al one, not including the U S. data and not
i ncluding any of the other European data, that the

same set of covariates showed prediction in those

data as well, in the same way as they did in the
U S. data.

DR. G COCK: | think | understand what
your question is. | think that those anal yses have
not been done. | think they mainly have not been

done because the direct anal yses of the European
studi es, regardl ess of covariate adjustnent, do,

i ndeed, show significant results. The anal yses
that the sponsor has done with the U S. study are

| argely explanatory. They are not being done to
prove anything because they couldn't prove anything
even if they found sonething that | ooked

attractive.
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They are sinply an attenpt to see whet her
or not they can identify trends that seemto be
consistent with the findings in the U S. study. A
rat her key part to the anal yses they did al ong
those lines is to hone in on the notivated group
and the notivated group that you have to work with
for that purpose is the group that is notivated to
be abstinent in the strictest sense.

You al so have to do the analysis that, in
the denom nator, uses all days, if people dropped
out for an alcoholismrelated reason and use days
up to time of discontinuation if they dropped out
for some other reason and that other reason was
consi dered credible.

But these analyses are nore to identify
trends. They are not necessarily analyses that are
i ntended to produce attractive p-values. You don't
get attractive p-values that are durable in the
U S. study. You can find suggestions in the U S
study that sonme of you may find reassuring but you
need to make your decision on the basis of your
confidence in the efficacy shown in the European
studi es with whatever reassurance you are finding
fromthe U S. study, recognizing that finding that

reassurance may be hard.
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DR. OREN. Dr. Schatzberg?

DR SCHATZBERG This bears on that. This
is for the sponsor. |If you look at the dropout
rates on the U S. study, the dropout rates on
active drug are pretty high, particularly on the
2000 m I ligram per day dose. They run about 60
percent. | amjust wondering how you reconcile
that kind of dropout with Dr. Mann's conment about
the PRAMA study, the Gernman study, in which staying
in was seen as a good thing.

What ki nd of assurance can you have that
this doesn't nean that this isn't really a kind of
areally very fallible, very flawed study where
nobody stays in and 60 percent of the patients
dropping out. You can't have it both ways in the
argunent. |If you are the sponsor, you can't say,
yeah, people stayed in, it's great and then, in a
very large-scale trial, you have a very, very poor
conpletion rate.

So | don't know how you reconcile the two
argunents in the sane presentation

DR GOCDVAN: | don't plan to answer that
directly but | think that we were trying to
demonstrate, and again, just froman interpretation

as to howto explain our results in the ITT
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popul ation, | believe what Dr. Mason was trying to
do when she revi ewed the denographics was to show
you that, collectively, we considered this 2-gram
group to be sonewhat disadvantaged in a variety of
denogr aphi ¢ nmeasures, or baseline neasures, relate
to drinking.

Barbara, | don't know if you want to say
anyt hi ng nore.

DR. MASON: It wasn't just their
di sadvantage in relation to drinking. It was the
fact that they also had fewer psychosocial supports
like full-tinme enployment, living with soneone.
These are all aspects of rootedness and structure
that contribute to stability and staying in
treatment. Also, in general, in terms of the high
rate of dropouts, that is sonething that has been
denmonstrated very nicely by the group at the
Uni versity of Connecticut where they | ooked at
dropout rates across clinical trials involving the
addictions, primarily illicit drug use, relative to
dropout rates involving clinical trials for other
psychi atric disorders

The difference in the rate of dropouts
were very marked, particularly as one gets into

illicit substance use. So | believe that that
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probably al so colored the dropout rates of the U S
study that was so characterized by illicit drug
use.

DR OREN: Dr. Leon?

DR. LEON. Let ne follow up on what Dr.
Mason just said. The slide that she showed, each
of those differences at baseline | ooks very
trivial, 2 or 3 percent. Certainly, none of them
were statistically significant so | don't think we
shoul d overstate the inportance of that. They are
on the slides on Page 8 of your handout for anyone
that wants to see.

I want to say a couple of other things.
The intent-to-treat principle was referred to in
the analysis. The sponsor referred to that for the
pivotal trials. It is ny understanding, though,
the that intent to treat was applied in an
unconventional way where the | ast observati on was
carried forward, inputed for all data after
subj ects dropped out of the trial

In other words, the treatment and
assessnent were very tightly linked. As soon as
sonmeone stopped receiving treatnent, they stopped
bei ng assessed. |Is that correct? Before | get the

answer, | look at the intent-to-treat principle to
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be nore tightly interpreted, to nmean that, whether
or not sonebody is receiving treatnment, the
assessnents are continued for the duration of the
trial.

DR G COK: So that would nmean you woul d
only be confident in a trial that had zero
dr opout s.

DR LEON: No. | just wouldn't call it an
intent-to-treat analysis. | wouldn't call what
they refer to as an intent to treat invoking the
intent-to-treat principle. They are inputing data
with the | ast observation carried forward.

DR G COOK: So you are saying that you
can only do intent to treat when there are zero
dr opout s.

DR LEON: No; that is not what | am
saying. That is what you are saying.

DR G COOK: But if what they did as an
anal ysis of all random zed patients is not an
intent-to-treat analysis, then it can only fail to
be not intent to treat because it inputed a failure
status to a dropout.

What it basically did was it had a certain
nunber of patients conplete and, in the European

trials, you would have had a status of the patient
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at the tine of conpletion. The patients who
dropped out were basically nanaged as treatnent
failures.

Now, the FDA did analysis in which they
managed those dropouts in other ways. There was
also an attenpt to look at time to first departure
from abstinence as well. That was the
time-to-event analysis. That tried to deal with
the data. But, to avoid a semantic difficulty,
what ever the sponsor called intent to treat,
believe was sinply referring to all random zed
patients or all random zed patients with a few
exceptions who may not have taken at | east on dose
of treatnment. But that was only a small nunber, |
think, in Dr. Mann's presentation.

DR LEON: Just so | understand this, this
was all random zed subjects were included and
assessed until they dropped out but none, or very
few, were assessed after they stopped taking their
treatnent; is that correct?

DR G COOK: That's correct. There is
not a retrieved dropout.

DR. LEON. Although an alternative
strategy, assessment strategy, would be to continue

to assess the patients after they stop taking their
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drug.

DR G COOK: Yes. And that is very mnuch
recomrended in today's environnent although, again,
my understanding fromDr. Mann and others is that a
pati ent who drops out when they are being treated
for alcoholismis a patient who is very, very
likely to rel apse, that these patients are very
fragile and, to sone extent, dropping out is al npst
tantamount to treatnent failure

Per haps Dr. Mann woul d want to coment on
that further, or Dr. Mson.

DR. MASON: Andy, a point | would just
like to make in dealing with this population is
that once they are gone, they are really gone. It
is very hard to track them after they have | ost
control of drinking. That is why this type of
intervention is so critically inmportant just to
keep theminvol ved in treatnent.

Then, if there is a relapse, as long as
they are involved, as |long as they renain engaged
for whatever reason, you can get themthrough the
rel apse. | believe that the | abel for acanprosate
says to continue administering during a rel apse.

