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DR. TOLLEFSON:. M nanme is Gry Tol |l efson
Presi dent of Neuroscience at Lilly. | want to just say a
few words so that we don't nmake this nore conplicated than
It perhaps is.

This was an i ndependent investigator initiated
trial. However, it was done under conventional double-
blind nethodol ogy, as you woul d expect with any clinical
trial.

Now, it happened at m d-course with the patient
nunbers that you have seen that the primary investigator
opted to |l ook at a group |evel for whether or not there was
a treatnment effect. The primary investigator, as you
heard, saw a very robust treatmnment effect between the two
groups, and for ethical reasons elected to termnate the
study at that point. So, the patients that were
represented as study 2 patients were patients random zed
prior to an unschedul ed interimanalysis, and given the
robustness of the treatnent effect -- you mght recall the
slide show ng overall treatment effects -- the investigator
felt that it would not be prudent or ethical to continue

prospectively in light of the drug/placebo difference that

he saw.

DR TAMM NGA: Dr. Haner.

DR. HAMER "' m now puzzled, as usual. You're
saying that they did an interimanalysis after 10 patients.
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For ethical reasons, they decided to termnate the study.
There were patients in that study then at that tine
currently assigned for placebo, but ethically it didn't
bot her themthen to continue those patients on placebo
doubl e-blinded to the end of the study.

DR TOLLEFSON: The patients that had been
initially randomzed to the trial were followed throughout
the entirety of the trial. Thus they provided the basis
for the interim analysis. Once that analysis was done, no
addi tional prospective patients were enrolled to go up to
the initially targeted patient sample of 30. So, in other
words, no additional random zations occurred after the
interim  The interimwas based on those patients
previously random zed which was the study cohort you saw

DR HAMER  Right, but the ethical concerns
were not sufficient to termnate patients on placebo in the
trial rather than continue to give them placebo for the
rest of the trial.

DR TOLLEFSON.  Yes. You renenber the
crossover design, and it was felt that the value of the
additional scientific information that would be generated
via the crossover was justifiable in order to continue
patients through the rest of the trial. However, based on
the phase | data, separation between drug and placebo, it

didn't nmake a lot of sense to repeat that by enrolling
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addi tional patients in the eyes of the investigator.

DR TAMM NGA:  But the decision was nmade on an
efficacy basis, not on a side effect basis

DR TOLLEFSON:  That's correct by the PI.

DR. TAMM NGA: Dr. Tenpl e.

DR TEMPLE: No one obviously approached us to
see whether we thought it was ethical to continue to
random ze people to this non-lifesaving treatment. |'m
appal l ed at the idea that soneone thought it was ethically
inmperative to stop the study because of this. That would
inply you couldn’t do nore studies in this disease, which
is really a garbled view of what's ethically necessary.

But nonetheless, it seens to have happened.

DR TAMM NGA: Dr. Katz.

DR KATZ: | just had a question about the
interim analysis. It was done on 10 people. Are those the
10 people who at the time had conpleted both arns of the
trial, or did it include data fromall the 19 that were
enrolled in their various periods and states?

DR JUDGE: It included data from 10 patients.

DR KATZ: Wwo had conpl eted?

DR JUDCE:  Yes.

DR COX: | still haven't had ny question
answered in terns of how this blind could be broken in

terms of the security of the blinding codes, et cetera.
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This seems to have been relatively arbitrary. It obviously
wasn't being kept separate fromthe investigator for the
investigator to be able to do this analysis. | just need
assurances that we know the blinding was secure.

DR JUDCE: | nvestigators and all the raters in
this study were blind to the individual patient assignnent
to drug. It is not uncommon to do interim analyses, as you
know., for studies to delineate a group effect.

DR COKX: But if they're blind, they can't do
the analysis.

DR. TAMMINGA: Are you asking the question, Dr.
Cook, who was allowed to be unblinded?

DR COOK:  Yes.

DR TAW NGA: Who was al |l owed to be unblinded
in this study? Do we know that? Was that prospectively
det er m ned?

DR JUDGE: | don't know specifically the names
of those people, but the people who did the analysis were
not involved in the conduct of the study in terms of rating
the patients or ascribing treatnent and seeing them from
cycle to cycle and providing themw th treatnent,
nmonitoring the adverse events, and rating their scales.

So, those raters, which are specifically those who saw the
patients, were not the ones who conpleted the statistical

analysis. The statistical analysis was done by
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statisticians who were not part of the rating cohort of
that study, and in fact patients thensel ves who rated
t hensel ves on the primary outcone neasure were al so kept
blind to their individual patient assignnment as well.

DR. TAMM NGA: Are you worried, Dr. Cook, that
peopl e m ght have taken ot her peaks at the data?

DR COOK: It just seems non-standard. It is
true-that the patients are rating thenselves, but it is
certainly possible if anyone-working with them or involved
in the study knows who is on which, then you violate the
basic principles of blinding. That's ny real concern

DR JUDGE: And that was obviously a concern
for Lilly. It's a necessary requirement that a study is
bl i nded and kept blinded to the raters of that study, and
in conprehensive audit, absolutely conprehensive, a very
meticul ous audit, assurances were made and received with
respect to the blinding of this study.

DR TAMM NGA: Dr. Katz.

DR KATZ: You probably believe that you' ve
already answered this. Mybe you have. But we've heard
that the Pl took a look at the data. Now, did the Pl have
anything to do with evaluating patients? Was that person
i nvolved in the conduct of the trial?

DR JUDGE: No. The principal rater of that

study was Dr. Su. In fact,. the authors of that study were
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Su and Schmdt, and Dr. Schm dt was the person whose nane
is on the abstract. Dr. Su actually was nore involved with
the patients froma day-to-day basis, and he was at that
time not privy to the individual patient assignnent, as
|'ve already alluded to.

DR TAMM NGA: Dr. Fyer.

DR FYER | guess what nakes nme a little
unconfortable about this is the smallness of the operation.
What we're tal king about is a 19-patient trial with two
physicians involved in a relatively small sort of
or gani zat i on.

| think | would feel a lot nore confortable if
t he sponsor had just presented the data saying, |ook, this
is what happened. W had two doctors. One was the PI.

They decided to take a look at the data. Ve don't really
know to what extent these individuals comunicated or the
ethos or sort of cultural environnment in a small clinic,
which all of us at this table have worked in this kind of
environnent, night have contaminated this data. But the
fact is that the effect at 10 patients was very robust, and
we |ooked into it. We’re inclined to think that this
didn't occur. That kind of straightforward thing | think
woul d be a lot nore reassuring than what's sort of going on
here.

