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abstinence or drinking that these are appropriate.

DR. CHABAC. | just want to add sonething.
Renmenber that we designed all our European studies
using a core protocol. That neans the sane study
design. In our protocol, we specified which were
our primary criteria, mainly time to first rel apse
since we were seeking for an indication to naintain
| ong-term abstinence. So it was our prinmary
criteria very well described in our protocol and it
is in the NDA

DR LEON:. Can | just follow up? In ny
readi ng of the docunents, it |ooked like the time
to al cohol was not specified as a prinary dependent
variable either in Pelc or in the second one,
Paille.

DR. GOCDVMAN: Right; | think that is
correct. They varied slightly between the studies
but what | amsaying is that the information that
was obtained allowed one to do an integrated type
of analysis where you could use the infornmation and
|l ook at it for a simlar outcone paraneter. As |
said earlier, and | think we all agree, there is
not really a nmethodol ogy, a statistica
met hodol ogy, people certainly agree on but the

out cone neasures for this, especially when Lipha
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was wor king with acanprosate, naltrexone was not
avail abl e in Europe and just becane avail able there
recently. So Lipha was really pioneering this area
and the types of outcone paraneters that were used
were, by that very nature, sonething that could be
gl eaned fromthe information gathered.

I think probably each country had their
own kind of slant on what they thought, nore or
| ess investigator-driven types of endpoints.

DR G COOK: The prinmary objective,
relatively clearly abstinence.

DR. GOODMAN:  Yes; exactly.

DR G COK: So, even though there may
have been variations on how abstinence was | ooked
at, whether it was time to first drink or conplete
abstinence or nunber of abstinent days, the focus
was on abstinence and the concl usions across those
multiple criteria were pretty much the sane.

I think the anal yses the FDA has done
pretty nuch agrees with that so there are not
really any major inconsistencies that | have seen
if you basically say the real objective of those
studi es was abstinence.

DR. LEON: But | still haven't heard you

say that the data anal yses that were presented
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today corresponded directly with that that was
descri bed before the data were collected. It seens
like the primary efficacy measure and the data
anal ytic techniques in all four of the studies are
different than those specified in the protocols.

DR. G COOK: But, for the three European
studies, your earlier point, which is consistency
of findings across a variety of ways of |ooking at
the data, was, indeed, supported. Now, the U'S
study is going to be a totally different phenonenon
which we will get to shortly.

Essentially, the structure of the European
studies, particularly at the tinme they were done,
had a reasonably cl ear objective of abstinence and
the criteria that were | ooked at were all criteria
that were relevant to abstinence. The concl usions
across those criteria by the different ways of
| ooki ng at them whether by the sponsor or the
agency, were pretty much the sane.

It woul d be inportant that they were the
same because if it had turned out that the anal yses
of abstinence in the Europeans had varied according
to nmeasure or method, that would be an issue with
respect to the European studies. So, the fact that

there is consistency across those different ways of
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| ooking at the data, even though they have
di fferent conventions for how you deal wth
intervals between visits, is inportant to the
r obust ness.

Wth respect to the U S study, | think
there was, at one tinme, interest inthe tine to
first drink or abstinence. That was a goal of the
U S. study. But that was basically defeated
because the patients weren't abstinent at baseline.
In other words, unlike the European studies, you
did not have abstinent patients at baseline. So
the notion of looking at time to first drink or
total abstinence broke down. That is why other
things had to be | ooked at.

Now, the role of the U S. study here is to
try to understand consistency; is there infornmation
inthe US study that nore or less fits with what
was proven in the European studies. The U S. study
doesn't prove anything. It is possibly
i nconclusive. It possibly raises doubt about what
was seen in the European studies.

So the role of all of the explanatory
anal yses--we don't call them confirnmatory anynore
for the U.S. study; we call them explanatory--is to

try to understand whether there is infornmation or
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trends in the U S. study that fits with what was
proven in the European studies. That is what Dr.
Mason tried to share with you all.

So the original planned anal yses didn't
wor k because we didn't have an abstinent popul ation
at basel i ne.

DR OREN: Dr. Hamer?

DR. HAMER  Actually, | have a rel ated
question. | have very little experience in
subst ance abuse but | do have a great deal of
experience in depression studies and schi zophrenia
studies and a variety of other psychiatric studies.

If a sponsor cane in with four depression
studi es of which three were positive and one
wasn't, basically, | think both the FDA and this
committee would tend to sort of shrug our shoul ders
and say, you know, we have failures in depression
studies. Three out of four is not bad. Sounds
like a good drug to ne.

So, as a statistician, | never want to
underesti mate the pure properties of randomess.

So | may not feel as conpelled as the FDA seens to
feel to seek explanatory reasons for why the U 'S
study, unfortunately, failed.

Now, there are other issues with the
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Eur opean studies having to do with the tine frane
and conditions under which they were designed and
the fact that they didn't have this rigid
prespeci fi ed endpoi nts and anal yses as the ones we
woul d desi gn now are.

But | do agree with Dr. Cook that what we
really should be pulling out of the
nonpr ot ocol - speci fi ed reanal yses of the U S. data
is that these anal yses are possibly expl anatory.
They are hypot hesi s-generating. They are not
hypot hesi s-confirmng. | hope that the sponsor is
not claimng that these hypotheses in the U S
study indeed confirmthat acanprosate pronotes
abstinence in patients who are already abstinent
and | would hope we don't interpret it that way.

So | would say that our task, in sone
sense, is, using the standards that we are
accustomed to using, in a sense, to | ook at the
Eur opean studi es and deci de whet her those provide
sufficient evidence of safety and efficacy.

DR. OREN: If | could just ask you, since
we just have a few nore mnutes for this
segnent--we will have an afternoon di scussion
section to weigh all the different points. So if

we could just focus on the specific questions for
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the conpany to answer.

DR. HAMER In that case, | will postpone
t hi ngs.

DR. OREN. kay. Dr. Keck?

DR, KECK: This is a belated follow up to
Dr. O Brien's point about psychosocial influence on
outcone. | amjust, again, trying to understand
the many reasons why the U S. study failed. 1In a
way, it doesn't surprise nme that a study in which
you had anbival ently notivated peopl e many of whom
were not abstinent to participate in the trial with
poly drug abuse didn't do so well in this study.

But one ot her enbedded reason | wonder
about in the design is it seems to me that patients
had not only one but potentially two psychosocia
treatnments here because of the--1"mgetting the
term nol ogy here--the tine-line foll ow back nethod
whi ch, again, com ng not as a substance-abuse
resear cher but doing research in other
i mpul se-control disorders, any tine you put a diary
into a study as a treatnent-outcone neasure, you
invariably introduce, | think, subtly, a form of
behavi oral therapy by conpletion of the diary,
itself.

So | guess | amsaying it seens to ne you
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had two psychosocial interventions or behaviora
therapy interventions which | think nmade it even
more difficult to find a drug-placebo difference.

Does that sound fair to say?

DR. MASON: It sounds quite fair and
accurate, and the placebo response rate was high in
the U S. study. | conpletely agree with you that
the data-collection nethods, in thenselves,
probably raised the threshold of what was perceived
by the patient as therapeutic activity, in addition
to the twenty nminutes that they were officially
assi gned.

DR. OREN:. Dr. Hughes

DR. HUGHES: | wonder of you could respond
to ny rationale here. The notion is that, with
i ncreased psychosocial treatnent, you decrease the
odds ratio between active and placebo. That is the
notion | hear being proposed.

If increased psychosocial is--the typica
way you test that is you take the response of the
pl acebo group and does it correlate with the odds
ratio. It is a standard netaanal ytic treatnent.

So the notion is studies that have hi gh placebo
responses shoul d have | ow odds rati os.

| did this before | cane down. Wen I
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1 | ook across the fourteen studies, that is not the

2 case in the fourteen acanprosate studies. So

3 rationale is the data don't suggest that high

4 pl acebo rates lead to | ower odds ratios. But maybe

5 I am t hi nki ng wrong.

6 DR. GOODMAN: | amcertainly far froma

7 statistician but | would just coment that, if you

nmy

8 are | ooking across the European studies and, if

9 under st ood your comrents correctly, you were

10 tal ki ng about behavioral therapy and | gathered

11 sonet hing rat her substantial that was, as Dr. Mann

12 has pointed out, that was not the case in Europe.

13 It was not consistent and it varied and it was
14 nmore--the termthat was used in the European

15 dossier was "naturalistic."

16 Maybe | didn't understand what you were
17 sayi ng.

18 DR. G COOK: This is Gary Cook, again.
19 am not sure how to answer your question. | think

20 when the placebo rate is higher, that can nake it

21 more difficult to show a difference in rates
22 because the amount of room for change may be
23 affected.

24 (dds ratios are conplicated kinds of

25 things, so their ability to be large or snall
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related to the base rate that you are working with
so an odds ratio of 90 percent versus 95 percent is
2. If you have 90 percent conpared to 95 percent,
the odds ratio there is about 2 whereas if you are
conparing 50 percent to 67 percent, the odds ratio
is 2.

So |l think it is very difficult to try to
actual |y project what you think an odds ratio night
do as you change the base rate. If you do have
hi gh pl acebo rates, it may nmake it nore difficult
to show a substantial difference in response rates
because the amount of room for inprovenent may be
| ess.

But | think, really, it is uncertain in
these kinds of things. Also, again, the U S
popul ati on and European popul ati ons were different
from one another, so extrapolating across the two
popul ations will have its difficulties.

DR. OREN. To conclude this segnent, Dr.
Rudorfer and then | will ask one question after
t hat .

DR. RUDORFER: Thanks. It certainly can
be challenging to do an effectiveness study such as
the U. S. study where one broadens incl usion

criteriato try to better reflect real-world
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popul ations. | think the American investigators
did a very good job of responding to the FDA
request to, say, have a broad age range and i ncl ude
cornmorbidities.

But what concerns ne is they are sort of
goi ng back to basics. |If we are discussing the
efficacy of a drug for "maintenance of |ong-term
abstinence fromal cohol,” | still don't understand
why abstinence was not an inclusion criterion.

DR GOCDMAN: | will let Barbara address
that, but | think our assumption in designing the
protocol was that patients would understand that
they were to be abstinent at the study onset. It
was not explicitly stated, but that was our
expectation. So, of course, it was quite a
surprise to find out that half these people were
not absti nent.

I think we had been quite--what would I
say--just really tuned into the European
popul ations as starting fromthis abstinence
wi t hout appreciating that that would not be the
case in our study.

But, Barbara, you m ght--we also had the
st eady-states idea

DR. MASON: Your point is well taken. The
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behavi oral therapy was abstinence oriented,

conpl ete abstinence. The admission criteria was
peopl e had to have a m ninum period of tine with no
hazar dous drinking, which is no nore than one drink
a day for wonen, two drinks a day for nen, so that
they woul d have decreased to that |evel so we

woul dn't have to deal with wthdrawal synptons on

st udy.

But, because acanprosate takes the time
that it does to reach steady state, and the ani nal
literature was indicating that there may be sone
benefit in al cohol w thdrawal, our idea was to
start drug as soon as possible in the process to
hel p these patients beconme and stay abstinent.

That is why the admission criteria were
what they were. We did no interimanalyses or
peaks or anything and so that is why it was the
surprise that it was in terns of the rate of
nonabsti nence.

DR. OREN. My question is for Dr. Mann.
In the European studies in support of the efficacy
of acanprosate, you nentioned that the conpl etor
rates were higher in the active group than in the
pl acebo group. Was that a statistically

significant difference and what kind of statistic
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was used?

DR. MANN. It was a significant
difference. | think we could pop up one of these
extra slides, but I know there was a significant
di fference between those two groups but | don't
recall what kind of statistics we did. But we
could find out and then deliver that information
later if you want. Sure.

DR. OREN: We will now take a ten-nminute
break and then reconvene to hear from the FDA.