But in a clinical trial involving

outpatients wth al cohol dependence, once they are
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gone--it is not like where you can very practically
say, Yyou are going to continue research assessnents
even though they have left the treatnment arm of
involvenent. It just tends to go when you have
soneone really lose control in that way.

DR. OREN: Dr. Cook

DR COOX: This is for the FDA. Did you
find evidence that they had docunented how t hey
were going to handle failures in the
anal ysi s--predefined, of course?

DR. WANG For the European trials

DR. COOK: Maybe | can nake a comrent in
terns of how | amthinking about the questions.
The U.S. trial was fail ed.

DR. WANG Al so, the algorithm was
prespecified

DR. COOK: Pardon ne? So now ny question
i s about the European trials because what | am
really trying to focus on is do we have evi dence
for nore than one adequately conducted controlled
trial for efficacy? The U.S. trial is not going to
be it. The sponsor acknow edges that. But | hear
guestions about the three European trials.

| keep coming back to the point of

predefined anal ysis endpoints, et cetera, and how
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failures are handl ed.

DR WANG M understanding is, for the
European trials, the definitions of dropouts, who
they are going to evaluate, as | showed in all the
slides, | distinguished between dropout as is and
as rel apsed.

DR COOK: So ny question is what did the
sponsor predefine as the way they were going to
handl e dropouts?

DR WANG | guess maybe we can go tria
by trial. The Pelc Il trial was a three-nonth
study. Because we weren't very sure about those
i mputations for the CAD data, cumrul ative abstinence
duration, the way to anal yze these data, we can
only say the way they do the inputation on the
dropout patients, in sonme trials, they used the
wor st -case anal ysis, worst-case here, | nean they
woul d inpute all the dropout patients as patients
who rel apsed.

But they don't do this consistently across
the three trials.

DR COOKX: Let ne clarify because | think
we are getting into alittle bit of an netaanal ysis
of all the studies instead of com ng back to the

principle that Dr. Leon pointed out that, to nme, is
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what we have to adhere to. |If the three are
slightly different but within reason, | want to
know what was the analysis they prespecified.

Did they wite that down? |s that a
docunent that we can verify and did their primary
speci fied anal ysis show a difference? W have
gotten confused. One page would be nore hel pfu
t han hundr eds.

DR. WANG For the three European trials,
we really don't know. That is why we are
struggling with presenting two ways of dropout as
is versus as relapsed. W have trouble with the
definition of what is the primary efficacy outcone.
It was not really stated

DR. OREN: | would like to, at this point,
use this as a segue in our discussion to nove away
fromthe first question, which was how can the
di screpant results be reconciled and to summari ze
t hat .

W have heard at |east that there may have
been different outcone endpoints between the
Ameri can study and the European studies. There are
certainly different | evels of rigor. Randonmess
may play a role and just this happened to be an

unl ucky Anerican study, different tines, ten years
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ago versus two years ago, different popul ations,
Eur opean versus Anerican, different popul ations as
far as comorbid substance abuse, whether people
were drinking at the tinme of entering the study.

We have just heard about a netaanal ysis
that suggests that maybe they can be easily
reconciled. | sort of feel like it is the old
Perry Mason show where a surprise witness cones in
at the end except in this case | amno judge. But
we don't have the full evidence to be able to
consider it at this point.

But this is, | think, at least the
background. At this point, this m ght be a good
time to nove to the central question of, given the
results that we have seen today, and it seens
predom nantly the European studies that we are
interested in, is there sufficient evidence of the
ef ficacy of acamprosate in the treatment of
al coholismto warrant approval

Again, we will take a vote whether to

recomrend on the efficacy question, to make a

recomendation to FDA on how to act in that regard.

In that vote, | will go person-by-person through
the entire committee asking everybody to register

their vote, yes, no or abstain.
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But, before that, we have open tine for
di scussion and | would certainly invite everyone,
in the course of this discussion, to make your
vi ewpoi nt known if you liKke.

Dr. Fuller?

DR. FULLER: | think ny question bridges
both Question 1 and Question 2 in that we were just
di scussi ng whet her there were predeternined
endpoints in the European studies. | can be
corrected if | amwong, but when | read this
docunent, | thought two of the three European
studi es did have predetermn ned endpoints.
believe--1 think, analysis, but the predetern ned
endpoints, as | read themwas in the Pelc study was
sust ai ned abstinence and in | will call it the
German study was tinme to first drink. | think that
is what they had decided initially to use as
endpoi nt s.

Then | believe that there was al so an
endpoint for all three studies added on slightly
| ater, the cumul ative abstinence days. | think
am speaki ng correctly.

DR LEON. | amworking fromthis
docunent. | will show you the page nunbers.

DR W NCHELL: Which docunent ?
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DR. LEON: The FDA background docunent.

If you turn to page 32 of the nedical record from
Dr. Wnchell's report, the evaluation of endpoints,
Section 5314, the prespecified main criterion of
judgrment listed in the protocol was, "the
consunption of alcohol, no a prior strategy for
transformng the data collected into an overal
assessnent of al cohol consunption was identified."

Al so, on that page, as long as we are on
that page, there is no explicit data-analysis plan.
That is the next big paragraph down.

If we turn to the Paille study, Page 13 of
the statistics in the FDA document, the | ast
par agraph on Page 13, the first sentence, says that
no statistical -analysis plan was included here and
the protocol -dependent variable is also on that
page, the primary efficacy endpoint is here. The
nunber of abstinent days is right above that
par agraph, but this is not the one that was used in
the anal yses that were presented.

As long as we are on this trial, | do want
to quote fromthe sponsor's report that there was
not a significant difference between 1332
mlligrams and placebo. | think that has been | ost

in the discussion today. 1In the Paille study, the
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sponsor's report said there was not a significant
di fference between placebo and the 1300 nilligrans.

If you want to see where | got that, that
is in FDA report, Page 18, of the statistics
report.

DR. OREN: Al though, since the protocol is
for approval for 2000, is that still a problen?

DR LEON. On; if we are going to ignore
all studies that didn't test 2000, we woul d knock
out sone other European data, wouldn't we? W
woul d knock out a third of the data from Pelc and
what el se?

The ot her dependent variable, though, as
|l ong as we are going through these, in PRAMA, was
time to relapse. That was defined on Page 61 of
the nedical record fromthe FDA. That was tine to
rel apse and that was the day on whi ch al coho
consunption started again.

So that is nmy point of clarification on
t he dependent vari abl e.

DR G COOK: | think you are identifying
some of the sane kinds of considerations that the
FDA reviewers identified in the course of their
review which is that studies that were | aunched in

the late 1980s and the early 1990s did not have
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detailed statistical statenents in their protocols
and they may not have had detailed statistica

anal ysis plans that were formally witten prior to
unbl i ndi ng.

Because of that, it becomes inportant for
anal yses of the data structures that those studies
produced to be relatively consistent and robust.
So that is why it was somewhat inmportant for the
FDA, in their reanal yses under any numnber of
conventions, to find simlar significant results to
what the sponsor found in their analyses. It is
much nmore critical that the najority of anal yses
agree with one another in terms of p-values bel ow
0. 05 when you do not have detailed plans that are
identified up front.

That is why the robustness fromboth the
FDA anal yses as well as the sponsor | ooking at
several things all pointing in the sane direction
was sonet hing that had sone di scussion

DR. OREN. Dr. MCormck?