The other thing that | would just raise as a
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point is if there was a robust treatment effect at 10
patients, did the sponsor consider just presenting that
strai ghtforward data about which there could really be no
questions at all? Even though it's a smaller n, in fact
we're dealing with a very small n overall

DR JUDGE: Firstly, | do apologize if you felt
that it wasn't straightforward. | was trying to give
strai ghtforward answers to these questions in that this
study was conducted by one center. And, yes, it's
relatively small conpared to the other study. Patients
acted as their own control, so providing enhanced
sensitivity. So, in crossover studies in general one woul d
expect snaller patient nunbers.

The individuals involved in this study are very
wel | established in ternms of their research field.

But in terns of our assurances, we also wanted
to assure ourselves before comng to you guys that, indeed,
the data was collected in a manner that is conducive to GCP
standards and to assure ourselves of the highest quality
for the data. So, regardless of anything else, we did
assure ourselves wth very neticul ous conprehensive audit
that went on at both sites, including the other sites in
the other studies as well. Al three studies involved
conprehensive audit fromULilly personnel, which was al so

ascri bed by al so independently conducted audit as well.
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"so, regardless of that, we actually did a ot to assure

ourselves of the study in terns of the quality and the
integrity of the data.

DR. TAMM NGA: Dr. Haner.

DR HAMER.  But good clinical practices don't

usual l'y include an unplanned interimanalysis, do they, by

the investigator?

DR JUDGE: (Good clinical practice assures the
safety and benefit for those patients done in a double-
blind way per protocol. And, yes, there was an unplanned
anal ysis in this-study, as you heard, and that was
unfortunate, but we've tried to explain to you the reasons
why.

DR TAMM NGA: Dr. Parry.

DR PARRY: First a cooment. It would just be
hel pful for purposes of references to have copies of the
publ i shed papers.

But I was interested in whether there was a
difference in primry outcone neasure as a function of
site. As | recall, Meir Steiner's Canadian study, there
weren't differences as a function of site, but were there
in the Stone-Pearlstein study?

DR JUDCGE: In the Stone-Pearlstein study, the
publication did cite the CAd as an outcone neasure, and it

involved the C@ 1 or 2 as the primary outcone neasure.
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For Dr. Su-Schmdt, for the second study, X022,
the publication -- it was difficult to ascertain fromthe
publication, if you just viewed the publication in the cold
l'ight of day, it talks about the DRF and the VAS Mod-4 as
rel evant outconme neasures. W wll have copies of that.

W coul d provide themto you perhaps during lunch, and the
FDA have been provided with copies of the publications.

DR PARRY: But | nean, not the neasures but
the change scores. \Wre there differences as a function of
where the study was conducted in the primary outcone
measures, whichever primary outcone neasure was used?
Whether it was western Canada or eastern Canada or New
Jersey or New York.

DR. TAMM NGA: |Is your question about the
nunber 1 Steiner study? WAs there a site effect?

DR PARRY: As | renenber, there wasn't.

DR JUDCE: If we're talking about the
i ndividual site effect for seven centers in Canada, we've
got sone information on that and ny statistician will take
you through that. Dr. Brown.

DR BROM:  For the primary efficacy variable,
the VAS Mod-3, there was, in fact, a site by treatnent
interaction. This graph here shows the results by site for
the VAS Mbod-3. Again, green is placebo, and orange is 20

mlligrans. Yellow is the 60 mlligrans. W can see for
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sites 3 through 7, the dose response is quite sinilar.
Renmenber that the placebo going above the o mark means that
the placebo group, in fact, got worse. So, the dose
response is quite simlar.

And it appears that the interacti on was being
driven perhaps by sites 1 and 2 where you can see in site 1
the 20 mlligram dose group responded better, in fact, than
the 60, which is not consistent across the other sites. In
investigator site nunmber 2, the 20 mlligramgroup did not
respond as well, in fact, as the placebo group.

DR HAMER: Wre there particularly small
nunbers of subjects at sites 1 and 2?

DR BROM: Here are the site-by-site patients
entered and random zed. So, sites 1 and 2 are a little
smal l er, but about the same size as sites 6 and 7. Sites
3, 4, and 5 were the biggest sites, but the spread was
pretty good anong them

DR TAMM NGA: Dr. Dom nguez.

DR DOM NGUEZ: Do you have a simlar breakdown
as far as discontinuations between sites?

DR. BROM: No. I’m sorry we don't have that.
Wll, there are conpleters there, but | don't have
di scontinuations for a particular reason by site.

DR. DOM NGQUEZ: For specific reasons per site

DR. BROAN: No.. Sorry.

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543-4809



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

111

DR, THYS- JACOBS: (I naudi bl e) or entered
treatnent. You have 400 --

DR BROM: Pardon ne. \Wat was the question?

DR THYS-JACOBS: 405 patients entered. |
t hought the definition of entering was the treatnent phase.
So, this is screening.

DR. BROM: That's screening, and then the
nunbers there, the 108, 104, and 108, those sumto the 320
random zed.

DR THYS-JACOBS: What was the difference when
patients actually entered treatnment phase in terns of
nunbers? Do you have that data?

DR JUDGE: Patients who entered the placebo
fluoxetine at random zati on nunbered 108, just over 300,
320. So, that's the difference between 405 as the patients
went to screening.

DR. TAMM NGA: Do you have additional questions
on this issue? Any additional questions for Dr. Judge?

Dr. Chen

DR CHEN. | have one nore question about the
study nunber 2. So, could you tell me about the resource?
It seens to nme today you are real clear about the
random zation schene and the interimanalysis, but it seens
to me when | reviewed the study, the application, the

docunent said it depends on the investigator's decision.
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It was not very clear in the subm ssion.

But two weeks ago, we asked the sanme question
about the early termination of study 2. At that nmonent, we
didn't get it answered. But it seened to ne our question
what's the resource -- within two weeks everything becones
clear to you.

DR JUDGE: No, indeed. You're referring to
the tel ephone conference that we had with the FDA, that
Lilly had, to understand our presentation, whether you felt
that our presentation was suitable. W asked you to
comment on our slides. You said to us that it would be
inmportant for us to provide additional information on
various questions, and one of themwas the use of oral
contraceptives. One of themwas with respect to this
question, and one of themwas with respect to study 19 in
terms of the primary outcone neasure.

W didn't really go through, at that time, all
of the answers, but we did undertake to provide to you in a
few days sone of how we woul d el aborate on it today, which
we did just a few days after that tel ephone conference.

So, today you find we understood and then we provided all
these answers to you today in terns of your request to us
for all of those questions at that tinme.

DR. CHEN. So, are all of those, what you

mentioned today, docunented.
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DR. JUDGE:Yes, indeed, they are.