[ Break. ]

DR. OREN: W are now at the point for FDA
presentations. | wll call upon Dr. Celia
Wnchel |, Medical Team Leader for Addiction Drug
Product s.

FDA Presentati ons
Clinical Issues on Efficacy

DR. WNCHELL: | am Celia Wnchell from
the FDA and | am going to speak to you this norning
about the clinical review of the efficacy of
acanpr osat e.

[Slide.]

I want to let you know that we approached
this data hopefully. We knew before the

application cane in that the Anerican trial hadn't
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worked out. But it isn't unusual for an
application to contain sone trials that worked and
some trials that weren't able to show a difference
from pl acebo

But this time, we had sone ol der, perhaps
| ess rigorous, foreign studies that worked agai nst
a recent donestic and really good study that
didn"t. It was hard to overl ook that.

We had some reservations about the conduct
of the European trials but we | ooked at them at
thema few different ways and we were able to find
encouraging results. Then both the statistica
reviewer, Dr. Wang, and | dug into the Anerican
trial data. W really hoped there would be sone
expl anation for the outcone that woul d have sone
face validity and could tell us sonething about
circunstances in which acanprosate works and
circunstances in which it doesn't and that woul d
gi ve us confidence that we could accept the
Eur opean studi es.

For about the next half hour, | am going
to take you through the process of |ooking at the
efficacy data and show you where it |ed us.

[Slide.]

The questions on this slide are the ones
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you have been asked to consider this norning. You
have heard sone coments from Li pha on the matter
and, before | begin, I will point out that there
are two ways of casting the questions.

It was suggested in the materials that we
reviewed that the reason the European trials were
abl e to denonstrate the effect of acanprosate and
the Anerican trial wasn't is primarily that the
popul ations differed. The European subjects, as we
have heard, all random zed to treatnent after
conpleting an inpatient detox. There were few
pol ysubt ance abusers in the European studies and
the European studies either assuned or required a
hi gh I evel of notivation for abstinence.

Li pha was able to identify a subset of the
Ameri can popul ation they presented to us as being
nmost |i ke the European subjects and they feel that
this group did denmonstrate the effect of
acanprosate. So you could put the questions on the
slide this way. G ven the positive findings
t hr oughout Europe, how would we weigh the results
of the United States trial upon consideration of
our expl anatory anal yses based on popul ation
di fferences?

But, on the other hand, | found a nunber
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of the aspects of the European data presentation
that gave nme pause during ny review and | was
completely unable to find a way to explain the
results of the American trial

As you saw in the materials provided in
t he backgrounder, | defined a nunber of popul ation
subsets that | thought could account for the
di fferences. For statistical reasons, | restricted
mysel f to use of prerandom zation characteristics
and, no matter how | sliced it, there was no
treatnment effect of acanprosate at the proposed
dose. It was not a matter of failure to reach
statistical significance due to small sanple size
There was really no difference and occasionally
there were differences that trended in the wong
direction, in the direction of favoring pl acebo.

So | would be inclined to put the
questions this way. In view of the failure of the
carefully conducted Anmerican trial, which we are
unabl e to expl ain through anal yses directed at
various subpopul ations, can we accept the findings
of the European studies knowi ng the data was
collected | ess systematically.

[Slide.]

In the next fewmnutes, | amgoing to
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take you through the review of the efficacy data
that was subnmitted to the FDA for review. The
enphasis in the material submitted to us for the
purpose of an integrated efficacy analysis was on
the cumul ative abstinence duration. So | wll
cover how we concluded that this outcome variable
identified for the European pivotal trials couldn't
really be viewed with confidence.

Then | will give you the good news about
what we were able to nake out of those trials and
then I will wal k you through the American trial
whi ch wasn't able to show an effect of acanprosate
and our attenpts to resolve the discrepancies
bet ween t hese bodi es of data.

[Slide.]

So, first, what is nmy problemwth
cunul ati ve abstinence duration. As | nentioned,
the primary outcome variabl e enphasi zed in the
i ntegrated anal yses in the European pivotal trials
was cumul ative abstinence duration, which is
measured in days, or what was called corrected
cunul ati ve abstinence duration which anpbunts to
percent days abstinent.

In your briefing book, you read that we

rejected this variable on review. | wll remnd
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you that these studies were conplete at the tine
the IND was open. W never discussed the design
and analysis of these trials prospectively, so
there wasn't an opportunity to comment prior to the
NDA revi ew.

Let me make the point that | have no
problemw th these neasures in theory. They are
attractive because they capture the picture of
dri nki ng behavi or even for those subjects who don't
abstain for the entire observation period which we

know i s npbst of them

The problemwi th the use of these measures

in anal yzing the European studies is that they
anmobunt to a fal se precision. These studies

coll ected the drinking data in a sonewhat
nonsystematic way at w dely spaced visits and used
various data-handling rules to convert the data so
coll ected into nunber of days of abstinence and
days of dri nking.

On examning the protocols, the
case-report-formfields and the data-handling
rules, | concluded that the CAD in the three
pi votal European trials, actually in all the
European trials, the ten additional ones other than

the British study, seemto be a highly inputed
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val ue that went beyond the precision of the data
actual ly coll ected.

I will walk you through the three pivota
studies to show you what | nean.

[Slide.]

We have al ready heard about these studies.
The first study is Pelc Il. This was a short-term
study with 90 days of treatnent. This study had
seven on-treatnent visits. These visits were close
together, one to two weeks. At each visit, the
i nvestigator estimted the subject's average daily
consunption on drinking days and average frequency
of consunption. It wasn't a systematic approach to
this, like the tine-line foll ow back nethod.

The real problem though, is in the
data-handling rules. Anyone who had any nunber
other than 0 listed for frequency and anount for
the purposes of the CAD cal cul ati on was consi dered
to have been drinking during the entire inter-visit
interval. So any nunber between one drinking day
and 15 drinking days was transfornmed to 15 dri nking
days.

If a visit was m ssed, drinking days were
imputed all the way back to the previous visit. So

this nmethod collapses a fairly wi de range of
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responses into two possibilities, 0 or 15. 1 find
this troubling because the result was then

mat hemati cally summed, a nean was cal culated to the
tenth place and conpari sons were nade
statistically.

[Slide.]

The Paille study, somewhat nore
probl ematic, had a one-year treatnent period but
only nine visits on treatnent so the interval was
as nmuch as 60 days between visits. At these
visits, the investigator again came up with an
estimate of the nunber of days of nonabstinence and
the drinks per drinking day without a systematic
techni que for reconstructing the data.

But, unlike the Pelc study which used this
very conservative approach, the Paille study
handling rules took that estimate on its face and
put it into the calculations of CAD. | amjust
skeptical about the precision

[Slide.]

The PRAMA study had only six visits over
48 weeks of treatnent. For half the visit, the
intervisit interval was three nonths. At these
visits, there was a gl obal assessnment by the

physi cian and then the physician was al so supposed
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1 to determine if a relapse occurred, classify it as
2 short-termor long term try to figure out when it
3 happened, and then there were data-handling rules

4 for the calculation of CAD which are so conpl ex

5 that | have put themon a separate slide which is

6 still too small to read.
7 [Slide.]
8 I know you can't read this but | amj ust

9 trying to make the point that there is such a

10 conplicated set of mathematical rules here to

11 transformwhat is a rough estinmate about what has
12 happened for the past three nonths into a specific
13 nunber of days of drinking versus abstinence. |
14 just felt that is a false precision that goes

15 beyond what was really known. That was the bad

16 news.
17 [Slide.]
18 But the good news was we | ooked at the

19 datasets and tried to see what we could concl ude

20 based on the data collected. You have heard that a
21 consi der abl e anount of effort went into

22 est abl i shing abstinence versus nonabsti nence.

23 There were bl ood-al cohol |evels taken,

24 breathylizers. There were collateral informants

25 There were other external informants. There was a
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| ot of effort here. So we could place sone
credibility on that.

I considered how many peopl e were assessed
by the investigator as continuously abstinent. |
realize that is a very high standard and doesn't
really capture all of the clinical effect that
woul d be considered relevant so | wanted a way
other than CAD to | ook at periods of abstinence
even if they were interrupted by periods of
dri nki ng.

So | went through and |I counted how many
peopl e had zero visits at which they were assessed
as abstinent, how many had two, and so on, and
conpared across treatment groups. Now, with an
intervisit interval of 90 days, binary assessnent
of abstinence versus nonabstinence, maybe a little
suspect but we tal ked about all the effort that
they went to do this; right?

If the subject can convince the
i nvestigator he hasn't had a drink in three nonths,
that probably does nean somet hi ng.

[Slide.]

Here | have laid out the results of the
conti nuous abstinence analysis. This lists the

nunber of percent of subjects in each treatnent arm
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who were assessed as continuously abstinent

t hroughout the treatnent period. |n each of these
studi es, acanprosate, at the dose proposed for

mar keting, was superior to placebo and the
differences were statistically significant.

Here Pelc is clear. Here this one is kind
of marginal and it depends on what analysis you do.
M ne canme out with a p-value of 0.042 for this
pai rwi se conparison. Then here | will just
clarify. This says 1998 per day. Actually these
patients were allocated by weight so that heavier
patients got 1998 per day and | ater patients got
1332 per day. But it turns out there were only
thirteen people who got 1332 a day. So, for
convenience, | amjust calling it 1998 a day and
this is also statistically significant.

[Slide.]

I also wanted to |l ook at the results that
i ncl uded nonconti nuous abstinence as clinically
relevant. So | tabul ated for each study how many
subj ects were assessed by the investigator as
abstinent at zero visits, one visit, tw visits and
so on. | amgoing to show the tables for each
study one-by-one on the next few slides. | wll

just tell you that the differences cone out
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statistically significant in favor of acanprosate
1998 mlligrans per day in all the studies.

If you l ook very closely, it seems that,
for the nost part, the superiority in this analysis
continues to be driven primarily by the subjects
who were continuously abstinent. But thereis, in
sonme studies, a little greater tendency for the
pl acebo subjects to have very few abstinent visits.
In other studies, the subjects who have many but
not all abstinent visits strengthen the finding.

So this first slide shows you the results
fromPelc Il. There were supposed to be nine
visits but, for sone reason, there are no subjects
with nine abstinent visits. But these nunbers
here, this 26, 26, 9, these are the sanme numbers
that conme up for the continuously abstinent
analysis. | haven't been able to explain this. It
may have to do with handi ng of nissing data.

In any case, you will see here that there
is a greater tendency for placebo subjects to have
zero, one or two abstinent visits as conpared to
peopl e assigned to active condition

O course here you will see this is
consistent with the continuous abstinent analysis.

There are just a |lot nore people assigned to active
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who had eight visits conpared to pl acebo

[Slide.]

Here is the analysis for the Paille study.
There were nine visits, these 85 people here.

These are 85 people who were continuously
abstinent. They are shown as having nine visits
assessed as abstinent.

This study was the one that had the nost
mar gi nal results when you | ook at continuous
abstinence. But you can see that if you add in the
peopl e who had ei ght abstinent visits, that
strengthens the finding because you end up with 44
in each of these groups which is 24 to 25 percent.

In the placebo group, you end up with 22,
which is only 12 percent. At the other end of the
spectrum the | east successful end, the difference
is less obvious. 54 percent of the placebo group
has two or fewer abstinent visits--1 am adding
these together--conpared to 47 percent of the
acanprosate | ow dose group and 40 percent of the
acanprosate 1998 nilligram group

[Slide.]

Here is the data from PRAMA. There were
only six visits in this one-year study and, as Dr.

Wang will discuss, there were nmany dropouts and
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dropouts occurred at different rates across
treatnment groups. Mssing visits couldn't be
assessed as abstinent visits. They were m ssing.
So this analysis is vulnerable to the dropout
problem W understand that many fewer placebo
subj ects actually attended six visits so,
obvi ously, they have many fewer opportunities to be
assessed as abstinent.