DR MCORMCK: | tend to agree with Dr.
Cook in his assessnment of the quality of
prospective strategies in sone of the ol der
studies. | think, in our frustration when we

revi ewed these studies, of not having carefully

file:////[Tiffanie/temp/0510PSYC.TXT (245 of 290) [5/24/2002 5:28:40 PM]

245



file:////ITiffanie/temp/0510PSY C.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

laid out primary endpoints and statistical anal yses
pl ans and so forth, led us to take probably the
nmost rigorous approach we possibly coul d take.

So we basically | ooked at these trials
with the perspective of what is the highest bar we
could set for these studies and it was conpl ete
abstinence. W felt that the studies nade it on
that criteria.

Qur disconfort, as | mentioned this
nmorning, is--1 think we have al nbst noved past this
probl em of not having the prospective strategies
before us and that is really dealing with the issue
of this inputed data. Do we believe it or not? |Is
it really credible? Three nonths of really no
ascertai nnent, can we know what really happened or
not ?

If I were to sumarize the crux of our

di sconfort, it has to be that.

DR. MANN: That is sonething | understand.

I think, in |ooking back at these in our early
days, we have the sanme kind of disconfort. But,
fortunately, we have al so other data, the ones that
were shown by your statistician, which is
abstinence rate per visit. Only one day, and you

take all the information that you can get and you
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say soneone is abstinent or is not abstinent.

You are not conputing back or forth or
anything. You just say, today is abstinent or nor
abstinent. If we do that, then we al so have a very
clear-cut difference in favor of acanprosate versus
pl acebo. So we do not only rely on these things
that nmake us have sone kind of disconfort.

We could show it to you. It is in
different studies, even. Abstinence per visit is
clearly significant in favor of acanprosate as has
been shown.

DR. G COOK: Could you conment on how
many departures from absti nence m ght have been
nm ssed because of the visit schedule? Do you have
a reasonabl e degree of confidence that the study
captured the vast majority of departures of
absti nence?

DR. MANN: That is, of course, sonething
which | cannot give you exact figures on. This is
nmore what you would call a gut feeling or clinica
experience. | think, and you have to be aware of
the fact that these patients were not just
out pati ents which you see nmaybe three or four or
five times. But you have seen themfor a week or

for two weeks or for three weeks as inpatients and
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you know all about it, and they have already told
you how it was and how bad it was and they have
al ready confessed, nore or |ess, that they had al
these terribl e experiences.

Al'so, their relatives come in. W have
talked to their relatives so we know. They don't
have anything to hide anynore. |f we see them
again after six weeks or after twelve weeks, we
know t hat these feelings of guilt and of shane of
admtting that you have a rel apse, that is
sonet hing that we have already tal ked about in the
past .

If we miss it, then the spouse called us,
"How come you don't pick up that he is drinking for
the last two weeks?" That is what is happening, or
we have this kind of information in 30 to 40
percent of our patients throughout the year.

So | think we are fairly confident that we
pi cked up nost of the rel apses during the year and
| amvery sure that we did not have a difference in
pi cki ng up those rel apses or not between
acanprosate or placebo. The sanme nmargin of error
certainly is true for both groups.

DR. OREN: Dr. Hughes

DR HUGHES: | just want to comment on the
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| ast part that you said which is when we get

i npreci sion, which is the word FDA keeps tal king
about is precision, you don't worry about it as
long too nuch as long as it is not systematic
because what it does is it introduces noise. So
what the inprecision does it nmakes it such that
those prior studies had to have a bigger effect in
order to detect it.

So | alnpst use the inprecision as an
argunent that those European trials had a bigger
effect and we only found this nuch of an effect.
So, actually, the inprecision doesn't bother ne
very nuch.

DR KECK: This is sort of junping on the
same bandwagon, but | think this is the beauty of
random zation. It is what random zation shoul d
control for especially in a study or studies of a
drug that is, fromwhat | can tell--1 have never
seen anybody in such a trial--virtually
i ndi stingui shabl e from pl acebo.

So the likelihood of unblinding or some
kind of systematic, as Dr. Hughes said, bias
contributing to the results despite the inprecision
of methods | think is pretty small.

I guess what | amhung up on a little bit,
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and | would actually appreciate sonme input from
people like Dr. O Brien and other people who
actually done trials in alcoholic patients is Dr.
Mason set out a nice table in her slide kit on Page
4 conparing the different nmethods involved in the
US., which | think is so different than the
European studies it is not worth obsessing about
anynore, but in the three European studies, how
good are these methods because ny gut reaction is,
intotality, they are not bad.

But | want to be confortable with the .

DR. FULLER: You may disagree with me. |
don't think they are that bad. Let nme try and
justify that. It is not unconmon in al coholism
treatment trials, depending on the Iength of the
trial, to interview the person every two or three
months. Ganted, ideally, you would like to
interview themevery day, but that is not feasible.

Sone day, we will have a little wistwatch
you can wear that will neasure al cohol and we won't
be having these discussions. But, until that day
arrives, you follow the patient, you track them
you interviewthem It is always, then, a
retrospective report.

Now, the advantage to the tine-line
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foll owback is that, hopefully, it inproves the
accuracy of that or in that patients are given
pronpts, holidays as indicators of certain days.
They are shown these pictures of quantity. So you
may get a better frequency, quantity report but,
basically, they are both capturing the data, in a
sense, retrospectively. The tine interval is two
to three nonths

So | think what was done in the European
studies was fine. It could have been inproved a
little bit by current standards.

The other comment | will nmake has to do
with random zation. Even if there was sonewhat
nmore inprecision in the data collection in the
Eur opean studies, this should have been randomy
distributed across the treatnment groups. So |
think the data collection is okay.

DR, OREN: Dr. OBrien?

DR OBRIEN. | really agree with what Dr.

Fuller just said. | should tell you all that I
have never had any kind of relationship with Lipha,
not a consultant or anything like that, but | do go
to Europe a lot and | have read all these trials
when they first came out and | have heard them

presented, both in English and in French. | have
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di scussed them when they were fresh

| always was aware of the differences in
met hodol ogy between the European--as a matter of
fact, | have slides of their trials that | have
used to conpare the kinds of studies we have done
here and there. | have used these for years,
actually, not just recently, because it has al ways

been very obvi ous.

Then a coupl e of years ago, | was involved

with a group that included Dr. Mann to plan sone
joint Anmerican and European studi es of al coholism
usi ng the other nedication that has been tal ked
about here, naltrexone, a depo formof it. So |
think we had peopl e representing many of the

Eur opean countries where these studi es were done.

We arrived at conbined protocols. But, in

the past, they really were different. But, at the
same time, | was always inpressed and | still am
that there is an effective drug there and that,
while | always had problens with the design of the
studies, the way they originally were done, | stil
felt that there was sonme efficacy there. That is
al so borne out by ny talking with clinicians in
Europe who, in fact, believe, for what it is worth,

that the drugs are effective.
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DR. OREN. Dr. Schatzberg?