DR TAMM NGA: Dr. Laughren.

DR LAUGHREN. One of the concerns about ssRIs
as a group is an effect on sexual dysfunction. That wasn't
sonmet hing that was | ooked at specifically in these trials,
but | did notice, as you were going through the various
rating instruments, that the PMIS did have one itemthat
| ooked at sexual drive and interest | believe. Do you have
any data on that specific itenf

DR JUDGE: If we could bring up those. Dr.
Steiner would like to conmment before we bring up those
slides as well.

DR STEINER: W actually started to | ook at
the data just a few weeks ago not because of this, because
we were interested in looking at it. If you look at our
basel ine data for that particular question on the PMIS, you
see that wonen rate sexual dysfunction prenenstrually as

part of the synptons of PMDD. They're not interested in

sex. It's not a very specific question. It just asks are
you interested nore or less or not at all. SO, you see
that their baseline, their normal, is during the follicular

phase and then they score high during the |ate luteal phase
because they're not interested in sex.
Wiat we have done is we have then | ooked across

the six cycles of treatment; and there was no change in
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this course during the follicular phase. This was
continuous treatnent with fluoxetine 20 and 60. It was no
worse than during the follicular phase in terns of what
t hey score on sexual functioning, and there is an
I mprovenent, an overall inprovenent, in that question
during the | ate luteal phase. So, overall we have not seen
that in this particular population Prozac caused sexual
dysfuncti on.

| have to say that we’re now | ooking at how
many actually we |ost or how many were dropped out of the
study because of -sexual dysfunction, and | believe that
there is a total of 5 subjects.

DR TAMM NGA: Dr. Steiner, could you be nore
speci fic about when the inprovenent occurred in the luteal
phase, what percentage of that of the follicular phase --
how high did it --

DR STEINER  1It’s not back to the sane nornal
baseline, but it’s halfway there.

DR TAMM NGA: Dr. Parry.

DR PARRY: | want to address the issue of
sui ci de. Many of these' patients may actually present with
suicidal ideation. So, it is a potentially lethal illness.
There has been sone, though maybe erroneously, association
with fluoxetine and suicide. | was wondering were patients

with suicidal ideation excluded fromstudies, and if not,
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was that targeted? Wat was the effect of treatnent?

DR. JUDGE: In general, patients with
significant coexisting other illnesses, generally nedical,
were excluded and, as you heard, also patients with other
Axis | diagnoses were excluded.

Now, specifically in ternms of patients
presenting synptoms, I’m not aware fromthe data that we
have in these studies, that anyone presented with a suicide
attenpt as a presenting symptom | can tell you that from
these studies, all of the studies, there was no one who
attenpted suicide, and | think it’s pertinent at this point
to perhaps ask Dr. Tollefson to comrent in the overall
Prozac and the suicide question because, obviously, it’s
very inmportant.

DR PARRY: But it’s al so suicidal ideation --

DR JUDGE: Well, remenber, the scales that
were used -- in this study, for the big study, Dr.
Steiner's study, for the Su study, there was a Beck’s
Depression Inventory scale that |ooked at, in the
follicular phases of that study -- the Beck’s is the
Beck's, and we saw nothing significant in the follicular
phase indicating that in the follicular phase the patients
had very, very low levels of synptomatol ogy. You’re
| ooking at a score of around 4 on the Beck's, which is

really, really very |ow.
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In terms of Dr. Steiner's study, study nunber
1, there was no instrunment that captured the suicida
| deation per se, as one woul d expect, for exanple, in the
HAND.

Dr. Tollefson, if you could comment on the --

DR TOLLEFSON.  Well, | think that when we | ook
at spontaneous events in these clinical trials, a suicide
attenpt or a conpleted suicide would register as a
spont aneous event. None of those were observed in the
clinical trial, to answer your question. | think that is
consistent with our overall meta-analysis across not only
depression but OCD and bulim a where see certainly a higher
energent rate in patients random zed to placebo than we do
on active therapy. |In fact, active therapy in other
indications at least is associated with a reduction in
suicidal ideation, as nmeasured by HAMD item 3. Those were
gender indicated.

We did not have specific suicide indices built
into these prospective studies, so one would have to just
really rely on the adverse event data, of which there was
no evidence of a suicide attenpt. There was one drug
overdose with cocaine. That is the only event that woul d
map to "overdose™ in the entire cohort.

DR PARRY: | think it argues for using the

Hami | ton or sonme'other scale. | think it argues for using
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‘the Hamilton or sone itemthat assesses that in future

st udi es.

DR. TAMM NGA: Dr. Judge, would you -- Dr.
Steiner, do you want to say sonething?

(Laughter.)

DR STEINER. They were screened for major
depression, and if they had major depression, including

suicidality or not, they were excluded. So, they were not

I ncl uded. But that is not to say that we have not screened

them for that.

DR. TAW NGA:  Thank you

Dr. Judge, the commttee would note that the
dosi ng throughout these three studies is continuous.
Certainly there is sone question about whether dosing needs
to be continuous or whether it can be intermttent. |
woul d wonder whether you would like to conment on that, and
also if you could give us sone indication of whether Lilly
is continuing to pursue, in Lilly-sponsored studies,
addi tional questions in this area, if would be helpful to
the commttee.

DR JUDGE: Thank you

|f you could bring up ny slide with respect to
intermttent dosing. I‘vetried to attenpt to note the
considerations with respect to intermttent dosing on one

sl i de.
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Intermttent dosing. Certainly there have been
anecdotal reports that would indicate intermttent dosing
may be effective. | think in order to explore this fully,
there are various considerations that one has to think
about .

First of all, in respect to safety, when we
tal k about internittent dosing, as | would understand you
sonething like 10 to 14 days perhaps of drug before the
onset of nenses. Firstly, does the intermttent
administration of fluoxetine, or indeed any other agent,
subject that patient to repeated typical adverse events
month after nonth after nmonth. As you appreciate with
fluoxetine, there is a dimnution in the adverse event
profile with tine. |If you admnister intermttently nonth
after nmonth, does that subject the patient to a continuous
hi gh | evel of adverse event reporting?

Furthernmore, we know that fluoxetine with its
longer half-life -- patients don’t really report
di scontinuation synptons, but perhaps patients on the maybe
nore shorter half-life agents may, in fact, report
di scontinuation synptons. So, that's inportant to
establish that.

Wth respect to efficacy, also there's a
question of conpliance. WIIl patients conply to treatnent

that they perhaps have to -- Will they find it easy to take
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treatment for a few days in the nonth rather than every

day?

Inportantly, this question of kindling. |Is the
possi bility of kindling phenonenon -- is that going to take
place in these patients? | think that’s also inportant.