So we have to look at this analysis with
caution in view of that phenonenon. But here you
see that the superiority of acanprosate over
pl acebo at the npbst successful end of the spectrum
is clearly driven by the subjects with six
abstinent visits. There is no difference at four
or five.

But the difference between treatnents is
al so apparent at the other end of the success
spectrum 63 subjects, or 46 percent in placebo
group, had zero or one visit at which they were
assessed as abstinent as conpared to 39 which is
just 29 percent of the acanprosate group

[Slide.]

So, in sumary, it does look as if the
three European studies indicate an effect of

acanprosate in nmintaining abstinence after
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det oxi ficati on.

[Slide.]

Let's turn to the American study. As you
have already heard, this was a nulticenter study
i nvol ving 601 subjects at 21 centers throughout the
United States, 260 subjects random zed to pl acebo,
258 on acanprosate 2000 milligranms a day and 83 to
the exploratory arm acanprosate 3000 nmilligranms a
day.

We have discussed that the study used a
different forrmulation fromthe one in the European
trials. In those studies, there was a 333
mlligramtablet. Subjects took two tablets three
times a day with neals. This study used a
compositionally proportional 500 mlligramtablet.

The subjects actually took three tablets
QAM and (HS3. So everybody, including the 3 gram
exploratory arm would have to take three tablets,
the 2 gramgot two active and one placebo and the
pl acebo arm got three pl acebo.

We have al ready discussed the
phar macoki netics and the TID dosing isn't essentia
to maintaining steady state. So BIDis not a
concern. And we have already touched on the food

effect. The effect of food is to | ower systemc
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exposure so, if anything, we think that the dosing
schedul e in the Anerican study woul d have exposed
the American subjects to a higher total daily dose
even though the nominal dose, 2 grans and 1998
mlligrams, are essentially the sane.

This was a carefully conducted and cl osely
moni tored study. The features included six nonths
of treatnment with eight on-treatnent visits npbst of
which were at four-week intervals. Subjects
brought drinking diaries to each visit which were
used to hel p reconstruct day-by-day drinking data
using the tine-line foll ow back method.

Breath al cohol was neasured at each visit
and col lateral informant data was al so collected at
intervals. This information was used to nodify the
drinking data when it conflicted with the subject's
information and, in addition, as we have heard, the
subj ects received a standardi zed brief psychosocia
therapy oriented to reinforcing nmedication
conpl i ance.

[Slide.]

The primary outconme neasure was the
percent of study days whi ch were non-drinking days
referred to in the study report as corrected

cumul ati ve abstinence duration. The nunber of
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non-drinki ng days was cal culated fromthe tine-Iline
fol |l owback data as nodified by other information
in the breath al cohol collateral infornmant and
there was an al gorithm prespecified for assigning
val ues to mssing days that occurred prior to

di scontinuation or lost to follow up.

There was also a fairly rigorous protoco
for locating subjects to mnimze the anount of
data that had to be inmputed. M understanding is
that, in the calculation of a CCAD
di sconti nuati ons were evaluated by a blinded pane
of raters and, if they were related to drinking,
all the days after discontinuation were considered
drinking days. But if a discontinuation was not
considered related to drinking, the denom nator was
then adjusted so that the days after dropout were
not considered in this calculation of percent days
absti nent .

You might think that that is very
conservative and unfair to people who drop out
early as the result of drinking, so we actually
| ooked at people's baseline level of drinking to
see, if they got worse, maybe they would go back to
how bad they were before they came into the trial

It does probably overestimte but over
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hal f the subjects were drinking six or seven days a
week. About a quarter of themwere drinking four
or fewer days a week. So it is an overestinmate but
it is not horrendous.

[Slide.]

These are the results that | get fromthe
sponsor's datasets that were submitted to us for
review. Considering the entire intent-to-treat
popul ati on, the mean percent days abstinent for the
pl acebo group was 51 percent. The snall group that
was random zed to 3 grams a day, about the sane, at
50 percent. And the group that got the reconmended
dose of acanprosate 2 grans a day had a nean
percent days abstinent of 46 percent.

Looki ng at the nedi ans, placebo al so
out perforned acanprosate. Wiy did this happen? If
acanprosate worked in the European studi es why
didn't it seemto work here?

[Slide.]

Here were the sinplest and nost attractive
expl anations presented to us fromeven before the
NDA was submtted. First, the European subjects
had been detoxed and were abstinent at baseline but
the American subjects were not required to undergo

det ox probably as a consequence of the current
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climate in our nedical-care delivery system Only
about 10 percent of themgot it.

Furthernmore, by the tinme the
study-nedi cation treatnent began, about half the
subj ects were already actively drinking. So, the
first idea that springs to mnd to all of you is
that acanprosate is just a rel apse-prevention
agent. It keeps alcoholics fromtaking the first
drink but it can't seemto put the brakes on if
soneone is actively drinking.

So, of course, | |ooked at the subset that
was abstinent at baseline which is about half the
subj ect s.

Now, the second difference was | evel of
motivation. Sone of the European studies actually
required, as a condition of entry, that the subject
be committed to abstinence. Ohers didn't, but it
has been assuned the subjects nmust have been
not i vat ed because they were willing to go through
det ox.

Now, | am not sure about that because
don't know about the healthcare delivery systemin
Eur ope, either now or at the tine these studies
were done over ten years ago. It is possible

i npatient detox was pretty standard and readily
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avail able and that willingness to go into the
hospital for three days wasn't really a marker for
a high level of notivation

But let's say it was. In the Anerican
study, as you heard, subjects were asked to
i ndi cate at screening what their goal was for
treatnment and they could choose froma |ist that
ranged fromtotal abstinence to no goal. You saw
that it included tenporary abstinence, controlled
drinking. You also saw there was anot her option on
there; total abstinence, but | realize a slipis
possi bl e.

This wasn't, "I think a slip is okay," or,
"My therapist has told nme, you will probably slip."
That's okay. Let's talk about what we are going to
do about it. This was just, ny goal is total
abstinence but | realize a slip is possible. It
was multiple choice

I regard that as just as notivated but a
little nore realistic. And | put those two
together. That is actually 72 percent of the
subj ects and evenly distributed once you add t hem
together, evenly distributed across treatnent arns.

Finally, the high rate of pol ysubstance

abuse in the Anerican trial was striking,
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especially given that a positive urine tox for
anyt hing other than marijuana was excl usionary.
Now, only PRAMA of the European studies gave us

i nformati on about other substance-abuse history
and, in that study, on 20 percent of the subjects
had any history of other substance abuse.

In contrast, the United States popul ation,
only 20 percent did not have a history of illicit
drug use.

[Slide.]

As you have heard, Lipha was able to find
a subset they thought resenbl ed the European
popul ation. It was defined by sone
post -randoni zati on vari abl es, post-random zation
compliance with visits and nedication. In
addition, a treatnent goal of conplete abstinence.

In this group, the acanprosate arm had 70
percent days abstinent and the placebo group had 63
percent. But the problemhere is that it appears
to be that this is the only popul ati on that
demonstrates an effect of acanprosate. It is
defined primarily by post-randoni zati on behavi or
such as nedi cati on conpliance and observed use of
substances. All post hoc anal yses nake us

unconfortabl e because if you do enough of them you
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are bound to find one that cones out significant
whi ch actually nmakes it particularly troubling that
we couldn't.

But subset anal yses, whether post hoc or
pl anned, that rely on groups defined by
post -randoni zation factors are particularly
troubling. Finding that a drug was particularly
effective in a group with a certain set of
post -randoni zati on behaviors really doesn't give us
any information that we can use for patient
sel ecti on.

VWhat's nore, this popul ation definition
doesn't even take into account the issue of
abstinence at baseline which the proposed | abel
i ndi cation now indicates is the inportant feature
of patient selection. So | amnot convinced by
this finding. | amnot convinced by this
popul ation definition

As you read, | conducted a series of
subset anal yses of ny own using popul ations that
seened to nmake sense to ne.

[Slide.]

I amgoing to go over for you ny anal ysis
popul ati ons and how | hit upon them | analyzed a

subset of subjects that were abstinent for at |east
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five days at baseline. That is fairly
straightforward. The subset that identified a goa
of abstinence, whether or not they indicated that
they realized a slip was possible. And | tried to
figure out the best way to define the
nonpol ysubst ance- abusi ng popul ation. So let me
take you through sone of the things | considered.
First, there was sonething called an

illicit drug use index cal cul ated for each subject.

If they had no history whatsoever of illicit drug
use, that was zero. So | |ooked at that group, but
it was very, very small. It was 20 percent of the

random zed popul ati on.

So then | thought, well, maybe past-year
drug use was probably a reasonabl e indicator of
current active pol ysubstance abuse. So | |ooked at
the group with no illicit drugs in the past year
whi ch enl arged the subset to about 40 percent of
the random zed popul ati on

But, because subjects were allowed to
enter the study if they had a tox screen positive
for marijuana, if | |ooked at the group that had no
past-year drug use other than marijuana, | actually
got as many as 80 percent of the randonized

popul ation. Now, | will acknow edge that that is
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our fault. We asked Lipha to broaden the inclusion
criteria to allow for a positive tox for marijuana
at entry because we are concerned that the actua
target popul ation has a pretty high preval ence of
pol ysubst ance abuse and it seenms |like we were
right.

Even though people were screened out, if
they had current dependence on any ot her substance
and screened out if they had a positive urine tox
at screening for anything other than marijuana, the
enrol |l ed popul ation still has a 14 percent history
of opiate use and 49 percent history of cocaine
use. This is what American al coholics ook Iike.

| also | ooked at the group defined by the
results of urine toxes during the study. But | am
actually not at all convinced that this is useful
Wth monthly study visits, tox screens are unlikely
to pick up all the illicit drug use in the study
and al so nothing can be predicted about the results
of urine-tox screens that weren't done because the
subj ect dropped out of the study.

So if you select subjects who just don't
have urine-tox evidence of drug use, it doesn't
mean you have a popul ation that didn't use drugs.

It also especially nmeans you don't have a
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popul ation that is prone to use drugs after they
drop out. Also, there were only urine-tox data for
525 subjects, so | didn't use this.

Utimately, | decided to focus on the
subj ects whose only illicit drug use in the past
year had been marijuana. So, from now on when I
say no past-year illicit drug use, what | am
tal king about is actually the subjects who had no
past-year illicit drug use other than marijuana.

Then | put together the subset that was
abstinent at baseline, notivated and had no
past-year illicit drug use, a very small group,
only 20 percent of the random zed popul ation

[Slide.]

These are my results. This is using the
sponsor's corrected cunul ati ve abstinence duration
in the dataset. Here is notivated. | don't have a
slide for this but I did look. | |ooked at
nmotivated, total abstinence versus total
abstinence, but | believe a slip is possible. And
they are exactly the same. They are the sane.

Here is abstinence. Here is the no
hi story what soever of drug use. These are very
smal |l numbers. No illicit drugs and here is not

illicit drugs other than marijuana. This is the
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last tine you are going to see these guys. You
will see that these are all actually going the
W ong way.

| have to say that, going into this, | was
really hoping that the rubber was going to neet the
road sonewhere. | was going to be able to say,
ah-ha, it only works in pure alcoholics, or, see,
as long as you are abstinent at baseline, it works.
But these anal yses just don't bear out any
concl usi on about patient selection that suggests
why acanprosate didn't work in this study.

[Slide.]

Looki ng at the subset that was abstinent

and notivated and the subset that was abstinent,

mot i vated and had no past-year illicit drug use,
still could not find an effect of acanprosate.
[Slide.]

I | ooked at other neasures, too. Conplete
abstinence wasn't very useful because there were so
few subjects, 33 to be exact, who were abstinent
for the entire trial and 20 of themwere on
pl acebo.