DR. SCHATZBERG. | have a question for the
FDA staff. |In terns of the PRAMA study, which had
| onger intervals going out, were you fol ks
satisfied that, in the first 120 days where you had
more frequent interviews of the patients, that the
drugs separated in terns of either tine to first
drink, as was presented earlier by Dr. Mann, or in
terms of total abstinence because | think if there
is an effect still at the 120 days, which is a
reasonabl e length of tinme for these fol ks, that
woul d connote substantial benefit for the | arge
group of patients and would still be within that
time of frequent assessment so you wouldn't have to
worry about whether you are, in fact, having sone
sort of systematic effect in terns of recall

DR. WNCHELL: | didn't |ook at 120 days.
I know that Dr. Wang replicated the
time-to-first-rel apse anal ysis.

DR. SCHATZBERG  You di d?

DR. WANG As she showed you on her slide,
there is a delay of the tine to first rel apse that
cones out statistically significant.

DR. SCHATZBERG Even if you just go to

120 days?
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DR WNCHELL: ©Ch; | don't.

DR WANG | didn't specifically |ook at
120 days, either, but what | would like to point
out for the PRAMA study is tinme to first relapse is
the prespecified primary efficacy endpoint. This
is the only study that prespecified and had a
result coming out consistent with other endpoints.

What | amreally struggling with was there
was a question asked fromthe conmttee whether the
conpany used the sane nodel to do the European
studies. Because | did so nmany different anal yses
intrying to understand what is going on, if what
we are seeing here fromthe U S. trial is true,
whi ch neans that the acanprosate nedi an dose has a
shorter treatnment exposure, nore dropouts, by that
ki nd of nodeling adjustnent, it to make the worst
outcone to be better

If this logic applies, then the European
trials, using the sane kind of definition, it
shoul d be in favor of placebo, |ogically.

DR. OREN: Sonetinmes, the w sest people
are silent. | know, Dr. Porrino, you haven't said
much today. | wonder if you might share sone of
your thoughts on this efficacy question

DR PORRING Part of ny silence really
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cones fromthe fact that | ama basic scientist who
is now starting to dabble in | ooking at human
patients and, in particular, alcoholics. | don't
conduct clinical trials, so | consider this a

remar kabl e | earni ng experience for ne and
appreciate the opportunity to be a part of this
because | have | earned a trenmendous anount.

But one of the things that keeps com ng
up--there are two things that | could coment on
One of themis the discussion of notivation,
nmotivation as an inportant variable, and the
di fference between notivation to conpletely stop,
to remain conpletely abstinent, and those that are
willing to slipalittle.

In our experience, and this is not just
experience with al coholics where I have nmuch | ess
experience, but with marijuana users where | have a
trenendous amount of experience. W have | ooked at
subj ects at that point and we have asked them sort
of that very question, although not exactly phrased
that way, and then we have done sone brain
i magi ni ng.

I will say that there is a |arge
di fference between the brains of those individuals

who are willing to slip occasionally and those that
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are really trying. So notivation is a very
inportant variable and | don't think it should be
underestimted nor do | think that conbining the
two is necessarily appropriate.

So | appreciate that it sounds the sane
and very often is the same, but, actually, in our
hands, it |ooked quite different. Their brains
| ooked quite different so | was quite interested in
putting those two together versus separating them
which | think is a nore appropriate thing to do.

The other thing that | can coment on is
the fact that, in the patients that | have seen and
the al coholics that | have seen, there is a
tremendous desire to have aids and any possible
chances to try and remain abstinent. They want to
get better, at | east many of the ones that | see.
And there are no ways to help them

So acanprosate, although it may not be the
perfect drug, may certainly work for sone where
ot her drugs don't work. | think we need to
consi der that very inportantly.

DR OREN. Dr. Malone?

DR. MALONE: | don't really work with
drugs and al cohol either, but, in |ooking at the

result of the Anerican study, | think the problem
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1 that it didn't find any result, | guess, makes us
2 | ook nmore closely at the European studies. So it
3 seens that they were using ol der nethodol ogi es and
4 they didn't have preplanning which is troubling.

5 Then | think you start thinking about the
6 way we deliver medical care now and you wonder

7 whether the results fromthose ol der studies wll
8 be applicable in the way we deliver care in the

9 United States right now for efficacy.

10 DR. OREN. Beyond that, as a child

11 psychiatrist, there is no data presented with

12 regard to al coholismin youth. Do you have any

13 t houghts on that?

14 DR. MALONE: W study conduct disorder
15 guess maybe these children m ght go on to drink

16 They mi ght drink now and we don't really know. W
17 have the same problens with follow ng out

18 popul ations. Half of them never cone back to the
19  studies.
20 But | think one of the things that we did
21 learn is that it seenms to nme that some of the
22 treatments work better in one setting than another
23 So, for instance, you might have a treatnent that
24  works pretty well in an inpatient controlled

25 setting, but when you take it to the outpatient
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setting, it doesn't seemto work as well.

So this is really the problem| have with
the ol der European data is that it really is about
a treatnment for a different setting. The only data
we have in the current American setting is negative
data. Overall, | think that does cast some doubt
on the efficacy of using that dataset to say
whet her the drug will work the way it is used in
the United States, the way it would be used, people
not getting detoxed, and maybe bei ng on drugs,
pol ydrugs, when they start the treatnent.

DR. OREN: Dr. W nokur?

DR WNCOKUR | had wanted to cone back to
the issues that | had raised before but directed to

the FDA representatives, Dr. MCormck or Dr.

Wnchell, and Dr. Ml one came back to that
beautifully. So I just wanted to follow up on
t hat.

One possibility mght have been that we
have had data fromthe U S. study that supported
efficacy and then we could put that together with
the European studies that were done a bit ago, but
al so have sone data supporting efficacy and | ook at
themtogether. As it has happened, we generally

agreed that we are going to have to prinmarily | ook
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at the European studies and think through how
convincing we find the efficacy data to gui de our
t hought s.

We have heard fromDr. MCorm ck that
there is precedent or openness to consider data
fromthe European trials to forman opinion for
approval, but, | guess the concern that | had
t hought about, and Dr. Ml one expressed, is if
there are differences between the clinica
circunstances in the European studies in this case
done a while ago and what we have heard to be the
case currently in the U S., and we are talking
about a U. S. approval, does that represent a
problem fromthe agency's point of viewin terns of
that being the exclusive basis in terns of efficacy
dat a?

What | amexplicitly thinking about is the
use of the inpatient detox as a lead-in to having
abstinent patients to begin the trial which was
done in Europe we have heard is rarely possible in
the U S. W have seen that when a study was
|l aunched in the U S. with the intention of having
abstinent patients, there was a very high degree of
| ack of success in achieving that.

So | would like to hear sonme response from
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t he FDA.

DR MCORM CK: | don't believe that that
woul d be a problem There are ways to abstinence
that are nonpharmacologic. So | guess that is
anot her question that we have to you. | guess that
is really the essence of the third question, are
there subsets that we could identify that m ght be
nmore responsive and is abstinent prior to
initiation of treatment necessary.

But the approval of this product, based on
European data, given a different set of nedica
conditions, would not preclude our approval of this
product .

DR OREN. Dr. Schatzberg?