Wth respect to fluoxetine, there is one pilot
trial with intermttent dosing with fluoxetine. Again, Dr.
Steiner did this trial. This is an open |abel, single-
blind trial in which patients were adm nistered 14 days of
fluoxetine treatnent prior to nmenses, and this was conpared
to continuous dosing 20 mlligrans throughout the cycle.
There was sone evidence of a simlar response for both
groups of patients.

However, it’s worth noting that that was not
randoni zed appropriately. In terms of the patients who had
a past history of depression, they were given the
continuous trial of 20 mlligrans of fluoxetine, and
patients who did not have a past history of affective
di sorder were admnistered intermttent fluoxetine. So,
that is an open trial, but nevertheless to your other
question, yes, Lilly is pursuing other intermttent
st udi es.

In the literature, all of the ssRIs, it’s fair
to say, have the largest body of data for continuous

dosing, roughly at around the sanme dose that is also
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applicable to the depression popul ation.

DR TAMM NGA: Coul d you be specific about what
Lilly is doing to address these considerati ons?

DR 'JUDGE: There are studies underway wth
intermttent dosing for fluoxetine.

DR. TAMM NGA:  Lilly-sponsored studies.

DR JUDGE: | ndeed.

DR TAMM NGA: Dr. Tenple.

DR TEMPLE: 1It’s not easy to have a
di sconti nuous study of Prozac because 14 days after you
stop, With a 14-day half-life, you still have half the sane
amount of |ong-acting netabolite on board, which raises the
| arger question which I know will cone up later, but you
need to address it too.

Is this a sensible approach to an intermttent
di sease? You basically are on Prozac. You didn't find any
abnormalities with sexual function. It’s not quite clear
to me how hard you |ooked. But there are consequences to
being on an SSR all the time. So, the conmittee is going
to address that later, but you may want to comment on it in
advance.

DR. JUDGE: Wth respect to fluoxetine,
continuous dosing of fluoxetine, as one attributes to PVDD,
as well as other disorders, we know that fluoxetine at a

dose of 20 nilligrans, Which seens to be the optinmal dose
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in this population, is very safe and very well tolerated.
There is very long-term experience and a | arge body of
evidence which relates to fluoxetine with respect to that.

| think the question is nore around
intermttent dosing. Yes, indeed, fluoxetine does have a
| onger half-life, but nevertheless, if patients are given
intermttent dosing fromday 1, do they have enough tine
then-to reach that steady state in order to have high
| evel s when patients are off dose?

Furthermore, these other safety questions would
also be still relevant, and that is ongoing in terns of
clinical trials. And there are also pertinent questions to
other treatnents that are being studied for intermttent
dosing. So, the questions are nore around intermttent
dosing | think than relate to continuous dosing. | think
we're fairly confortable with particularly the safety
profile for fluoxetine in continuous dosing. Even though
the disorder is just intermttent, as you say, many
disorders are intermttent with respect to intensity of
synptons, but neverthel ess, a longer-term approach prevents
their reemergence and rel apse of those synptons.

DR TAMM NGA: Dr. Tenple.

DR TEMPLE: Usually you don't know when a
disease is going to relapse. So, you have no choice except

to treat continuously. This is a little different. You

ASSOCIATED REPORTERS OF WASHINGTON
02)543-4809



co ~N o W

10
11
12
13
14

15

16
17
18
19
20
21
22
23
24
25

122
know exactly when it's going to happen.

DR TAMM NGA: That's what Dr. Endicott
enphasi zed in her presentation.

Dr. Fyer.

DR FYER  Sort of two comments. First, on
your response, Dr. Judge, | think that there's a big
di fference between a drug being overall safely tolerated
t he way these kinds of databases are put together and the
question of individual people taking a drug for a very |ong
period of tine and it having effects that inpact their
life. It may not be medically dangerous. | would like to
feel that the sponsor, in undertaking to get this kind of
indication, would really take that seriously in terns of
| abel i ng and how they advertise and pronote the drug
because we're tal king about wonmen who m ght conceivably
take this for a very long tine.

The second comment | have is actually a
question to Dr. Steiner. | was glad to hear that the
reason for your dropouts -- it seenmed to nme that it was
just a very hard study to do and that there wasn't
something odd going on with the drug.

But the question | have is that in nost of the
studi es we have mean scores as opposed to responder
outcome. In the one study where we had the C3d used, in

fact the 1/s and 2’s -- it was a snall study and there
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weren't significant differences. | wondered if you could
give us fromyour clinical experience sone idea as to
whet her we're dealing with a situation |ike OCD where even
the people that get better don't get conpletely better or
very few of themdo, or if we're dealing with a situation
i ke major depression or panic disorder where a |arge
proportion of the responders are really better, you know,
just-in terns of risk-benefit ratios, things like that.

DR STEINER  As old as | am and have been in
this field, this is the first time that sonething works.
This is the first time that the clinic got flowers from
husbands - -

(Laughter.)

DR STEINER -- because we treated sonething
that sort of restored life in sone of these househol ds.
This is not sonething to sneeze at. | don't care about
statistics. I'mtelling you that clinically this was so
Inpressive that it was al nost unbelievable

You were asked who was driving this study. W
had 10 or 12 patients that we piloted before we went to
Lilly and we said, this is the first tine. | have worked
with a lot of other conpounds. They were all as good or as
bad as placebo, and really nothing works after works after
three or four cycles. This was the first tine that

sonething worked. W went to Lilly and we said we nmust do
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that properly.

DR TAMM NGA: Dr. Steiner, did all the
patients get a little bit better or did all the patients
get totally better?

DR STEINER: Mdst of the patients got totally
better. I'm tal king about the conpleters.

DR. FYER.  How woul d you comment on the third
study where they did do cGIs and they didn't find for the
1 and 2/s? Renenber, 1 is conpletely and 2 is slightly.

DR. STEI NER: | wasn't involved in that study
and | don't think that I should be comenting on it.

DR FYER  Sonebody el se?

DR JUDGE: Again, for that study, there was
clearly a trend towards significance, .07. Wen one |ooked
at the overall CE any inprovenent, then there was a
statistical separation. Again, there were smal nunbers of
patients in that study which m ght have accounted for sone
of the lack of significance. But generally the results are
entirely consistent wwth the efficacy noted in the other
st udi es.

DR. FYER  Respectfully, | just submt that if
in fact all the patients got all better, you couldn't have
seen that kind of Cd outcome. | don't know what happened,
but that's not consistent.