There was a categorical analysis of good
response whi ch | ooked at how many subjects had 90

percent days abstinent or nore. This was
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i nteresting because the notivation | TT popul ati on
defined by the sponsor did show the acanprosate
group tied with the placebo group and then the
sponsor defined notivated efficacy eval uabl e
popul ati on showed acanprosate beating pl acebo, but,
as it turned out, ny anal ysis popul ati ons do not
fare as well and the placebo group did better than
the acanprosate group in all the popul ations that |
tried.

[Slide.]

So next | |looked at fairly libera
definition of success. There was a dataset in
whi ch rel apse was flagged if the patient rel apsed
into having at least five drinks a day for five of
the next seven days.

So we | ooked at how many subjects never
had a rel apse as so defined. CQbviously, success by
this criterion is fairly conmmon. |In this slide,
you will see the ITT population looks a little bit
promi sing but neither the abstinent subset, the
mot i vat ed subject, the no-past-year-illicit drugs
or the group that net all three criteria show an
ef fect of acanprosate on this neasure. But the
sponsor notivated efficacy eval uabl e does.

[Slide.]
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Just in case | mssed sonething, | pored
over the denmographics fromthe different trials to
find another explanation. | was so enthusiastic
about this that | misinterpreted this data and
confused the number of drinks per drinking day with
the average nunber of drinks per week and | was
under the msinpression that there were nore heavy
drinkers in the European data.

But, just in case you were wondering, this
anal ysis doesn't work either

[Slide.]

In summary, the European studies indicate
an effect of acanprosate on either a continuous
abstinence or nonconti nuous abstinence while the
Anmeri can study does not denonstrate the efficacy of
acanprosate in any subset defined by
prerandoni zati on vari abl es that woul d be useful for
patient selection.

[Slide.]

So | will put the questions back up here.
I have gone through some of the concerns about the
data fromthe European trials; relatively
nonsystematic data collection, |ow frequency of
study visits and then sone of the ways in which the

European-trial popul ations differed fromthe
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Ameri can popul ati on.

Then | went through the exploratory
anal yses | undertook to try to select the subgroup
fromthe American study who resenbl ed the European
popul ati on on inportant neasures such as |evel of
mot i vation, baseline drinking status and
pol ysubst ance abuse and | showed you that | was not
able to identify any popul ati on that denonstrated
the effect of acamprosate on neasures including
percent days abstinent, categorical good response,
or even the fairly |l ow bar of surviving the trial
wi t hout five heavy drinking days in a single week.

Sol will reiterate ny way of |ooking at
the questions we have posed to you. In view of the
failure of the carefully conducted American trial
whi ch we were unable to explain through anal yses
directed at various subpopul ati ons, can we accept
the findings fromthe European studi es know ng that
the data was collected | ess systematically?

I amgoing to turn the nicrophone over to

Dr. Sue Jane Wang for the statistical presentation

Statistical Perspective of Acanprosate Experience

DR. WANG  Good norning, everyone. | am
Sue Jane Wang from Statistical Discipline of FDA

[Slide.]
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In this presentation, | would focus on the
statistical perspective of ny acanprosate revi ew
experi ence. [Slide.]

Here is the outline of today's
presentation. First, | will discuss the dropout
issue in the three European trials foll owed by
proper interpretation of the efficacy results. |
will spend nost of the tine on the U S. trial
because the drinking data was much nore credible in
this well-controlled study but knowi ng that the
differential dropout problemstill exists in the
US trial making it very difficult to interpret.

Finally, | would bring to your attention
on the conflicting anal ytical issues we faced

during reviewin the U S trial and the European

trials.

[Slide.]

Si nce you have heard severa
presentations, | will just use the follow ng

notations for the four dose arms that consist of
these four different studies: first, the placebo
arm acanprosate, |ow dose, only studied in the
Eur opean; acanprosate, nedium dose studied in both
different places; and the high dose, 3 granms per

day.
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[Slide.]

The Pelc trial was a multicenter
doubl e-bl i nd, random zed, pl acebo-controlled
three-arm study. The objective of this study was
to explore the effectiveness and tol erance of
acanprosate in helping to maintain abstinence in
t he weaned al coholic patient population. Although
the main criteria of judgnment was the consunption
of al cohol, the drinking data was based on
respective collections fromclinicians. The Pelc
Il study was the shortest, about three nonths study
durat i on.

[Slide.]

The nunber of patients in this study was
about 60 for each treatment arm Anong this
percent of patients who discontinued study early
was the highest with placebo, 48 percent, and | ower
but simlar for the | owdose and nedi um dose
acanprosate, about 30 percent. Tine to
di scontinuation fromthe study was sinilar anong
the three groups.

To anal yze the percent of patients with no
rel apse, two analysis results are presented. Let
me explain the two analyses first. For the dropout

of this analysis, patients who did not conplete the
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144
study and did not relapse will be considered as a
good outconme or a success. So the nunerator is the
nunber of patients who did not rel apse but who may
or may not conpl ete the study.

This is the traditiona
| ast-val ue-carried-forward anal ysis. Oten, the
additional trial considers dropout patients as a
bad outcone. However, in light of very different
dropout patterns between the U. S. and the European
trials, we think it is inportant to show t hese
anal ysis results.

The ot her one, see the row of as rel apsed.
Only patients who conpleted the study and did not
rel apse is considered as a good outcone. Although
a patient may discontinue the study and di d not
have any rel apse at the tine of discontinuation,
but in this analysis they woul d be considered as
rel apsed.

As shown in this table,
acanprosate-treated patients had nore than tw ce on
the percent of no rel apse as conpared to pl acebo
using either the dropout-as-is analysis or the
as-rel apsed analysis. |In addition, the finding of
the tinme to first rel apse was consistent with the

percent of no-relapse rates. Al showed convincing
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evi dence of acanprosate effect.

[Slide.]

The Paille was a nulticenter doubl e-blind,
random zed, pl acebo-controlled study with three
arnms. Although the | ow dose and medi um dose were
included in this trial, the main objective was
really to study the | ow dose not the nedi um dose in
the al cohol patients who were followed as
outpatients after w thdrawal .

In this 360-day trial, patient size was
about 180 per arm Sinilar to the Pelc Il trial,
significantly nore dropouts occurred in the
pl acebo-treated patients conpared to the two
acanprosate groups, 65 percent versus 55 and 48
percent. But the treatnent exposure time was the
shortest with the placebo, about eight nonths,
foll owed by the | owdose acanprosate of 10.5 nonths
and the high dose, 11.8 nonths.

When the LVCF type anal ysis was
performed--that is, the dropout-as-is
anal ysis--there was no statistically significant
percent of conpl ete abstinence between acanprosate
and pl acebo al though a nurerical trend was
observed, 23 percent in placebo, 27 in acanprosate

| ow dose and 20 percent in the high dose. The
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p-val ue was 0.285, not significant.

In contrast, when the as-rel apsed anal ysi s
was performed, tw ce higher in the percent of
conpl ete abstinence was observed with acanprosate
as conpared to placebo with a nom nal p-val ue of
0.044. Interestingly, the sponsor reported that
the percent of conplete abstinence using 340 days
as the cutoff instead of 360 days of the trial
period possibly related to the visit w ndow in
counting the nunber of days.

[Slide.]

In this analysis, as you can inmagine, it
|ies between the dropout-as-is analysis and the
as-rel apsed anal ysis giving a nom nal p-val ue
somewhere in between, in this case, 0.096, not
significant.

A closer | ook using the tine to first
rel apse outcome showed that the time to first
rel apse was twice |onger with the nmedi um dose but
not the | ow dose when conpared to placebo, two
mont hs versus one nmonth. It is noted again that
the trial objectively planned to study the | ow dose
but not the medium dose. Thus the | ow dose effect
cannot be concl usively shown and t he medi um dose

ef fect observed was expl oratory but was consi stent
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with the Pelc Il trial

[Slide.]

This is the third study for the European
trials. The PRAMA trial was a 48-week multicenter
doubl e-bl i nd randoni zed pl acebo-controlled two-arm
study studyi ng acanprosate versus placebo. The
obj ective here again is to help maintain abstinence
after detoxification in the al coholic patient
popul ati on.

[Slide.]

I would Iike to point out here that the
primary efficacy outcome for this study was
prespecified and that was tine to first rel apse.
Here, the relapse included short-termrel apse,
|l ong-termrel apse and conti nuous rel apse.

[Slide.]

In this 48-week trial conparing
acanprosate versus placebo, there were 136 patients
per group. Again, significantly higher dropout
rates were observed in placebo, 60 percent, versus
42 percent in acanprosate and had about half the
time on trial. It appeared that nore pl acebo
patients dropped out because of patient refusal

The percent of abstinence was higher in

acanprosate, 51 percent, versus 40 percent in
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pl acebo when using the dropout-as-is approach. The
rates were significantly smaller using the

as-rel apsed approach as this is nore conservati ve,
29 percent in acanprosate and 12 percent in

pl acebo. Note that, in this study, the primary

ef fi cacy endpoint prespecified was the time to
first relapse. Using the sensory indictor based on
either dropout-as-is or as-relapsed, the results,
based on time to first relapse clearly showed a
significant acanprosate effect.

[Slide.]

In summary, the three European trials had
the drinking data retrospectively collected and the
dropout rates were higher in placebo than in drug.
The effect of the medi um dose was shown in percent
conpl ete abstinence in Pelc Il, in PRAMVA,
confirmatory. In Paille, though, exploratory.

By the way, the medium dose is the
sponsor's proposed to-be-narketed dose. The effect
of the | ow dose acanprosate was not shown in the
Paille trial. | would like to point out that these
trials were planned and conducted in the late '80s
and early '90s, about a decade ago.

[Slide.]

Now | would like to turn to the U S
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trial. Subjects who were al cohol -dependent or who
had been wi t hdrawn from al cohol or who had
compl et ed medi cated detoxification within two to
ten days of study entry were studied. This was a
nmul ti center, double-blind, random zed,

pl acebo-control | ed study.

I would Iike to point out that the
random zed al |l ocati ons of patients to the three
treatment arnms were well bal anced. The al cohol
measurenents were rigorously collected according to
al cohol tine-line foll ow back schedul e.

[Slide.]

For the U.S. trial, the primary objective
was to confirmthe safety and efficacy of this
medi um dose acanprosate. The secondary objective
was to explore the efficacy and safety of the high
dose. The exploration was only planned for
one-third of the patients; that is, 83 patients
conpared to 260 patients of the other two treatnent
groups.

The treatnent phase was 24 weeks or six
mont hs and was conducted nuch nore recently,
between ' 97 and ' 99.

[Slide.]

There was an apparent difference in the
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150
percent of patients who dropped out of the study
early. Noticeably, the nedium dose, or, say, the
t o- be- mar ket ed dose proposed by the sponsor,
appeared to have about 60 percent of patients who
di scontinued study early but less so in the other
two arns, 45 percent placebo, 48 percent in the
hi gh dose. The difference was prinmarily that the
medi um dose acanprosate group had nore patients
dropped out due to patient decision, due to
patients lost to follow up.

There was also a difference in the tine to
treatment discontinuation, about one nonth shorter
in the nedi um dose acanprosate conpared to the
other two arms.

[Slide.]

Here are the protocols specified by
primary efficacy outcones that you are now faniliar
Wi t h.

[Slide.]

Here are the results of the five primary
ef fi cacy endpoints extracted fromthe sponsor's NDA
report and confirnmed by us. For the conparison
bet ween the nedi um dose acanprosate and the
pl acebo--that is, the main objective--the percent

of patients who relapsed to drinking were sinmlar,
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92 percent with nedi um dose acanprosate and 89
percent wth placebo.

The nedian time to first drink was four
days in both groups and the nedian tine to first
heavy drinking days was only a two-day difference.
For these three outcones, the p-value were between
0.85to 0.9 as for the cumul ative abstinence
duration outcone, or the percent of cunulative
abstinence duration.