DR SCHATZBERG It would seemto ne that
the only positive data you have are in abstinent,
fully abstinent, detoxified patients so that there
are no data that we have seen that it works,
particularly in the US. trial--that if you are not
detoxified, it will have any effect. So | would
think that that one group would have to be there
because | think it would be nisleading to inply
that to the public that you could just sort of hand
it out in your office to an actively drinking

subj ect and you are going to have any efficacy that
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is true.

Just a couple of conments because | am
goi ng back to the West Coast. | think the FDA has
done a service, in a way, to the sponsor in going
that extra nile to | ook at the European database to
see if there is something that can be common across
the studies in terns of |ooking at abstinence and
brought sone clarity.

From a consultant's end, we can't coment
on the quality of the data because we don't have
the books. We really don't know what they | ook
l'ike, but fact that there is sonme assurance that
two or three of the trials, with the drugs
separated on a very highly conservative neasure,
that does have public-health significance and
really ought to count in spite of the fact that you
have a failed or a negative U S. trial where you
can't say anything except that it didn't work and
there was a high placebo-response rate and a high
dropout rate, which are two kisses of death, |
think, for clinical trials.

But | think you and your staff ought to be
gi ven sone kudos for really trying to bring clarity
on this problem although I amnot sure that any of

us, either as consultants or people on the
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conmittee, can tell you what the data | ooks Ilike.
You have got those data right there

DR. McCORM CK:  Thank you.

DR OREN. Dr. Otiz, I know you have been
on the left so | haven't always | ooked straight at
you. Is there anything you mght want to
contribute?

DR ORTIZ: No. | actually had just
witten down sonme thoughts. Since we had |eft
Question No. 1, although it seens |like we seemto
be noving in a direction that the differences can't
really be reconciled very well, and we were on
Question No. 2, | had cone to the sane concl usi on
that Dr. Schatzberg had addressed, that we clearly,
| think, seemto have evidence that it is an

effective nedication for abstinent al coholic

patients.

DR. OREN: Dr. Hanmer?

DR HAMER For ne, | think the U S. study
is sort of off the table. | think that the

deci sions need to be based on the European studies.
Al so, with respect to American study, | want to
drag in sonme really trite, elenentary statistics
and just rem nd everyone that failure to reject the

nul | hypot hesi s doesn't prove the null hypothesis
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is true.

So, nerely because, in that U S. study, we
failed to show that acanprosate beat placebo
doesn't prove that it doesn't beat placebo. Al
the noise in the world will just nake it |ook
worse. That doesn't carry as much weight. | am
reassured that the reanal yses that the FDA carried
out with some fairly hard endpoints in a
conservative way, in a relatively precisely defined
group, as Dr. Schatzberg nentioned, seens to
indicate that this at |east beats placebo in those
trials, and, therefore, as an additional weapon in
the armanentariumthat is fairly sparse right now,
m ght have some use in nedical practice

DR. OREN: Dr. Fuller?

DR FULLER | second those conmments. |
am persuaded--1 think, fromthe European data, that
acanprosate has some efficacy and it is really
based somewhat on the literature. Sonme of these
studi es were published before. O course, the
problemwith the literature, | recognize you don't
have the full report, also, by the material that
was presented here, and Dr. Wnchell's sunmary of
those reports.

So | would second the |ast two comments,
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that the European data do indicate efficacy.

DR OREN. Dr. Mehta. Then we are going
to one-by-one through everyone to ask you to
regi ster your opinion

DR MEHTA: Just a coment to what Dr.

Mal one said. Dr. Goodrman showed a slide which
showed that the core illness for al cohol dependence
is simlar in the US. and in Europe. This was
shown based on a letter witten to FDA by N AAA

DR. OREN. Dr. Ml one; you have a
question?

DR. MALONE: No; the study popul ations
were very different, though, because the European
one did not really include people who had abusive
drugs and it didn't include people who were
drinking. So even if just alcoholismis the saneg,
the study popul ati ons were very different.

DR OREN: W have a little nore tine for
commentary, it turns out. Dr. Hughes

DR. HUGHES: You know, the thing that is
hanging nme up, and let ne try to put it as an
analogy. It seens to ne the analogy is it is |like
Lipha is a guy who--let's say a baseball player and
he has hit a hone run thirteen times in a row, and

he cones to sonebody el se and he says, "I can hit a
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honme run." And the other person says, "Well, |
don't know about that."

And the guy says, "Well, | tell you what.
I will prove it to you. | will do it right now"
And he tries to do it right now and he doesn't hit
the home run. W know he has hit it thirteen tines
in arow but he put hinself at risk by saying, he
can prove it to you to you that next tine.

So what | amhung up on is, as a result of
this trial, | amless confident that this drug
works than | was at the get-go. So | ama little
bit worried about the precedent. |In other words,
what woul d have Lipha had to have done in this
trial to disprove it. | amnot sure what they
woul d have had to have done for us to say, "You
can't have approval ."

Then, as a result, | worry about the
precedent there; that is, that it seems to nme that
if you nake an agreenent, that you agree that you
have to show your drug works in a subset before you
are going to get approval and then you don't get
it, that is what we used to call going back in your
wor d.

So that is where | am hung up

DR OREN. O, to use your basebal
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anal ogy, perhaps when a ball player was younger in
the different town, he could hit home runs. But it
a few years later and he is in a different city and
time has passed a little.

Dr. OBrien, did you want to say
somet hi ng?

DR O BRIEN: Before the baseball, we were
tal ki ng about detoxified patients. | just wanted
to point out that, while it is the node right now
to not admt people for detox or even pay that nuch
for outpatient care, if, indeed, there were
evi dence about the state of a patient--in other
words, if this is enphasized that the people should
be drug free before they start on the nedication,
then this probably would be cost-effective--in
other words, to invest sonething in a
detoxification, to start themoff clean--because
what you would pay at the outset, even if you had
to admit themfor a few days would be nore than
offset, if you were an HMO, by the savings over the
next few years.

We already heard that Kaiser Permanente is
usi ng anot her drug which is reasonably expensive
and they nust be doing it because it is

cost-effective. | think there are data show ng
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that it is cost-effective

So | think that we needn't worry about the
fact that, in the Arerican trial, there weren't a
| ot of people who were abstinent at the begi nning
because there could have been if, in fact, that had
been a requirenent.

DR HAMER | just want to continue the
basebal | analogy a little bit. | think what has
happened here mi ght be that the baseball player hit
thirteen hone runs and then nade the wager with his
friend. Then, after they agreed, the friend said,
"Ch; by the way, for this at bat, we are using a
smal | er baseball, you are getting a |lighter bat and
the pitcher is a foot and a half taller and has
been Iifting weights for the last five years."

DR OREN. Dr. Malone?

DR. MALONE: Back to what Dr. Hughes said,
the problemwas that the Anerican trial was
negative. Ws the Anerican trial necessary? They
coul d not have cone forward with just the European
trial? | don't quite understand.

DR. OREN. Do you want to repeat the
question?

DR. MALONE: Back to what Dr. Hughes was

saying. You have these positive trials and now
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you, sonehow, cone here to the FDA and you do
another trial and it is negative. | would think
that would put you in a worse position unless that
trial was sonehow not necessary.

DR McCORM CK: | guess, to go back to the
basebal | anal ogy, we don't expect all home runs.