DR. TOLLEFSON: -1 think it mght be useful if
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we put the CE response slide up for you to take a | ook at.
Again, renenbering it's a very small sanple size, which
increases the hurdle for showng a p value |ess than .os.
|f you |l ook just at treatment effect size, you |ook at the
20 to 60 nilligram fluoxetine arm Yyou're seeing a response
rate on C3@ 1 or 2 that is in excess of 50 percent. |
woul d argue that's as good as any response data,
schi zophreni a, depression, OCD, that we see in the
literature.

If you then expand it a little bit nmore to
include 3, you see now that we're approaching 90 percent
plus who had CA inprovenent with fluoxetine, and despite
the small sanple size, there's a very robust statistical
separation between fluoxetine and placebo. You can see
that there is a very strong differentiation fromthat of
bupr opi on.

So, | would argue that that's a fairly
I npressive response rate with C3, statistics aside for a
monent, at either of the score of 1 or 2, which a priori
was the primary outcone, or scores 1, 2, and 3 as a
secondary anal ysis.

To Dr. Laughren’s earlier question, which I'm
not sure was fully answered, we do have the sexual
functioning itemfromthe PV5 scale that we could up for

you. | think that m ght provide sone |ight on the issue of
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either inprovenents or, alternatively, deterioration in
function between drug and placebo.

Go ahead, Rajinder.

DR JUDGE: This is looking fromstudy 1 for
those patients during the study who 'scored on the PMIS
patient rated scale. So, this is |looking at those patients
who had sexual drive increased or sexual drive decreased.
For the placebo group, these nunbers are 58 and 51 percent,
respectively. For the fluoxetine group, roughly around 50
percent each group, and for the fluoxetine 60 mlligram
arm again roughly around 50 percent each group.

So, It seens fromthe data here that, overall
sexual drive could increase or decrease with respect to any
treatment, and also that the differences between fluoxetine
and pl acebo were not statistically significant as noted
here.

DR. TAWM NGA: Dr. Laughren

DR LAUGHREN. Is this follicular phase or
luteal phase data?

DR JUDGE: This is luteal -- at any tine, at
any time during any visit. And patients were scored in
follicular and luteal visits, so this is at any point in
that study they could have sexual drive increased or
decr eased.

In fact, this is consistent with other studies
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with fluoxetine where we note that patients -- if you just
flick on to the second carry-on in this file, with the
overal | depression database patients inproving or not
| nprovi ng. It's the last slide in this file.

So, this is looking at a neta-anal ysis of
several studies with fluoxetine. It |looks at another
paraneter, the SCL-58, and | ooking obviously at fenales
only*. W see that for overall fluoxetine database, indeed,
sonme patients do worse with the use of fluoxetine on
fluoxetine or placebo. Nevertheless, some patients' sexual
dysfunction remains the same, but sone patients actually do
i nprove and a greater nunber of patients do inprove on
fl uoxetine versus placebo.

So, | think the sexual dysfunction question in
terms of what we know | ess about the PMDD popul ation, we
know | ess about how these patients are at baseline, howis
their sexual function at baseline. That's really
information that is not very clear at the nonent.

DR. TAM NGA: Yes, Dr. Altenus.

DR ALTEMJS: Do you have any data about
anorgasm a? Because that's really the main side effect.
Wul d that have been picked up in any of the neasures?

DR JUDGE: If we could go back to the first
slide of this file, the overall treatnent adverse events

for all three studies. Specifically they're itens relating
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to sexual dysfunction in each of the three studies. For
study nunber 1, anorgasm a was reported in ¢ placebo
patients, in 1 fluoxetine patient in 20, and again a
simlar nunber for fluoxetine' 60 mlligrans.

For decreased |ibido, again small nunbers of
patients reported decreased libido in this trial, as you
can see here. Hi ghest nunbers for fluoxetine 60, but then
again we're tal king about 8 patients, which is 7 percent.
The p value was not statistically different for the placebo
versus fluoxetine in these groups.

In these studies you see perhaps a higher |evel
of reporting, but it's nore inportant to note that the way
that these adverse events were not just spontaneously --
they were not just treatment energent. They were any
adverse events collected at any point. So, one woul d
expect a higher level of reporting.

Again, nost inportantly to note, the
di fferences between fluoxetine and placebo were not
statistically significant for any measure. That's the data
that was evident fromthese studies, the PVDD studies.

DR. TAWM NGA: Dr. Laughren.

DR LAUGHREN: One comment on these data. In
all cases you're relying basically, | think, on spontaneous
reporting of those events, and you may see a different

picture i f you have sensitive scales designed to | ook at
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sexual function.

DR JUDGE: Yes, indeed. The interesting point
woul d be also again to exploit such scales at baseline as
well to see what the baseline |level of functioning was.

DR. TAMM NGA: Any additional questions from
the conmttee for Dr. Judge or for Lilly?

(No response.)

DR. TAMM NGA:  Thank you, Dr. Judge

Before we break for |unch, we have one person
who has requested a tine in open hearing to speak on this
particular topic, 1'd like to ask Dr. Sherry Marts from
the Society for Wnen's Health Research to cone forward and
give her remarks.

Also, | would ask, if you would, in the spirit
of disclosure, to indicated whether or not you actually get
noney, your organi zation gets nmoney, fromULilly, and give
us an idea of what percent of your finance of that m ght
be.

DR MARTS: M nane is Sherry Marts. I’m
Scientific Director for the Society for Wonmen's Heal th
Research, which is a Washi ngt on-based advocacy group
dedicated to inproving the health of wonen through
research. W were founded in 1990 when we brought nationa
attention to the need for research on conditions that

affect wonmen not only solely because they're wonen but al so
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differently fromnen or nore often than nen.
| would like to say that we do get support from
Eli Lilly. They have been a longtinme supporter of our
efforts, and they provided a grant for the consensus

roundtable on PMDD, which I'mgoing to tal k about today.

- This was convened by the society in 1998, and a peer-

reviewed summary of that conference was published in the
Journal of Wmen's Health this past June. | have a few
copies of it. Unfortunately, | didn't get the speaker's
guidelines in time, and | only brought four copies. But if
you're willing to share, |'d be happy to hand those out.
The group that assenbled for that conference
i ncl uded experts in psychiatry, psychol ogy, gynecology, and
epi denmi ol ogy. This conference report was published as a
peer-revi ened paper, as | nentioned. Among the concl usions
of that conference are that PMDD is a distinct clinical
entity with a clinical picture that is not a typica
picture for depression, nood, or anxiety disorders, and in
particular, internal tension, anger, and irritability are
characteristics of PMD
The key differences between PMDD and ot her
di sorders is the clear onset and di sappearance of synptons,
both linked to the menstrual cycle. There's considerable
stability in the course of PVMDOD fromcycle to cycle and

over time in the absence of. treatment.
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The conference noted that PMDD is a chronic
condition that in some wonen can worsen over time. Age of
onset varies and it can be any time after regular nenstrual
cycles are established.