I would Iike to make a point of this
notati on here that the sponsor used because | will
be referring to that later. CAD, cunul ative
abstinence duration, in days; CCAD, percent of days
abstinence--in other words, alcohol free. As you
can see fromthis table, it appeared that the
medi um dose had borderline evidence of fewer days
of acanprosate, of conplete abstinence based on
either the nean days or the medi an days.

Usi ng the nedian as an exanple, you have
56 days for the nmedium dose conpared to 78 days for
pl acebo having cumul ati ve absti nence duration
Simlarly, for the percent of that, 38, nuch | ower
conpared to placebo. | will refer to these nunbers
| at er.

Taken together, the total evidence based
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on the five efficacy endpoints, there was no

evi dence of nmedi um dose acanprosate effect on any
of the endpoints nom nally although the high-dose
acanprosate appeared to performbetter numerically
inthe tinme to first heavy-drinking days.

[Slide.]

Thus, based on the prespecified primry
efficacy outcone, the result indicated that there
was no statistical evidence of this medi um dose
acanprosate. There were exploratory or supportive
anal yses prespecified in the protocol. W
performed these anal yses and could not find an
acanpr osat e nedi um dose effect.

[Slide.]

Ri ght before the NDA, new drug
appl i cation, subm ssion, the sponsor net with the
agency and acknow edged that the medi um dose
acanprosate failed to show a statistically
significant effect and submtted a new statistica
anal ysis plan. The highlight of this new plan
included the definition of the CAD was nodified
post hoc. The algorithmof inputation on the
dropout patients was changed and the newy
consi dered outcome was percent abstinence duration

Interestingly, the endpoint actually used
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in the NDA subm ssion was percent abstinence
duration but adjusted for treatnent discontinuation
whi ch appeared to be shorter in this nedi umdose
acanprosate; that is, the variable, ALCCAD. This
endpoi nt was not included in the revised
statistical analysis plan although it was presented
at the pre-NDA neeting with the agency.

[Slide.]

What you have seen presented by the
sponsor is based on this Mbdel No. 1. It contains
the seven covariates that Dr. Mason had expl ai ned
I would like to just point you to the one
particul ar problematic variable, treatnent
exposure. This nodel was discussed at the phase |
pre- NDA nmeeting but this nodel was not part of the
revised statistical analysis plan subnmtted at that
tinme.

[Slide.]

The sponsor was asked to al so anal yze the
data without that treatnment exposure for Mdel No.
1, we just saw. The sponsor |abeled it as Mde
No. 2. Let's call it the six-covariate nodel

Here, the treatment exposure was
calculated by nultiplying the treatnent conpliance

and the treatnment duration and then normalizing
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into percent. It is worthwhile to note that the
treat nent exposure so defined is potentially
treatnment-rel ated because that nedi um dose had a
hi gher percent of dropout rate and a shorter tine
to discontinuation conpared to the other two
groups.

In addition, such defined treatnent
exposure variable is different fromthe baseline
variable and is not affected by the treatnment
adm nistration and the treatnment outcone. But the
treat nent exposure defined here would heavily
depend on when the treatnent administration is
ended and whether patients conply with the

treatnment assigned and why patients discontinue the

st udy.

[Slide.]

The CCAD out cone was the endpoi nt
di scussed at the pre-NDA neeting. It was

prespecified but post defined. O the two nodels
presented here, Mddel No. 1 and Mddel No. 2, using
the CCAD nodified outconme, there were no
statistically significant findings of medi umdose
acanprosat e.

Even if you don't do any adjustnent, you

don't find anything either. Let us see how these
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results can be drastically changed using the
post - hoc-defined primary-efficacy endpoint, ALCCAD.
Agai n, percent abstinence duration but adjusted for
treatnent di scontinuation.

[Slide.]

Here are the results using the
post - hoc-defined statistical nodel, the No. 1 and
No. 2 row, versus this nodel wi thout further
covariate adjustment, the other four rows. Let's
| ook at the row | abel ed as nean No. 1 which was
based on seven covariates including the treatnent
exposure, the problematic variable.

A nominal borderline statistica
significance was observed for the nedi um dose
acanprosate conpared to placebo, a p-val ue of
0.044. But when excluding that treatnent exposure,
which is Mddel No. 2, such an acanprosate effect
di sappeared, a p-value of 0.296. |In contrast,
wi thout this covariate adjustnent, the unadjusted
mean showed a nunerical trend of increased percent
abstinence duration from placebo to medi um dose to
hi gh dose, the third row here.

That is an adjusted nmean. You can al so
see on an adjusted nedian, the percent is

essentially the sane between the nmedi um dose and
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the pl acebo of 59 percent.

I would Iike to bring to your attention
and clarify what the sponsor called an adjusted
mean or an adjusted nedian really is. As | just
menti oned, both the mean and the nedi an was
adjusted for treatment discontinuation. 1In other
words, it rests strongly on treatnent
di scontinuation. Particularly, it was differentia
anong the three arnmns.

The truly unadjusted outconme was the CCAD
the last two rows. As you can see, both the raw
mean and the raw nedi an for acanprosate medi um dose
was worse conpared to placebo

Let's put the high-dose acanprosate.
There was a nunerically higher percent of
abstinence duration after adjustnent for treatnent
di scontinuation. The high-dose effect appeared to
be shown nominally with the six covariate nodel and
was evi dent using the seven covariate nodel. These
better results did not hold up when we use the CCAD
out come for the nodeling.

[Slide.]

The sponsor considered four patient
popul ati ons to denonstrate the post hoc nodel. So

chosen, they were very consistent across the
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patient popul ation defined. As you have heard,
these are the four different patient popul ations;
the ITT, evaluable, multivariate ITT and

mul tivariate eval uabl e.

By showing this table, the noninal p-value
based on the seven covariate No. 1, all showed
statistical significance ranging from 0.044
borderline evidence to 0.008 significant evidence.
However, such evidence could not be supported when
the six covariate nodel No. 2 was applied to all
the four patient populations. None of them showed
statistical significance.

If a post hoc nodel is to be chosen
bet ween Model No. 1 and Model No. 2, a |ess biased
anal ysis or a nore persuasive analysis wll
consi der Mddel No. 2 without the treatnent-exposure
variable. In addition, if these covariates are
really prognostic, including a fewer number of
covariates should still denobnstrate sone kind of
acanprosat e nmedi um dose effect and should be
consistently reported in the literature cited by
the sponsor. But it did not.

[Slide.]

One m ght wonder what was the rationale

for the Mbdel No. 1 chosen by the sponsor which was
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not provided a priori. As previously shown, it was
the nodel with seven covariates that denonstrated
an acanprosate medi um dose effect but not the other
whi ch excl uded treat nent exposure.

[Slide.]

This, of course, nakes our job tougher.
We perfornmed a few exploratory anal yses. The idea
here was to understand how robust the results were
based on Mbdel No. 1 chosen by the sponsor in the
NDA submi ssion but not in the original protoco
anal ysi s pl an.

The expl oration went on to include nodels
that always have the center in there or having one
variable at a time, or sone conbi nati on of those.
Thi s consisted of nore than 30 nodel s that we
tried. Oher than the one nodel that the sponsor
identified, we found that there was no
statistically significant acanprosate nmedi um dose
effect fromthese various reasonabl e explorations
but there was one that works, which is the one that
i ncluded the abstinence goal and the
treat ment - exposure vari abl e toget her but not
i ndi vi dual | y.

[Slide.]

I would Iike to show you that, of the
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seven covari ates chosen by the sponsor, two of them
i ndi cated potential inbalance between the three
treatnment arms, nanmely treatnment exposure and
absti nence goal

As shown in this table, nedian exposure
was shorter in acanprosate nmedi um dose group
conpared to the other two. This was consistent
with the shorter tinme to treatment discontinuation
15 versus 20 or 21. 1In addition, there was a trend
in patient's baseline abstinence goal for the
treatnents received as nentioned by the sponsor.

It appeared that numerically,
pl acebo-treated patients was nore desirable to be
conpl ete abstinence than acanprosate-treated
patients, 45, 40, 32. 1In contrast, if one
considered a nore realistic goal of aslipis
possi bl e versus others, the reverse nunerical trend
was observed, 28, 31 to 39. It is the reverse
trend of the conpl ete absti nence goal

As pointed out by Dr. Wnchell, when one
does not di stinguish between conpl ete abstinence
goal and the goal of allowed a slip is possible,
then there was essentially no inbal ance anong the
three treatnent arnms, as you can see, 73 percent,

71 percent.
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[Slide.]

Here is a different way to | ook at the
data. In the following two figures, | wll be
usi ng green color to represent the nedi um dose,
darker blue for placebo and coral color for high
dose. For heavy drinking days, when the data was
sumrari zed at each visit al one on the observed
data, as shown in this figure, it appeared that
acanpr osat e nedi um dose group, the green color on
the top, showed a consistently |arger nunber of
mean heavy-drinki ng days as conpared to pl acebo.

Al t hough the high dose had only one-third
of the patient size conpared to the other two, an
apparent fewer nunber of heavy drinking days across
all the visits appeared to be evident and the
separation of the curve was consistent from Wek 8
to Week 24, the end of the trial

[Slide.]

In contrast, the distribution of any
drinking days at each visit was conparabl e anong
the three treatnment arns.

[Slide.]

From these various results shown, can we
concl ude that the medi um dose acanprosate is

effective? First of all, the U S. trial was
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sufficiently powered to study the efficacy of this
dose but, clearly, there was no evidence of
medi um dose acanprosate when only one covari ate was
accounted for. Even suppose that one covariate is
the potential outcone-rel ated treatnent exposure
alone. It didn't reach any statistica
significance

To appropriately account for the
covariates, that should be unrelated to treatnent
or outcone; that is, when that treatnent-exposure
covariate is excluded fromthe nmodel, we have shown
froma few exanpl e nodel s, out of a total possible
128 nodel s, the nmedi um dose acanprosate effect was
not found.

In addition, a nurerically higher nunber
of heavy-drinking days relative to placebo at each
visit was observed.

[Slide.]

In fact, the 10 percent nedi um dose effect
was hi ghly dependent on post hoc selection of
covariates that were included in the nodel; for
exanpl e, a nodel including just two covariates, the
abstinence goal and the treatnment exposure, or that
one nodel having all the seven covari ates

coexisting in that nodel.
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We have pointed out the problemwth
nmodel s i ncludi ng the treatnent-exposure covariate
because it could not be obtained until after
random zation of treatnent assignnent, after
treatment conpliance and after treatnent
di scontinuation. An even nore serious concern in
this exercise is the potential multiplicity
problem In other words, could it be that the
sponsor perforned analysis using only this
post - hoc- defi ned seven covariates or using many
nmore nmodels to pick up this specific Mdel No. 1;
nanely, what is the chance that one is going to
find a statistical significance after anal yzing the
data using so nmany different nodels.

We all know that if one tests the sane
paraneter 100 tines, five tines are going to show
statistical significance sinmply based on chance
al one. Here, we found two out of 128.

[Slide.]

Inthis US. trial, the study was not
sufficiently powered to study this high-dose
effect. Rather, this dose was included to explore
the efficacy and safety. In a previous slide
showi ng mean heavy-drinki ng days, you have noticed

a nunerically superior effect of acanprosate high
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163
dose relative to placebo was seen at the later
visit of the treatnent period and was consi stent
t hroughout the end of the trial

In addition, this high-dose effect
appeared to be seen if the adjustnents al ways
i ncluded the absti nence goal but not otherw se. |If
a nodel was perfornmed using ALCCAD but not the
CCAD, we could not tell whether such finding was
real or by chance al one since the sanple size was
only one-third of those powered for studying an
acanprosate effect.

[Slide.]

Here | would like to summarize the U S
experience. The nedi um dose acanprosate appeared
to have worse dropout characteristics. The effect
of this medium dose was not shown based on the
protocol -specified primary efficacy outcone
al t hough post-hoc-defined primary efficacy endpoint
of CCAD.