As | nmentioned this norning, we frequently do see
devel opnment prograns in which there are trials
which may trend in the right direction but are not
statistically significant on the primary endpoints
and, occasionally, we see sone that really show no
effect at all.

We try to understand why that is the case.
We try to assure ourselves, as we are in this case,
that the studies that we are relying upon, or the
studies that are positive, aren't fallacious.

First of all, let ne just set the record
straight. There aren't thirteen hone runs. Let's
just say the three pivotal studies that we have
reviewed may be characterized as honme runs. | see
a difference of opinion which we would like to hear
from but the fact that there is a negative study
doesn't trouble us. It is not a preclusion to
appr oval

DR OREN:. Dr. Ml one?
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DR. MALONE: Was the purpose of the
Ameri can study for efficacy or really just safety
in the different sanple that you get in the United
States?

DR W NCHELL: The purpose of the Anerican
study, as we understood it when we first met with
t he conpany, was because they wanted to nake a
change from marketing the 333-nilligramtablet to
the 500-mlligramtablet. So, since there were no
studies on the 500-mlligramtablet, what we agreed
to do was accept a narketing application that
consi sted of a single study using the 500-mlligram
tablet with a nomnally very simlar total daily
dose of 2 grams, although we didn't expect that
compl et e bi oequi val ence, as we define it, would be
est abl i shed.

We said, okay; if you can do one w nning
study with the 500-mlligramtablet, the other
stuff you have got here on the 333 nilligrans, two
tablets TID, will serve as your supportive evidence
of efficacy, your confirmatory evidence. That is
how thi s whol e story began

DR MCORM CK: If | can just add another
word. W did conceive of this as an efficacy study

and a safety study and it was designed to obtain
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efficacy information and proof of efficacy.

DR. OREN. Dr. Cook

DR. COOX: | want to refer to the thirteen
home runs again. First of all, there are three
studi es subnmitted besides the U S. study, so there
can only be three home runs. Nunber two, some that
are not subnmitted were not positive, at |east one.
Nunber three, | count three studies. Based on the
anal yses, nunber one, you coul d consider none of
them at bats on the basis of no
prospective-anal ysi s pl an.

So, to go beyond that is to bend over
backwards, | think. | don't care if it was 1988,
if we were in the clinical-research center at any
maj or university, if you didn't have a prospective
dat a-anal ysis plan, the study wouldn't go through
Thi s study woul d not have been approved for funding
at nost institutions.

Then, if we |look at the analysis, two
studi es seemto be positive, the Pelc Il and the
Paille. Dr. Wang | think was fairly convincing
that, unless you look at it just the right way, the
Paille was not. Again, you have to be conservative
if you didn't prespecify the analysis.

Now we have two studies. That is enough
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in the analogy that two hits out of four is a
pretty good batting average or the idea that nore
than two well-conducted studi es have been positive

Now, | have already said | have a problem
with well-conducted. But, seeing that this hasn't
been nmonitored, anything in the nonitoring that
doesn't show that random zati on was perfect, that
everything was on the up-and-up, in me, nmay be
based on what we have that is tentative and not
fully nonitored. But, it is very slippery.
Anything that is weaker than it already is in those
studies is a problem

I worry about the differential dropout
rate with placebo in those studies. That is why I
am concer ned about random zation

DR OREN. | amgoing to try and nove on a
little bit. Before we go on a person-by-person
vote, | just wanted to ask the nenbers of the
committee if any of you wanted to nmake any genera
statement before we each regi ster our opinions.

VWhat | will dois | wll go
per son- by- person asking you to say yes, no, or
abstain. |If you wish, you can argue at that point
or share sonme of your rationale for your vote if

you would like. But, before we register those,

file:////[Tiffanie/temp/0510PSYC.TXT (271 of 290) [5/24/2002 5:28:40 PM]

271



file:////ITiffanie/temp/0510PSY C.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

does anybody want to rmake any additional point from
the coomittee or fromthe guests?

VWhat | would like to do is, for the
nonvoting nenbers of the commttee, | just want you
to say if you were voting, please share with us how
you m ght vote and why you mght do that, although
you are obviously not voting.

Dr. Mehta?

DR. MEHTA: | just wanted to make a
comment that | don't know why we are hung up about
the prospective plan for analysis. These studies
were done 1998 in Europe. That was the state of
the art. Probably these are designed a coupl e of
years earlier. |If | go back and | ook at my own
studies in this country and mgj or pharmaceutica
conpani es submtting across all the divisions,
these are not very different than what they have
done.

Maybe in clinical research centers, it
woul d be different. Mybe at different places, it
m ght be different, but certainly not in drug
trials, particularly subm ssions. | have never had
any comments from FDA statisticians which says
that, look, this protocol or analysis is not

acceptable. No. That is absolutely not true.
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DR OREN: So if you were going to be
voting, how would you vote, the question being, is
there sufficient evidence of the efficacy of
acanprosate in the treatnent of alcoholismto
war rant approval

DR. MEHTA: Just one additional conment.

I n anot her division, the Cardiorenal Division,
there was a nmajor ace inhibitor approved for heart
failure. The only major and inportant study was in
the United States. It was totally negative. Bob
Tenpl e said they had tried, just |ike what you have
done, about twenty different ways of |ooking at the
data to find out if there was sone redeem ng
feature in that study. There was none.

Nevert hel ess, based on the two or three
Eur opean studies, the drug was approved and it is
on the market. Subsequently, several years |ater,
there was an Anmerican positive study.

Al right. Comng back to this drug,
woul d approve it because there are three studies
whi ch have been shown that the drug is clearly
different than placebo. The U S. study, | would
just ignore it. It is three to one, batting
aver age.

DR. OREN:. Thank you
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1 Dr. Hughes, if you were voting, what woul d

2 you tell us?

3 DR. HUGHES: Vote for approval

4 DR. OREN. Any additional coment? No?

5 Dr. Porrino?

6 DR. PORRING | vote for approval

7 DR OREN. Dr. OBrien? You are obviously
8 influential in the field of alcoholismand whatever

9 you think will clearly have a great inpact. So,

10 al t hough you are not voting, tell us how you woul d.
11 DR OBRIEN. Well, first of all, | would
12 like to say that | was extrenely inpressed with the
13 mat erial that the FDA gave us to prepare for this.
14 I was already fanmiliar with nost of these papers.
15 I had reviewed some of themfor publication. This

16 was the best exposition | had seen. Drs. Wnchell

17 and Wang gave just beautiful presentations this

18 nmor ni ng.

19 I think they were correctly very rigorous.

20 So certainly I will have to say that, if | had been

21 asked this question before | got these materials

22 and heard them | would have been much nore

23 positive about the drug. But | still feel, and it

24 is hard for ne to separate the three studies from

25 what | know about the other group of studies,
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woul d consider two of the other studies not to be
positive and all the rest of them for various
reasons, | don't have to go into here--but, in
other words, the vast nmpjority were positive.

To nme, it is remarkable that they were
positive because of the inprecision involved, | am
critical of sone of the design, and al so because of
all of the problens with studying this. Wen we
have situations where, with antidepressants, there
is evidence that 50 percent of the trials fail to
show an advantage for a so-called active drug over
pl acebo. W had a debate on this at ACNP a couple
of years ago.