PMDD differs from other disorders in. that there
may or may not be conorbidity with other nood disorders,
and unlike in depression, in PMDD the hypothalamic-
pituitary-adrenal axis often functions normally. Bl ocking
the nenstrual cycle, as happens in pregnancy, can elimnate
PMDD, but has no effect on other nood disorders, and after
pregnancy, synptons return once the nmenstrual cycle is
reestabl i shed.

Finally, the consensus conference concl uded
that there is biological evidence for the involvenment of
the serotonin systemin PMDD

Now, | want to say that the society does not
have expertise in the evaluation of therapeutics. [|'m not
here to encourage or discourage the approval of any
particul ar pharnaceutical agent for treatment. VW gladly
| eave those decisions to the experts.

But we want to enphasize that PMDD is a severe,
often debilitating disorder that is distinct from
prenmenstrual syndrome. PMDD’s synptons.significantly
interfere with a woman's life, preventing a sufferer from

functioning effectively at work and at hone.
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We're concerned that this disorder may go
unrecogni zed, undi agnosed, and untreated in many women.
Anong the barriers to diagnosis and treatnent are the
stigma that may be attached to a condition associated with
the nmenstrual cycle. There's still a negative connotation
agai nst seeking treatment for sonething that's just in your
head or just PMB. The adm ssion that treatment is needed
is seen as a weakness. Because this condition is not well
under st ood, physicians may not recogni ze the signs and
synmptonms or know how best to di agnose PNVDD by
di stinguishing it fromnood disorders.

The possibility of a nmedical treatnment for this
di sorder is heartening and it's evidence that wonen have
succeeded in bringing attention to this condition to their
health care providers.

W as the Society for Wnen's Health Research
are conmtted to reducing the stignma of diagnosis with PVDD
and commtted to educating wonen that PVDD can be di agnosed
and treated and that synptons are, as | said, not just part
of being a woman or all in your head. V& encourage wonmen
to consider all treatnment options and to insist on
treatnent that is effective and appropriate to the severity
of their synptons. V¥ encourage the nmenmbers of the
advi sory panel to consider the significance of this

di sorder for the approximately 5 percent of nenstruating
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wonen who suffer fromit.

Thank you.

DR. TAMM NGA: Thank you very nuch, Dr. Marts.

Although Dr. Marts was the only person who
requested a spot for remarks, this is the open public
hearing part of the neeting, and |I'd like to ask if anybody
el se has any statenent to make.

(No response.)

DR TAMM NGA: In that case, | think we ought
to break for |unch. | would Iike people to conme back
pronptly at 1 o'clock, and at that tinme the conmttee wll
have a di scussion both about the diagnosis and about the
efficacy and safety questions.

DR TITUS: There is a table reserved for you
in the restaurant, and | would like to caution you that the
conversation needs to be about weather and neutral topics.
The topic we're discussing -- you need to cone back here
and do it publicly.

(Wereupon, at 11:55 p.m, the committee was

recessed, to reconvene at 1:00 p.m, this same day.)
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AFTERNOCON SESSI ON

(1:03 p.m)
DR TAMWMNGA: |1'd like to reconvene the
meet i ng.
The conmmttee is nowin the conmttee
di scussion and deliberation portion of our meeting. |1'd

like to focus our discussion on the itens that Dr. Laughren
raised for us this nmorning about the questions that the FDA
has of this indication, both of the indication and of the
drug, and remnd the conmttee that the question that Dr.
Laughren woul d |i ke sone discussion of, first of all, is

t he general question regarding PVMDD as a new indication.
Wth some nore specific questions, Dr. Laughren asked about
the rel evance of the DSM IV appendi x status for PMDD, PNMDD
as a distinct disorder, distinguished from MDD, the
relationship of PVDD to PVM5, and as a follow up question,
the possibility, although we're not considering a drug for
this today, the related question of PM5 as a candidate for
an approved indication.

So, I'd like us to start this afternoon
meeting's deliberating about these kind of things. | would
actually invite our consultants, Who are experts in this
area, to perhaps take a lead-off in the conversation. Dr.
Parry.

DR PARRY: \Well, | think that the studies that
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were presented this norning and nost other studies that are
accepted for publication use the criteria for prenmenstrual
dysphoric disorder. There was a |ot of deliberation going
into making those criteria. The term"prenenstrua
syndrome, PMs" is anorphous and ill-defined. There's no
definition of it. So, to say that one is a subset of the
other or howit's differentiated | think is really a noot
poi nt .

| would strongly advi se agai nst fluoxetine

bei ng considered for use in this anorphous term PVM5 because
the studies that the decision will be based on do not use

specifically and go to a lot of trouble to define
criteria for PMDD. So, we really don't have information on
this anorphous, ill-defined PM5. So, | think we shoul d
confine our focus of attention on the studies and even
treatnents to the very carefully and very rigorously
defined prenmenstrual dysphoric disorder. It"s nore
rigorous than nost other psychiatric disorders. The
termnology that's used in the DSM 1V was based on pooling
studies from across the country. So, | think given that

background, the focus should be on prenenstrual dysphoric

di sorder.

DR TAM NGA: Dr. Thys?

DR THYS-JACOBS: | think PM5 is a definitive
and distinct disorder. Wnen who have had it -- and
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woul d say across the board, there are about 70 to 80
percent of prenenopausal wonen who are suffering wth
prenenstrual syndrone. So, | think it's a very distinct
di sor der.

DR PARRY: Wat's the definition?

DR THYS-JACOBS: | think it's been defined as
an occurrence of physical and affective nood synptons that
occur during the luteal phase of the cycle, as distinct
fromthe follicular phase. Now, exactly what that ratio is
in terms of synptomatology -- is it a 30 percent increase?
Is it a 50 percent increase? Is it 100 percent? Ve all
know t hat prenenstrual syndrome exists, it's a luteal phase
di sorder, and we know that these synptons indeed occur

Is PMS distinct from PMDD? Now, there is a
definition in the DSMI11 and the DSMIV that cites
specifically that five out of a |ot of these synptons
define PMDD. | think it’s fine. | think for a woman who
has the very severe end of the spectrum-- and | don't see
any difference between PMDD and PVS, not at all. Inny
practice and in ny research, | don't see any distinction
between the two. What | do see is that the wonmen who cone
in who have PMDD i ndeed have a prom nence of affective
synmptoms. Are they nore synptons than physical synptons?
| don't find that, not at all.