For the acanprosate nmedi um dose, the
sponsor's post hoc chosen Mddel No. 1 or, for that
matter, Model No. 2, can be problematic as
statistical significance nust rely on which
particul ar post hoc baseline defined covariates

and/ or post randoni zation defined variabl es were
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included in the nodel. The finding was very
fragil e because the carefully chosen nodel show ng
statistical significance could not hold its
significance after nmultiplicity adjustnents.

[Slide.]

As for the high-dose acanprosate, the
exploratory analysis is suggested in the effect in
the time to first heavy drinking days and in the
mean heavy drinking days at each study visit over
the treatnment period. Such heavy drinking days do
not adjust for treatnent discontinuation |ike
ALCCAD.

It is enphasized, however, that the
finding in the high-dose acanprosate is sinply
hypot hesi s generation as it didn't have sufficient
sanpl e size for the study and had | ack of safety
informati on for the dose |level. The snall sanple
size prevented us frombetter understanding this
hi gh- dose acanprosate treatnent effect.

[Slide.]

So what is the difference between the
European and U.S. trials in terns of efficacy
outcones? Wiy are we getting conflicting evidence
gi ven random zations were properly done. Fromthe

statistical perspective, the biggest problem in ny
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view, is the issue of differential dropout fromthe
study in terns of the tine to discontinuation, in
terns of percent of dropouts and also in terns of
the distribution of reasons of dropouts.

We imedi ately face the probl em of
differential dropouts in the opposite direction
In other words, what have we found on the proposed
t o- be- mar ket ed acanprosate 2-grans-per-day effect?
We saw in the European trials, patient treatnent
with acanprosate tended to stay in the trial |onger
and | ess dropouts, but it was reversed in the US
trial.

The sponsor had defined how they woul d
handl e the mi ssing data or data needed for the
dropout patients a priori but realized that it
didn't work and nodified the definition after the
data had been coll ected when neeting with the
agency at the pre-NDA neeting and then nodified
this outconme again as ALCCAD further by adjusting
for patient discontinuation.

Furt her data dredging was to include
treatnment conpliance and treatnment duration to
create a variable called treatnent exposure. That
can only be collected after the treatnent

random zation. W believe that it is inportant and
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there is a need to have a well-thought prespecified
al gorithm for handling dropout patterns rather than
post hoc defined and redefi ned.

Thi s concludes nmy revi ew experience.
Thank you.

Questions fromthe Commttee

DR OREN. It is nowtime for the

conmittee to ask questions of the FDA regarding the

previous two presentations. Does anybody w sh to

begi n?

Dr. Rudorfer?

DR. RUDORFER: A question for Dr.
Wnchell. W heard that about 10 percent of the

U. S. patient sanple had undergone nedical detox
before enrollment. Did you | ook at that subgroup
specifically?

DR WNCHELL: | didn't because there were
so few of them But | think that that was one of
Li pha's prespecified anal yses so they may be able
to address that.

DR GOCDVAN:  The statisticians can
correct me if I"'mwong, but | don't believe that
we had a prespecified plan for |ooking at the detox
patients. Wat we plan to do, patients were

stratified according to whether or not they had
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under gone detox before they were random zed. But,
again, this was a surprising finding to us. W
expected that at least a third of the patients, if
not nore, would undergo detox but, in fact, it was
only, as you saw, about 10 percent of patients.

DR. OREN: Dr. Hughes.

DR HUGHES: Does anybody know, of all the
patients who cone in for al cohol treatnent, how
many of them are already abstinent at the tine they
conme in? |s there any kind of health-resources
dat abase on that? Celia, do you know of any or do
the Li pha people know? |Is that 90 percent of the
patients or 20 percent?

DR W NCHELL: The best data | have ever
seen on that question was from Dr. Mason who
presented sone very interesting data, | think from
this study, showing that people are really bad off
until they make the call to enter treatment and
then, between making the call and actually entering
treatnment, they seemto do a little better.

But | think we have got |ots of experts
here from NI AAA and Dr. Mason who nay know
sonet hi ng about that.

DR. OREN: Dr. O Brien?

DR OBRIEN: | think Dr. Wnchell alluded
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to the fact about the current American heal t hcare
system In fact, it has really changed. W began
studyi ng di scontinuation in the 1970s and, at that
time, there were a lot of inpatient alcoho
detoxification progranms and we actually did random
assi gnnent between inpatient and outpatient in a
random zed clinical trial

Nowadays, it is very difficult for us to
study this because it is so expensive. W have to
get an NIH grant to pay for the inpatient days
because there aren't any avail abl e through any
other system So | think that things have really
changed and the nodal nethod now is for al coholics,
inthe United States, at least, to come to us with
bl ood- al cohol levels fairly significant, sometines
i ncredi bly high because they are so tolerant and
they just walk in or drive up despite huge al coho
| evel s.

Then we have to figure out how to get them
det oxed. Dependi ng on what the protocol is, we nmay
have to find an inpatient programwhich is, as
said, difficult or we do an outpatient detox.

DR OREN. Any further questions fromthe
committee to the FDA? Dr. Schatzberg?

DR SCHATZBERG | have a question for Dr.
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Wnchell and Dr. Wng. It seens that, on your
reanal ysis, that the European data are pretty
convincing in terns of what you woul d agree woul d
be a reasonable criterion for efficacy, | gather
fromwhat you concl uded.

But just as something for the committee or
for my edification, these studies were done a | ong
time ago, obviously. How do you feel about, in a
way, changing what is the specified outcome
criterion in a post hoc analysis in that way. 1In a
sense, are we doing sonething contradictory? W
are sort of, on the one hand, saying, in the US.
we are going to throw out the EFF data because it
i s post hoc, and whatever.

There are issues, there, granted. Yet we
are still sort of doing that except it is our own,
or the FDA's, reanalysis. Wat kind of criteria
woul d you use or would you recommend for what
shoul d constitute a reanalysis and is part of it
just that these are so old in ternms of the studies?

DR. WNCHELL: | will start and then
will let Dr. Wang respond. First of all, the
di fference between an efficacy eval uabl e post hoc
anal ysis and some of the other types of subset

anal yses we did, as | nentioned, it has to do with
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whet her the subsets can be defined by
prerandoni zati on vari abl es.

The real problemw th post hoc anal ysis,
the reason people tend to dismiss it, it that there
is the risk of nultiplicity, the risk that, sinply
by chance, if you do enough of them vyou wll get
one comng out statistically significant, as you
know.

Nevert hel ess, we do these types of
anal yses to see whether there is differential
effect in wonen and nmen, differential effect by age
or by race. Usually, the studies are not powered
to generate a statistically significant difference
in any type of subset. They are powered just big
enough to denonstrate and effect in the ITT
popul ati on.

So we don't expect these analyses to cone
out with a statistically significant result. W
expect themto give us sonme trends or sone
under standi ng or just to shed sonme light on who in
the population is particularly prone to benefit of
not to benefit.

We do these routinely. Rarely one m ght
take as the body of evidence supporting an

application sone type of post hoc reanal ysis of
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data as supportive. |If you had one or two very
strong studies, you mght |ook retrospectively at
exi sting datasets in a way that was not antici pated
at the tine the data was coll ected and say that
this anal ysis generates supportive, confirmtory
evi dence that helps to conplement the other results
and conpl ete the body of evidence necessary for
regul atory deci si on naki ng.

So it is not uncommon to | ook
retrospectively at older sets of data. Usually, we
get a little unconfortable if that is the only
basis on which the efficacy can be concluded. |
think of this, and | know Dr. Wang maybe thi nks of
this differently because she is a statistician and
I am a nmedical officer, but I think, in sone ways,
of approaching this European data the way one night
approach a literature-based applicati on where there
is this large body of data. | have got the actua
data. | can look at it various ways.

I think what we hoped to get when we first
met with Li pha was what | described, that we woul d
have one Anerican trial that was successful but
that could not stand alone--it was not
replicated--and that we woul d accept as

confirmatory evi dence anal ysis of ol der European
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data notwithstanding the fact that it was a
different dose and a different dosage regi men and
that those pieces together would formthe basis of
our deci sion.

Utimtely, we were faced with going
forward wi thout that successful American study and
we still tried to make what we could out of the
Eur opean dat a.

I don't know if that addresses your
question. | will also ask Dr. Wang to tal k about
how she sees it statistically and | see that ny
boss wants to tell you what she thinks of it. So
will let her go first.

DR. McCORM CK:  Thank you. | guess,
really, the crux of your question is howis it that
we can go into the U S. dataset and do these post
hoc anal yses ourselves and not accept what the
sponsor has given us in terns of their post hoc
anal yses, and yet we are taking the European
dataset and saying we are all going to do a post
hoc anal ysis here, and that is going to be the
basis of our regul atory deci sion.

Yes, that does give us sone disconfort.
Let me first say that, as far as the U S. post hoc

anal yses are concerned, | think both on the part of

file:////[Tiffanie/temp/0510PSYC.TXT (172 of 290) [5/24/2002 5:28:39 PM]

172



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

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

the sponsor and ourselves, is that these are purely
hypot hesi s-generating. W are looking to try to
understand this information, not to draw any
concl usi ons about it, because we feel quite
confortable that we cannot use the United States
study in nmaking a regul atory deci sion.

That | eaves us with the bulk of the data
from Europe, or all of the data from Europe, to
make our decision about. Yes; it does give us sone
disconfort in seeing trials in cases where we
haven't had prespecified primary-outcone neasures
and we have to reconstruct them based upon what the
trial objectives were.

Yet, when we take the npbst conservative
approach, even nore conservative than what was
probably originally intended, |ooking at conplete
abstinence, it is consistent across all the
st udi es.

This, truly, is sonething that we would
like to bring to the table, though. But | think
even beyond havi ng done that and taking the nore
conservative approach, |ooking at conplete
abstinence as an outcone, our even greater |evel of
di sconfort and, really, the reason for having this

meeting is not so much have we chosen a post hoc
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anal ysis to do on this dataset but what is the
credibility of the dataset, itself.

Can we rely upon, for exanple, a one-year
study in which there have been only six visits,
where the data is largely inputed? Can we believe
that and can we base our regul atory decision on
these studies? That is the crux of the matter

DR. WANG | amgoing to talk about from
the statistical perspective. In terms of the
timng of the European trials versus the U S.
trial, yes, we are going to say these are all post
hoc anal yses. What you see fromthe European
studi es, you have all the consistencies across al
the outconmes that you | ooked at.

When there is a problemof differentia
dropout between the acanprosate and the placebo, it
is in the direction, you believe the drug works.
However, in the U S. trial, the troubling thing is
the post hoc nature of it.

First of all, if the drug works, if the
prespecified anal ysis works, we don't need to talk
about the post hoc. So, going to post hoc, you
already failed the first step. In that post hoc
situation, yes, we accept some kind of post hoc

eval uation. But, you start with one covariate
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adjustnent. It was believed by the sponsor that
the abstinence goal was a very prognostic one. |[f
you have a nodel, just include treatment center and

that covariate of conplete abstinence goal, you
don't find the statistical evidence.

If you then say, all right, let nme | ook at
treatnment center and the slip is okay, because that
is also differential in the opposite direction,
still you did not see the statistical evidence.
Even if you adjust for just one covariate,
treatnment exposure, it is not there either.

So this post hoc nature was trying to
explain what is going on. You would expect that if
the effect is really there, then, using a fewer
nunber of covariates should still give you sone
kind of treatnment-effect size. But it wasn't in
thi s case.

So the post hoc nature, in this particular
situation, is very troubling.

DR OREN:. Dr. Schatzberg?

DR. SCHATZBERG | appreciate the answer.
It was really nore kind of a structural--as Dr.
McCormick raised. But let me ask one other
structural one, if |I mght, because of something

that Robert raised before, and that is, while this
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is somewhat of a different division, | guess, of
the FDA fromthe psychopharm group, is there
concern in the agency that recomendi ng approva
based on the European portfolio and w thout U S
data would not jive or go with other efforts on the
part of this conmittee.

| amnot a nenmber of the comittee so
just raise that as a precedent, or is that just
because they are different illnesses and different
agencies and different criteria?