So, anyway, the fact that you coul d get
this much positive with al coholismmust nean that
there is efficacy there. So, based on the evidence
that we have, if | had a vote, | would have voted
positive.

DR. OREN:. Thank you

Dr. Fuller, you do have a vote, so pl ease
tell us.

DR FULLER. | amgoing to nmake this five
or six hitsinarow | find, |I think as
expressed earlier, the European data are reasonably

credible. | think the nethod of collection of data
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was reasonably standard. | believe in many of the
studies they did breath alcohols at the tinme of the
interview and these are little tricks that are done
to try and inprove the quality of data.

The differential dropout rate in the
Eur opean studies actually |I think is in favor of
the nedication. M thinking is along these lines.
I think the placebo patients felt that they weren't
getting something out of the treatment so they were
more likely to drop out of treatnent.

Now, one can always think of caveats.
Certainly, if there were problens
post-randoni zation that are not apparent fromthe
mat eri al that was given, that would influence ne.
But, taking it as a whole, the material that was
given with its pros and cons, with the summaries
prepared by Drs. Wnchell and Wang, and based sort
of on ny clinical and other research experience,
wei ghing all these, | think the European data
indicates there is sone efficacy for acanprosate
and it shoul d be approved.

DR OREN. Dr. Cook

DR. COOX: | have one general comrent that
I can't leave without stating. | don't want to

mnimze the inmportance of notivation in treatnent
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but I don't want patients who participated in
trials as described as | ess than notivated because
my view is, whether people are abstinent or not,
they are notivated to stop this.

| particularly want to point out whether
peopl e's goal was different. The issue is how they
answered the question. The question was, | seek
total abstinence versus | seek total abstinence but
realize | may slip. | realize | may not be
perfect. That actually may be a step in the right
direction to sonmebody who is recogni zing they don't
have conpl ete control over thensel ves.

Had the question been, ny goal is conplete
abstinence, or my goal is conplete abstinence with
a fewslips, that is a different question. So, |
have struggled with this, obviously a lot, and
guess | said before, | do see two positive studies,
Pel ¢ and PRAMA, no matter how it is | ooked at and
the only question is verification

So | guess | say yes with that caveat.

DR OREN. Dr. Otiz?

DR ORTIZ: | amvery appreciative of the
FDA staff for bringing this confusing picture to us
fromaround the country and to the public to

consi der what to recommend for the American public
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gi ven sone of this confounding data and confusing
dat a.

I was very confused at home goi ng over the
data. But | also realize, again having the
gentl eman from Kai ser that represents, basically,
the working alcoholic in the United States that is
insured and their willingness to use new
medi cations for this group, in thinking about ny
popul ati on from New Mexico which is a rura
popul ation with lots of Hispanics and Native
Ameri cans, | guess, again, again going back to the
Anmeri can study, | am concerned that it doesn't
represent what the Anerican alcoholic is I|ike.

It seens that the issue is really what is
shown by the European studies and | al so concur
that they do appear to show efficacy.

DR. OREN. Let's go down to the other side

of the table. Dr. Leon?

DR. LEON: | have expressed ny concerns
about the nethodol ogy, the prospective--1 nean,
getting to the hone-run anal ogy, | feel like the
fence was noved after the ball |anded, as you have

heard me say that nany tines today.
So | vote against it. | think there is a

need for another study with nore rigorous,
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prospectively defined--that is, defined before the
first subject is enrolled--nore rigorous

met hodol ogy using the assessnent procedures of the
U. S. study.

DR OREN. Dr. Keck?

DR. KECK: | amnot going to use the
basebal | analogy. | amactually going to limt ny
remar ks because they have al ready been wel |
expressed by Drs. Fuller and OBrien. | will vote
in the affirmative.

DR. OREN: Dr. Haner?

DR. HAMER | hate to disagree slightly
with ny colleague Dr. Leon, but in terns of the
prespecified endpoint, | amrem nded of an incident
four or five or six years ago in cardiorenal in
which a clinical trial was stopped early because so
many fewer patients were dying with placebo than
with drug and then the sponsor had a great deal of
trouble getting it approved because death was not a
prespeci fi ed endpoint.

We need to be rigorous, but | think we
need to put a great deal of thought into it. |
especially conpl enented the FDA reviewers earlier
in person and | want to conplenment them publicly on

the absol utely thorough coherent job they did with
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this material. M vote would be in favor of
ef ficacy.

DR. OREN: Dr. Wnokur?

DR WNCOKUR: | also vote in favor of
ef ficacy based on the European studies. | echo al
the comments about the extrenely high quality of
their review and presentation by the FDA revi ewers.

| guess ny other comment is, even though
I, and many of us, have stated the opinion that the
data avail abl e do neet our standards for
denmonstration of efficacy, it is also clear, and
especially in the discussion of the U S. trial,
that there is an awful lot nore to be |learned. |
woul d hope that the sponsor and the investigators
inthe field would continue to work forward to
under stand nore about the conplex variabl es that
are related to effective use of this agent.

DR. OREN. Dr. Mal one?

DR. MALONE: | think everything taken
together, | would say that it seens to be
ef ficacious in the sanple who undergo detox and are
abstinent at the tine of starting the drug. But |
think, for other sanples, you don't have any data
for efficacy. So, for that one sanple. And the

American sanple mght really end up being different
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because maybe the alcohols in the United States
tend to use what seened, fromthe data, a |ot of
drugs and they are not going to be abstinent when
they start taking the nedicine.

DR. OREN. Actually, we will cone to
sampl es as a part of our last question

Dr. Rudorfer?

DR RUDCRFER: | would like echo what Dr.
Mal one just said. | amtroubled by the American
study in that it seens to have been the best
conducted one and | think Dr. MCormck used the
termthis norning about the targets of the drug,
were it to be approved and the U S. study actually
consisted of the real targets.

Havi ng said that, | am persuaded that at
| east two of the European studies did show efficacy
under narrowl y defined conditions. Patients who
were nedically detoxified, and even if it is hard
to do inpatient nowadays in the U S., it can be
done on an outpatient basis and people who were
abstinent on entry to the study, | believe did
benefit fromthe drug. So, overall, | would vote
in the affirmative.

DR. OREN: For ny vote, just so Dr. Leon

won't be alone, | will join you in voting in the
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negative although that is the mnority vote.
think that it is not unreasonable to hold a drug to
current standards even if the data are fromthe
past. About fifteen years ago, | bought a
t ownhouse froma chronic al coholic who was one of
the designers of the Chall enger space shuttle that
crashed. If we were trying to evaluate a new
proposal for a space-shuttle design and we were
being submitted with the original standards because
they were good enough in that tinme, | amsure that
we woul d not accept that because we have | earned
somet hi ng since then

I think it behooves us to try and take the
| at est know edge and use it and make the best
possi ble use of it. So, although the narrow
circunstances of the European studies, | hear them
I amnot fully persuaded by them

Havi ng said that, if the FDA
were--clearly, there is a strong sense of a
maj ority opinion to encourage the FDA to approve
the drug, nmy encouragenent, and this was be the
segue into the |l ast question for us to tal k about
which is do the data support any concl usi ons
regardi ng subgroups, | didn't hear the sponsors

describe the drug as being a hone-run hitter
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It wasn't described as a panacea. It
wasn't a lithium a penicillin, a fluoxetine. So
think it would be very inportant that, if the drug
were to be approved, that the indications for it be
very clearly identified and we should tal k about
what those indications mght be.