But | do agree -that it is a distinct disorder.
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It’s distinct in terns of defining it from other depressive
or other nmental or nood disorders.

DR TAMM NGA: You're tal king about PNDD.

DR. THYS-JACOBS: PMDD and severe PMB. | do
not consider them as different. Not at all.

DR TAWM NGA: Dr. Altenus?

DR ALTEMJS: | imagine that if this is
approved, in the general public and in prinary care, people
aren't really going to know how to di agnose PMDD, and it
wi || probably be used very widely for anyone with any
prenenstrual synptons at all.

DR THYS-JACOBS: | think the criteria are
pretty well spelled out in terns of the DSMII1 and DSM I V.
| think wonen know what PMS is. | don’t think there's any
question about it. The people that | speak to who are
seei ng these wonen, the gynecol ogists, the primary care
internists, they all know what PVM5S is. They all know that
it’s a group of these synptons, Whichever synptons you want
to define, that occur specifically during this phase of the
menstrual cycle, the luteal phase of the cycle, and remts
with nmenses or the follicular phase. That is PMs.

Is PMS distinct fromPWMDD? No, it is not. It
Is not different.

DR ALTEMJUS: \Well, | don’t think we can make

the leap that the drug is effective for PMs. | mean, there
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have been two studies in PVMDD. Even though you intuitively
think that it will be effective for PMS.

DR THYS-JACOBS: 1I‘m not saying that. I‘m not
saying that this particular drug --

DR TAMM NGA: W're really just tal king about
the diagnoses now just as a starter.

DR THYS-JACOBS: -- should be indicated for
prenenstrual syndrone. \Wen | think of prenenstrua
syndrone, | think of the global syndrome and | think of the
physical and the affective, the water retention synptons
and the pain synptonms. | think of the whole gl obal
syndrome. | think what we‘ve seen is that we have defined
PVMDD nostly as an affective syndrome with these particul ar
group of synptons, and this drug is or is not effective for
this particular group of symptons in this disorder. Is it
effective across the board for the entire syndrone? W
haven't seen that.

DR PARRY: Wwhat’s your operational definition
in terms of severity of synptons? They do nmake a
di stinction between major depressive disorder and
depressive synptomatol ogy. So, | think not only in terns
of the nature of the synptons -- and you specified timng
but what about severity?

DR THYS-JACOBS: | think the timng nmakes the

syndrone. There’s no question about it. It’s the timng
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during the luteal phase. That’s why it was |ate luteal
phase dysphoria and prenenstrual dysphoria. It’s the
timng of the syndrome that nmakes this different from major
depression and all the other nood disorders. There's
absolutely no question this disorder remts, subsides, ends
with the beginning of nenses, period. So, it’s the timng.
What ever synptom you want -- it could be cravings, it could
be pain, it could be depression -- any synptom you want
that occurs during this luteal phase of the cycle and
recurs, Yyou have PNMS

DR 'PARRY: Well, but again it’s severity.
Wul d you use fluoxetine to treat a little bit of breast
swel I i ng?

DR. THYS-JACOBS: I’m talking about PMS not
ver sus PMDD.

DR PARRY: Yes, but what are your severity
criteria for PM5 is what I’m asking.

DR THYS-JACOBS: There's no severity. 1It’s
the timng of those synptons that occur during the luteal
phase of the cycle.

DR. ALTEMJS: But you’re saying it’s a
di sor der.

DR. THYS-JACOBS: It’s a disorder. It’s not a
di sease. It’s an occurrence of synptons, whatever group of

synpt ons the wonman has for .that particul ar phase of the
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cycle.

DR. ALTEMJS: Wuld you say 80 percent of
peopl e have this disorder?

DR THYS-JACOBS:. Yes, absolutely. | think 70
to 80 percent of wonen who are wal ki ng around have suffered
at some point in their life with PM5. There's absolutely
no question. If you're out there and you're seeing wonen
on a daily basis, yes, there are women out there who are
suffering wth this syndrone.

DR TAMM NGA: Let me focus this discussion, if
you woufloda mnute on PVMDD since the question on the
plate -- we have sort of a mnor question about PMS, but
the maj or question on our plate is the PVMDD question, the
suitability, if you will, of the PMDD as a diagnosis and as
an indication for drug treatnent.

Good, Dr. Dom nguez.

DR DOMNGUEZ: | would like to ask the
consultants, taking a step back fromthe discussion that
just happened, why was LLPDD not elevated in DSMIV to a
distinct disorder? W learned fromDr. Endicott that there
was a |lack of consensus in that area. Wat were the mgjor
i ssues that drove this lack of consensus? Can the
consultants or perhaps even Dr. Endicott enlighten the
commttee as to why?

DR. PARRY: Wll, fromny view, as Dr. Endicott
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i ndi cated, there was consensus on the-nature of the
synptons. | viewit that was a political decision, not a
scientific one. But the concern was that if it was put in
the main body of the text, it would inplicate all wonen as
having a disorder, even though it specified that based on
the estimates we had from studies, only 5 percent of wonen
met criteria, but the concern was that it would stignatize
wonen. So, I’m happy to hear other comments, but | think

it was primarily a political decision, not a clinical or

scientific one.

DR TAMMINGA: Wiy was the diagnosis changed
from LLP -- whatever that was -- to the PMDD?

DR PARRY: Well, it was first listed in the
DSM111-R as | ate luteal phase dysphoric disorder because
the attenpt was to define it as carefully as we could into
the luteal phase of the menstrual cycle. But I think it
was changed to prenenstrual dysphoric disorder because |late
luteal phase dysphoric disorder was a bit cunbersone. It
got referred to as L squared PD squared, and the

prenmenstrual term nology was nore user friendly.
DR. DOM NGQUEZ: So, if the issue was political

as you say, then this disorder is going to remain in the
appendi ces of future DsMs forever and ever? I think it is

wor ded as studi es that need further research and further

verification. Wiat el se has to happen in order for this to

ASSOCIATED REPORTERS OF WASHINGTON
202)543-4809



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

142
rise to a clear Axis | category?

DR. PARRY: | think the majority of the people
who were on the board wanted it to go in not under the
appendi ces, but the board, because of a few dissenting
opi nions and because of the public controversy, overrode
that. So, ny view would be we nade a little bit of
progress just getting it in, and | would hope that the next
step would be to put it in.

Wul d you share that, Jean?

DR TAW NGA: Dr. Endicott.

DR ENDI COTT: Dr. Parry and | were both on the
work group that were advisory to the nomenclature
coomittee, and it was fairly apparent fromday 1 of that
work group or advisory group that there were going to be
i ssues around this political issue and that there was going
to be sone disagreenent on the ultinmate recommendati on.