DR. McCORM CK:  To answer your question,
there really are no concerns on the part of the
agency about making a regul atory deci sion based on
purely European data. As long as they are rigorous
and credi bl e and the studi es have been done using
good clinical practices and they are in sites where
we can do inspections.

In this case, there are. There have been
precedents where European data has been relied
upon. That is not an issue.

DR. OREN: Dr. Leon?

DR LEON. Are there standards that the
agency uses for maxi mum dropout rate in clinica
trials? | nean, these dropout rates typically were

never |ess than 35 percent but, typically, 50 or 60
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percent dropout.

DR. W NCHELL: These are not unusual
dropout rates for addiction-treatnment trials. |If
we had standards for unacceptabl e dropout rates,
don't think we would be able to do
addi ction-treatment trials that |lasted nore than
two weeks.

DR. OREN. Dr. Wnchell, | wonder if you
could just say a little nore, just specifically
focussing on the European studi es and not focussing
right now on the broader question of approval but
just specifically on the efficacy of acanprosate in
the European studi es? How would you summari ze your
anal ysi s?

DR. WNCHELL: Well, let me say that,
based on the data that | had avail able to anal yze,
the very short three-nonth Pelc study certainly
showed an effect of acanprosate on conplete
abstinence. The Paille study was nore narginal on
that and the PRAMA study showed and effect if you
imputed failure to all the dropouts and not
necessarily if you didn't.

So, on conplete abstinence, it |ooks
promi sing but it is not a blockbuster. In ny own

made- up, what else can | do besides cunul ative
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abstinence duration analysis, there is a difference
bet ween the dose proposed for marketing and pl acebo
in favor of acanprosate in all the studies. As I
mentioned, that is again driven primarily by the
conpl etely abstinent subjects who, in this
anal ysis, have failure inputed after dropout.

So | can certainly get a good result.
But, obviously, | have sonme reservations about how
much | should believe ny own analysis. | don't
mean to sound disrespectful about these studies.
Al | knowis that the Anerican study reported 100
vol umes and some of the European study reports are
one vol une.

So | just have so much nore detai
avail abl e for ny scrutiny for the Anerican study.
That is what we are accustoned to, actually, is
sonet hing on the order of the 100 vol unes per
study. | should say that the case-report forns
were submtted electronically as were the
case-report tabul ations so those weren't even
i ncluded in there.

That is the type of thing we are
accustonmed to having available for our exam nation
and we didn't have that for the European data. So

that is why we are here.
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DR OREN:. Dr. Cook

DR COOK: | think you have covered this,
but just to clarify for me. |If you took the
predefined outcone variable and the predefined
anal ysis by the sponsor, number one, were those
defined? |s there any doubt about whether they
were defined? |In other words, do you have a
docunent that clearly specifies it. And, for those
three trials, what happened with those prinmary
hypot heses and their primary anal yses?

DR. WANG Are you specifically talking

about just the European studies?

DR COOK: Yes; just the European studies.

DR WANG As Dr. Wnchell nentioned, the
Eur opean-study information given to us was limted.
So that is why, in ny presentation, | only based it
on percent conpl ete abstinence and not others. So
I cannot make too nuch out of what | have--1 nean,
in addition to what | have

DR COOX: Okay. But, by limted, do you
mean that, in each trial, you couldn't see in their
docunents that they had witten a docunent before
the study started about what the predefined
anal ysis woul d be and what the predefined outcones

were and did you have the data to see whether those
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trials were positive given that standard.

DR WANG | think, fromour interna
di scussion while we were doing this priority
review, we had a discussion as to how much can we
believe in the European data in ternms of the nunber
of days that the patients were abstinent.

As Dr. Wnchell presented, there were--if
you are talking about Pelc II, it is biweekly
visits. But, for others, is a one to three nonths
kind of difference. So if you are doing
i mputation, there is big chunk of tine that you can
i mpute by days. Therefore, it was believed that
the quality of the data with those were
questionabl e and that was the reason of the focus.

DR. W NCHELL: | have sonething else | can
say to address your question. At |east one of the
studies--1 amthinking it is Pelc Il--it said that
the primary outcome variable, the main criterion of
j udgrment, woul d be abstinence. But what it didn't
have in the protocol was any operationalization of
how t hat woul d be eval uat ed.

As you have seen, if your main criterion
of judgment is abstinence, you could | ook at time
to first drink, tinme to first heavy drink, tinme to

rel apse, cumul ative abstinence duration or any
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nunber of other measures of abstinence. So then,
appended to the protocol, we then had a statistical
report. In the statistical report, it was set
forth what anal yses were done. At |east one of
themwas a blinded analysis. | can say that nuch.

So one could assune that the statistician
deci ded what to do first. It is unclear. But it
is not |ike what we are accustoned to seeing in an
Anmeri can NDA in 2002.

DR WANG | would like to add to that is
the difficulty in analyzing the Paille study. In
fact, the patient's dropout reasons were
recl assified even though those data were used to
have a European approval. By using the new defined
reasons of dropout and | ooking at the three
treatnment-arm conpari sons, you can get a different
result.

DR. OREN. Dr. Mehta?

DR. MEHTA: One way to look at it would be
that there are very few areas of nedi ci ne where you
do fourteen placebo-controll ed studies and you turn
out to be a winner fourteen tines. Wat the
sponsor has done is, in European, twelve or
thirteen tines, rolled the dice against placebo and

it canme out as a w nner.
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By the | aw of averages, | would have
expected the next trial will be negative and what
they did is essentially ably denonstrated the | aw
of averages works.

DR OREN. Dr. MCornick?

DR MCORMCK: | would just like to point
out that we were only given full study reports of
three of the European studies. W know that they
haven't all succeeded and | don't believe that they
all had conpl ete abstinence as an outcone.

DR OREN. | think we will take Dr.
Rudorfer with the | ast question and then we will
take our |unch break.

DR RUDORFER: | amsorry to have to
compete with lunch. Just a couple of questions.

We have all been tal king about the fact that

Eur opean studies are a decade old. | am wondering
if we have learned anything in the interim For
instance, are the postmarketing data avail abl e that
nm ght be informative just in terms of do people
actually refill their prescriptions over a year's
duration, issues like that?

DR. W NCHELL: CObviously, Lipha has nuch
more i nformati on than we do, but | just know

recently |l ooking at sone of their materials, that
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it said nmarket research shows that typical duration
of use was, like, three to six nmonths. So it
doesn't sound |ike people are typically using it
for a year or nore. But, certainly, | will let--I
see heads shaking but | did read that in the NDA
yest er day.

DR, CHABAC. | just want to rem nd you
t hat al cohol -dependent patients are very badly
compliant patients. To keep themtreated for six
months with the treatnent, | think it is a very
good sign that this drug could be beneficial to
t hem

| told you that we have 1.5 million
patient years experience with the product. That
means that there are a lot of patients treated with
acanprosate. W have the experience with the NEED
Program where we treated nearly 2000 patients in
Europe. Dr. Mann can tell me if | amwong, but
think there is a benefit using that drug. It is
not a magi c product but | just want to rem nd you
that the two drugs available on the market to treat
these kinds of patients have neither a very huge
rate of efficacy and that if we can bring sonething
safe to treat, to help, those patients, this is

sonet hi ng.
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DR MANN: | think to understand these
figures, the recomendation in Germany, at |east,
is togive it for six months. Al the doctors know
it would be given for six nonths and not for a year
or nmore which is now sonething that i s reconmended.

So if you have figures that show that it
is taken five or six nonths, this shows conpliance
of the doctors, if you want.

DR OREN: Dr. MCorm ck?

DR McCORM CK:  Just a word of caution
that | would like to insert and that is while it
may be inmportant to understand how a drug plays out
in the postmarketing period, we would not accept a
post marketi ng uncontrol |l ed experience as evi dence
of a product's efficacy as part of our making of a
regul atory deci si on.

DR OREN. Before we break for lunch, | am
rem nded to rem nd each menber of the committee
that, because this is a public hearing, over the
one- hour lunch break, we are not supposed to talk
about any of this particular material because it is
out of the public forum There will be plenty of
time later this afternoon to continue and we wll
be back in one hour.

Thank you.
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1 [ Wher eupon, at 12:15 p.m, the proceedi ngs

2 were recessed to be resuned at 1:15 p.m]
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1 AFTERNOON PROCEEDI NGS
2 [1:30 p.m]
3 Open Public Hearing
4 DR. OREN. W are now ready to begin the

5 Qpen Public Hearing on today's agenda. The first

6 speaker is Dr. Victor Hessel brock, Vice President

7 of the Research Society on Al cohol.

8 Dr. Hessel brock?

9 DR. HESSELBROCK: Good afternoon. | am

10 Vi ct or Hessel brock, Vice President of the Research

11 Soci ety of Alcoholism | amalso a Professor in

12 the Department of Psychiatry, University of

13 Connecti cut School of Medicine and | am Director of

14 the Al cohol Research Center at the University of

15 Connecti cut.

16 At this tinme, | have no financial interest

17 i n Li pha Pharmaceuticals or any pharnaceuti cal
18 company but, as Director of the Al cohol Center,
19 will indicate to you that two individuals, Dr.
20 St ephanie O Malley and Dr. Henry Kransler, have
21 conduct ed studies of both naltrexone and

22 acanprosate and have received sone renuneration
23 fromthe pharmaceutical conpanies. But they are
24 indirectly related to me. | amthe Executive

25 Director and | am not associated with those
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st udi es.

The Research Society on Al coholism
appreci ates the opportunity to present its views
about the inportance of finding effective
phar macol ogi cal treatnments for individuals
suffering fromthe psychol ogi cal, social and
bi onedi cal consequences of abusive drinking.

The RSA is a professional scientific
soci ety of over 1400 menmbers who are committed to
under standi ng and intervening in the negative
consequences of al cohol abuse through basic
research, clinical protocols, psychosocial research
and epi dem ol ogi cal studies. About one-third of
RSA nenbers are al so clinicians actively involved
in the treatnent of individuals with
al cohol -rel at ed probl ens.

As we heard this norning, the cost of
al cohol abuse and dependence on American society
and individual lives is staggering. The cost to
the nation is estimated at approxi mately $185
billing annually. Not only are the fiscal costs
real and powerful, but alcohol msuse is costly in
many ways

Esti mat es of al cohol -use di sorders rangi ng

from abuse through dependence fromthe Nationa
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Longi tudi nal Al cohol Epi dem ol ogi cal Survey

i ndi cates that about 7.5 percent or 14 nillion
Americans are affected. Further, a Robert Wod
Johnson Foundation report indicates that nore than
700, 000 peopl e receive al coholismtreatnment on any
given day. Approximately only 15 percent receive
i npatient treatnent and these patients often have
the nost severe form of al cohol problens.

The remai ni ng patients receive outpatient
treatment froma variety of different treatnent
provi ders including psychiatrists, prinmary-care
provi ders, psychol ogi sts, social workers and
sel f-hel p groups such as Al coholics Anonynous.
Based on Project MATCH data, approximtely 40 to 50
percent of those in outpatient treatnent are able
to abstain in the first week of therapy but many
rel apse shortly thereafter.

Al t hough the conbi nati on of behaviora
therapies and currently avail abl e nedi cati ons such
as disulfiram and naltrexone help 40 to 70 percent
of persons with al coholismeither reduce their
al cohol consunption or maintain abstinence up to
si x nonths follow ng treatnent

The rel apse within one year of treatnent

still ranges from30 to 50 percent. The prinmary
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reason for relapse to abusive drinking is
nonconpl i ance with both the pharnacol ogic as well
as the behavioral treatnent.