I woul d encourage, certainly, the FDA to
not be reticent about describing those indications
and not hesitate about the nmarketing of the drug,
that its linmted value be not overstated in the

mar ket i ng.

So maybe this would be a good time to turn

then to the last question which is do the data
support any concl usi ons regardi ng subgroups and
this mght give the FDA some gui dance in--

M. TITUS: | just want to do a fornal
vote into the record so there are no phone calls
back to me later on what the formal vote was. It
was ei ght yesses, two nos and, of the eight yesses,
there were several conditions attached to that
which you will see in the transcript when it cones
t hr ough.

DR OREN:. Okay. On the last question,
does anybody want to offer sonme coments or

suggest ed answers
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Dr. Hughes?

DR HUGHES: | think it would be very
important that the FDA replicate the anal yses on
the 4500. | thought the way the FDA went through
the di fferent hypot heses of subgroups, is it
severity, is it behavior therapy, is it notivation,
is it abstinence, et cetera, that if we did that
sane sort of analysis with this |arger sanple size,
that would be a very good way to deci de on any

subgr oups.

DR. WNCHELL: W would need that efficacy

data. We do have the integrated safety data but |
don't believe we have got the efficacy data.

DR. MCORM CK: W do have the efficacy
data on the three European studi es that we have
been di scussing, so that would be feasible.

DR HUGHES: | guess, since | amnot a
menber of anything, | would really encourage Lipha
to provide the data of the 4500 patients so that
you can replicate that or perhaps sone third
disinterested party could replicate that, | think
woul d be very inportant because | think that is
your best data source for decidi ng whether or not
to restrict the use to a subgroup

DR. OREN: Dr. Leon?
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DR LEON:. A point of clarification. |
know i n one of these docunents, it not only
menti oned that the indication was for the
mai nt enance of abstinence but also for they
recommended one year of treatment. |Is that part of
this vote, or part of this discussion? It is?
kay. | just want to point out, in ny |ooking at
the data which | did, | notice that actually none
of the trials treated anyone for a full year. One
of them cane cl ose, 48 weeks.

That was the PRAMA trial. |In that, only
79 subjects out of the subjects who were enroll ed,
on active nedication conpleted the trial. So
don't think there is a lot of data there supporting
one year of treatment.

There is actually no data there supporting
one year of treatnent and there are 79 subjects
that went 48 weeks.

DR HUGHES: |If | could conment on that.
It is often with nedi cations, physicians use |onger
durations than are | abel ed, so, especially with
drug- dependent patients in which oftentines many
clinicians feel like a longer duration is
warranted, | would hope there woul d be some

flexibility around that duration because | know, in
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my field, | have done a |ot.

There was, early on, a statenent that you
shoul d not use agoni st therapy beyond a certain
poi nt, should not do this. | think that has been
somewhat harnful to field. | would rather see use
beyond sone point at the discretion of the
prescribi ng physici an.

DR OREN. Dr. Rudorfer?

DR RUDCRFER: Just anot her conmment and
then maybe a question to the FDA related to that.
We are specifically not addressing safety issues at
this meeting but, inreal life, if the drug were
approved, of course, physicians would need to
consi der the benefit-to-risk ratio which | would
assume that issues |like duration of treatnent
shoul d be considered at that tine.

So, for instance, if there are adverse
effects that only appear after six or eight or ten
mont hs, then that may well influence the |ength of
treat ment.

DR. McCORM CK:  You are absolutely right.
We are | ooking at that and will have that
information within the next few weeks.

DR. OREN: Two of the predictors, or

positive predictors, of good response fromthe drug
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wer e soneone being detoxified before starting the
use of it and being committed to abstinence. Does
the conmittee accept these particul ar subgroups and
shoul d this be sonething that the FDA shoul d,

per haps, encourage in its labeling or in terns of
mar ket i ng or indications?

Dr. OBrien?

DR. O BRI EN. The one about abstinence is
somet hi ng which is physiological. You can think of
a lot of other situations in which a recommendation
about the use of a drug is dependent upon a
particul ar state that someone is in. So | think it
is pretty clear-cut and you can even verify it with
the appropriate tests.

The one about the notivation is much nore
difficult because, with all due respect to the
guestionnaires that were used, no one would really
expect that an al coholic or any other person who
has been di agnosed with a substance-use di sorder
has any consistent |evel of notivation

We actually have notivational scal es that
we use that would get at it nore specifically, but
anmbi val ence is one of the hallmarks of this
di sorder so that a person may tell you one ninute

that, | amtotally notivated to be abstinent for

file:////[Tiffanie/temp/0510PSYC.TXT (287 of 290) [5/24/2002 5:28:40 PM]

287



file:////ITiffanie/temp/0510PSY C.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

288
the rest of nmy life and wal ks out of your office
and starts drinking again.

Thi s happens all the time. It is not that
they were lying in one case. It is just that they
are inpul sive and things change. So | amnot so
sure that we would gain very much by that, but | am
in favor of recommendi ng that people not use the
drug until they achieve abstinence and then it is a
drug for nmaintaining abstinence rather than hel ping
to induce abstinence.

DR. OREN. Dr. WMal one?

DR. MALONE: It seenmed also fromthat data
that they would have to be abstinent from other
substances, so it wouldn't just be al cohol. You
shoul dn't be abusi ng ot her substances, it seened to
me, at |east, conparing the Anerican and European
data, that was one of the key differences, was
usi ng ot her substances.

DR OREN. Dr. Wnokur?

DR WNOKUR: Just to reinforce that,
think it is inportant to point out that the only
data that we had a chance to | ook at where we did
see efficacy was under circunstances where
abstinence was the case at the time of instituting

treatnment, and the study that didn't go that way,
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1 there was a nore conplicated situation

2 So, until we have other data to broaden
3 our understanding, that really has to be the

4 starting point.

5 DR OREN. Dr. O Brien?

6 DR OBREN. | think it has been

7 mentioned but it might be worth highlighting that |
8 believe that one of the studies that nost people

9 woul d- -t hat was negative in Europe was the U K

10 study where there was a | ot of nonabstinence when
11 they started on the medication. So, in a sense,

12 that certainly supports the conclusion that m ght
13 draw fromthe American study and it suggests sort
14 of two-for-two, when they were not abstinent, the
15 results were not better than placebo.

16 DR. OREN. Any additional comrents from
17 the committee? Do the FDA staff want us to address
18 any other particular aspects?

19 DR MCORMCK: No. | would like to thank
20 you. This discussion this afternoon has been

21 extrenmely hel pful for us. You have answered,

22 really, all the questions that we have had. Thank
23 you.

24 DR OREN: | would like to thank the

25 public who has been here for us, the sponsor for
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1 presenting their data and, of course, all of
2 menbers of the committee for your tine. | wll
3 call this meeting to adjournment. Thank you
4 [ Wher eupon, 4:00 p.m, the neeting was

5 adj our ned. ]
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