Inmportantly, and | think this is sonething
that has not been nmentioned this norning to date is
a significant number of adol escents and young
adults are frequent consuners of |arge anpunts of
beverage ethanol w th disastrous consequences.
These are individuals that al so woul d benefit from
new t her api es.

A recently rel eased report on college
drinki ng sponsored by the National Institute of
Al cohol Abuse and Al coholismreveal s that 1400
col | ege students between the ages of 18 to 24 die
each year from unintended al cohol -related injuries.
An additional half a mllion students per year
between the ages of 18 to 24 are unintentionally
i njured under the influence of alcohol. The
majority of these individual have not devel oped
physi cal dependence as di scussed in sone of the
studies this norning and typically do not seek
treatnent. But, still, these are individuals that
woul d benefit from new therapies.

Al cohol abuse and al cohol dependence are

cites as nmjor causes of nedical norbidity, nenta
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retardation, accidental death and injury, honi cide,
sui cide, lost productivity and di sruption of
famly. Further, frequent and prol onged heavy
drinking contributes to illness in each of the top
three causes of death, heart disease, cancer and
st r oke.

Chroni ¢ al cohol abuse is linked to nearly
half of all cirrhosis deaths, the tenth-|eading
cause of death in the U S. For sonme specia
popul ati ons of Anerican society such as Native
Anericans and African Anmericans, the costs
associ ated with al cohol m suse are
di sproportionately higher and nay be directly
linked to sone of the major health problens in this
group such as hypertensi on and di abet es.

The Indian Health Service estimates that
age- adj usted al coholismnortality for American
Indians is 63 percent higher than the rate for al
other ethnic groups in the U S. Overall, alcoho
nmortality rates are particularly higher anong
African- Areri can men even though al cohol use tends
to be noderate for African Anmericans conpared to
Caucasi ans and Hi spani cs.

G ven the range and diversity of the

severity of al cohol problens across the genera
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popul ation of the U S., the nunber of available
medi cal treatnments is extrenely linmted. As we
heard this nmorning, there were only two types of
medi cations and, in fact, only two nedi cations that
are FDA approved, and that includes disulfiram
which is an aversive agent avail able since the
early 1950s and, nore recently, naltrexone which is
the first nedication approved by the FDA for
al coholismtreatnent in nearly 50 years.
Conpliance with both these nmedications is a problem
but, when comnbi ned wi th behavioral therapy, both
have been shown to be useful in reducing drinking
in selected but not all patient groups.
However, medication is not without its
limts inrelation to safety of use. Neither
di sul firamnor naltrexone, for exanple, are
recommended for individuals with significant |iver
injury or liver disease such as cirrhosis or
hepatitis C. Gven that alcohol is a known
hepat ot oxi ¢ agent, many i ndivi dual s who desperately
need to quit drinking in order to inprove their
heal th are not candi dates for these nedicati ons.
Alternative treatnents that are not
hepat ot oxi ¢ and that can be safely used by

medi cal | y conproni sed patients are critically
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needed. A larger nunber of nedical treatnents are
required given that no one pharnacol ogi ca
treatment is strongly effective and probably hel ps
only a subgroup of patients.

Currently, nmenbers of the RSA and ot her
scientists are conducting both basic and clinica
trials on a nunber of pronising conpounds to
identify effective pharnaceutical agents to treat
i ndividual s with al cohol dependence or those who
chronically abuse al cohol. The RSA asks that you
gi ve careful consideration to the current proposa
for approval of acanprosate as the currently
available clinical armanmentariumis quite sparse
and is really insufficient to address the very
needs of the treatnment providers across the
spect rum of al cohol -rel ated problens that they are
asked to treat.

Thank you for the opportunity to present
our Vi ews.

DR. OREN. Thank you

Has Dr. Johnat han Chick arrived? No?
Then we will go on. The next Open Public Hearing
presenter is Dr. Steven Mrin, Medical Director of
the American Psychiatric Association

DR MRIN Thank you, M. Chairman,
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menbers of the advisory committee. | am Steve
Mrin, Medical Director of the Anerican Psychiatric
Associ ation, a medical specialty society
representing nore than 38,000 psychiatric
physi ci ans nati onw de.

I commend the FDA and this comrmittee for
undertaking a review of the efficacy of acanprosate
for the treatnent of al cohol dependence. | have no
association with any pharmaceutical conpany that
devel ops or distributes this drug.

| cone before you not as an expert on the
phar macol ogy of acanprosate but as the
representative of 38,000 care-givers concerned
about the public-health need for nore effective
treatment for alcoholism Alcohol, as you know,
remai ns the comonly abused drug by youth and
adults alike in this country. About 14 nillion
Anmeri cans nmeet medical criteria for the diagnosis
of al cohol abuse or dependence and 40 percent of
Anericans have direct family experience with the
illness.

The financial burden of al cohol abuse and
dependence is estimated at $185 billion a year, 52
percent greater than the estimated cost of all

illegal drug use and 21 percent greater than the
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estimated cost of snoking-related problens. Mre
than 70 percent of this anpbunt is attributable to

| ost productivity and | ost earnings, but the

medi cal costs are al so staggering. Up to 40
percent of patients in urban hospital beds are
there for the treatnent of conditions caused by or
exacer bated by al cohol including diseases of the
brain and liver, certain fornms of cancer, accidents
and vi ol ence.

These data underscore the need for nore
effective clinical interventions in people
suffering fromal coholism 1In this context,
approval of the use of acanprosate, a drug shown in
numerous international studies to be effective in
the mai ntenance of abstinence and rel apse
prevention in patients with a history of al coho
dependence would be, in our view, in the interests
of this large patient popul ation and an inportant
new tool for the practitioners | represent and for
ot her healthcare providers across the country

As you know, acanprosate is currently
approved for use in 39 countries and about 1.5
mllion persons with al cohol dependence have been
treated worl dwi de. The drug appears to be well

tolerated with no serious adverse side effects and

file:////[Tiffanie/temp/0510PSYC.TXT (194 of 290) [5/24/2002 5:28:40 PM]

194



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

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

no evi dence of abuse potential or rebound effects
when di scontinued. It can be used safely in
patients with liver disease and it does not inpair
performance on notor tasks like driving. It has a
very high margin of safety.

Multiple controlled clinical trials have
denonstrated the efficacy of acanprosate in
reduci ng craving for al cohol and hel ping maintain
abstinence in previously dependent patients. This
is not atrivial finding. It can reduce the tine
to first drink. There is a higher rate of conplete
abstinence, a greater percentage of abstinent days
whil e on nedication and these effects are sustained
over post-treatnment foll ow up periods for as |ong
as one year in sone studies.

There are fewer hospitalizations for
det oxi fication and di m ni shed need for
rehabilitation in institutional settings and a
di m ni shed rate of relapse to heavy drinking or
even sporadi c drinking. As one of the
investigators in the early studies of naltrexone,
can well appreciate the need to avoid slips in
al coholics. Slips are not trivial events. They
are the forerunner of relapse.

Not surprisingly, a study conducted in 600
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outpatients with al cohol dependence in this country
i ndi cated that patients who were not notivated to
be abstinent are not as likely to benefit from
acanprosat e whereas those who were significantly
more likely to neet their treatnment goals when
compared to fol ks given placebo. This suggests
that, as in other addictive disorders,
psychot herapy is just one aspect of a successful
treatment program

In summary, we believe that on the basis
of the findings to date, acanprosate has
demonstrated efficacy in the treatnment of al cohol
dependence and has provided a cost-effective
treatnent for these patients. G ven the high
preval ence of alcoholismin this out and the
medi cal , economic and enotional costs of these
di sorders, approval of acanprosate can have
i mportant benefits for mllions of our citizens and
for our society as a whol e.

Thank you for the opportunity of
presenting this testinony.

DR. OREN. Thank you, Dr. Mrin.

Qur next public speaker is Dr. Edward
Eder, Medical Director of the Conprehensive

Addi ction Treatnent Program Fairfax, Virginia.
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DR EDER: Good afternoon, M. Chairman
and panel nenbers of the advisory conmmittee.
appreciate the opportunity to speak on this
subj ect .

My name is Edward Eder. | am an internist
with twenty years practice predonminantly in the
field of addiction nmedicine. | ama consultant to
Fairfax County's Al cohol and Drug Services, a
menber of the Anerican Society of Addiction
Medi ci ne and Medical Director of the Conprehensive
Addi ction Treatment Services.

As an internist and Medical Director of
t he Conprehensive Addiction Treatnent Services
affiliated with | NOVA Fairfax Hospital, | have been
aware of the high risk of relapse in patients with
al cohol dependence despite involvenent in
wel | - desi gned outpatient treatnment or in sober
structured environments. Wth the advent of
great er understandi ng of the neurochem stry of the
addi cted brain, | share the hope that
phar macol ogi cal agents woul d becone available to
assi st patients in maintaining abstinence.

Qur current list of medications to reduce
relapse is very limted and acanprosate woul d be an

important addition to therapeutic options. There
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are three specific categories of patients who woul d
nmost benefit from acanprosate in terns of our
clinical practice. One, patients on opioids who
are not candi dates for naltrexone and woul d benefit
froman agent that woul d assist al cohol abstinence.
I n met hadone- mai nt enance prograns, up to 50 percent
of patients have al cohol -dependence or al cohol -use
di sorders for, instance.

Al so, patients with hepatotoxicity
excluding Child Cass C category who may not
qualify for disulfiramor naltrexone as well as
patients who mght benefit fromthe neuroprotective
ef fect of acanprosate such as individuals with
al cohol -w t hdrawal seizures

The addition of acanprosate to the
avai |l abl e nedicines for treatnent of al coho
dependence woul d all ow for future combinations that
may afford greater efficacy. Gven the nove
pat hways whi ch acanprosate appears to act upon, the
potential for additive or, perhaps, synergistic
effects is prom sing.

I believe that there is a strong clinica
justification for a nmedication such as acanprosate
and believe nmulticenter trials in Europe appear to

confirmboth efficacy and safety. | urge the pane
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to consider the approval of the medication for the
treat ment of addiction.

Thank you very much.

DR. OREN:. Thank you, Dr. Eder

Since this is an OQpen Public Hearing, |
wanted to ask if there is any menber of the genera
public here who wi shes to make a statenent in
regard to the topic at hand.

Pl ease. Do you want to introduce

your sel f?

DR PUBLICKER M name is Mark Publicker.

I was actually on the comrent list. | amthe Chief
of Addiction Medicine for Kaiser Permanente in the
M dAtl antic Region. | amalso President of the
Virginia Society of Addiction Medicine.

I am speaki ng on behalf of the Chiefs of
Addi ction of Addiction Medicine for Kaiser
Per manente nationally. W provide care to over 10
m | lion Kaiser Permanente menbers coast-to-coast.
I am al so speaking on behalf of Virginias
addi cti on-medi ci ne specialists. | am al so speaking
on behalf of ny alcoholic patients nany of whom are
desperate for an effective nedical treatnent for
this disabling behavioral disorder.

Foll owi ng the | ead of earlier speakers, |
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shoul d hasten to add | have no financial interest
in Lipha and, quite frankly, | don't have any
investrments that will help me pay for ny daughter's
col | ege education next year. So |I amclean

Since its FDA-approved indication for the
treatment of alcoholism | and ny |ocal partners
have prescribed naltrexone to thousands of
al coholic patients. | amproud to say | appear to
hold the record. W have found it to be very
effective in conbination with behavioral therapies
and decreasing craving and rel apse all owi ng our
patients to focus their energi es on psychosoci al
treatnments rather than on white-knuckling their
recovery.

We have found that patients are gratefu
for such psychotherapy nmuch in the sane way that
chronic heartburn sufferers are grateful the first
time they are prescribed proton-punp inhibitors.
have recei ved many phone calls of the sane quality.
I would like to also add that | have a nunber of
patients who schedule followup visits with ne
every six nonths for the last few years checki ng on
the status of acanprosate because they are getting
inconplete relief when they are on their

nal tr exone
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