But the group was able to work together very well on the
subset of criteria and on the evidence to support those
criteria.

There was a desire on the part of the
nonmencl ature conmttee to have sone kind of consensus
recommendation, and they finally accepted that there was
not going to be a consensus fromour group. S0, they were
presented with the evidence.

As Barbara said, both in the advisory conmttee
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and in the overall nonenclature commttee, nost of the
people were in favor of noving it up fromthe appendi x.

But there were other issues going on, and this is always a
comm ttee kind of decision in a general setting in which
political issues do get considered.

DR. TAWM NGA: Dr. Laughren

DR LAUGHREN. Let nme try and clarify the
question that I’m interested in having answered. Actually
there are two questions.

One has to do with this entity PMDD and whet her

. or not that’s a reasonable clinical entity to focus on as a

claim an indication in labeling. In terns of this
application, that’s the only entity that we’re focusing on
because that’s what they studied.

The second question really relates nore to our
advi si ng ot her conpanies who are interested in this area
and what to tell them about broader clainms that they might
be approaching. There is sonme interest in looking at this
broader entity of PMS. M question is, separate from your
answer to whether or not you think PVMDD is a reasonabl e
entity, is this broader entity sonething that, in a sense,
is ready for prine time in ternms of an indication? s it
wel | enough defined? |s there a consensual agreenent about
what the diagnostic criteria are so that a conpany coul d

reasonably run a devel opnment program and submt an
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application for this nore diffuse clain? That’s really the
questi on.

DR. TAMM NGA: So, 1’'d like to hear from both
the consultants and the commttee nenbers in response to
each of those questions, addressing the first question
about PMDD first and then the broader question about PNS.

Abby, do you want to go first?

DR FYER  Sure. Actually | guess | would take
it fromthe other point of view Wat is it about this
di sorder that nakes you feel that it mght not be sonething
viable to address as an indication for a drug treatnent?
Usual |y we | ook at epidem ologic data, we | ook at distress
and inpairnent, et cetera, we look at distinctness from
other disorders. It may be slightly different in sone
aspects from others, but | guess I‘m mi ssing the point.
Maybe it’s a little newin the history of the explicit
definition of the disorder, but not really nuch different
than panic which had a simlar long history unofficially
and then canme into --

DR. LAUGHREN: Actually nmy own bias is in favor
of what you said, that this entity is reasonably well
defined. Really nore ny question has to do with this
broader entity of PMS and whether or not that’s a candidate
for drug devel opnent. The questions | have listed here.

Whet her or not this entity is distinct from depressions,
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addressed, but other commttee nmenbers may want to weigh in
on that. But really, my main question has to do with
future devel opnent prograns for possibly this broader
entity of PMS and whether or not that’s a reasonable course
for conmpanies to be taking.

DR FYER  You nean whether or not it’s
reasonable t0 advi se people to devel op indications for PM5.

DR LAUGHREN. Right. |Is PM5 at this point
wel | enough defined, well enough accepted in the community,
and does it have enough agreenent about diagnostic criteria
t hat conpani es coul d reasonably go down that path and
submt applications for that entity?

DR TAMWM NGA: Well, we've had two answers from
our committee. One is yes and one is no. So, why don't
the two of you restate your opinions, and then the rest of
the conmttee can comment ?

DR, THYS- JACOBS: | think PMS, prenenstrua
syndrome, is a distinct, defined disorder. There is
absolutely no question that what nakes this group of
synptons with this disorder or this phenonenon different
fromany other affective or any other disorder is the
occurrence of these particular group of synptonms during the
luteal phase of the cycle. | can't stress nore to you that

| really believe it. W have all recognized this for
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centuries. It has been spoken about, witten about by
historians. \W've defined it.

| think there was, indeed, a National Institute
of Mental Health consensus that defined a 30 percent
i ncrease from luteal to follicular phase, that you had to
know that there was a difference in scores, in visual
anal og scales, that there was, indeed, this difference of
symptoms during the luteal phase to the follicular phase of
the cycle.

So, we know what it is. W've defined it
basically as a group of synptons that occur. 1It’s phase-
related. 1It’s tenporally related to the nmenstrual cycle.

DR LAUGHREN. Are you tal king about PMS or are
you tal ki ng about sonething called severe PVM5?

DR THYS-JACOBS. 1I‘m talking about
premenstrual syndrome, PN,

DR LAUGHREN. So, you're not making -- earlier
you were talking about --

DR THYS- JACOBS: No. | am not maki ng any
distinction in terns of severity, no, because | believe and
ny research has shown that, that the occurrence of
premenstrual synptons is abnormal. It’s |ike being
pregnant . |f you're pregnant, you're pregnant. If you're
a little pregnant, you're i1nmonth pregnant, versus 9 nonths

pregnant . It's the pregnancy that nmakes the difference in
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terms of the reproductive cycle.

What I’m saying to you is that the occurrence,
the presence of synptonatol ogy during the luteal phase of
the cycle is not normal.

DR TAM NGA: Dr. Tenple.

DR. TEMPLE: Couldn't the relationship between
these two terns be described as PM5 is the |arger term and
when-t he dysphoric synptons are particularly prom nent and
are also prenenstrual and have the appropriate timng, you
call it prenenstrual dysphoric disorder?

DR THYS-JACOBS: Yes. | look at it that way.

DR. TEMPLE: So, one is perhaps a subset of the
ot her.

DR THYS-JACOBS: Yes.  Yes.

DR TEMPLE: And the way you get into a trial
of prenmenstrual dysphoric disorder is you neet the criteria
for those.

DR THYS-JACOBS: You focus nmore on the
affective --

DR TEMPLE: If soneone wanted to do PNM5 nore
general ly, then they woul d be focusing on whatever the
synptons that happen to acconpany this person's
premenstrual syndrone, but they m ght even not have a
dysphoric disorder. They mght just be bloating or
sonet hi ng. But you'd say that's still PMS, but no one
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woul d say that's prenmenstrual dysphoric disorder because
they're not dysphoric.

DR THYS-JACOBS: Right. | definitely agree
with that.

| should actually qualify this. \Wat | |ook
for is a difference between follicular and luteal phase.
Wien | treat a woman who has prenenstrual syndrone, what |
| ook for after treatment is the equalization between luteal
and follicular nean scores. That’s what | |ook for. It
doesn't have to be absent. | like to see absent synptons.
So, Wwhen | even tell you the presence, that’s not really
right. It’s not the presence. 1It’s the increase in

synptons during the luteal phase conpared to the follicular

phase. That’s what | look for. | look for the decrease in
luteal phase synptomatol ogy, those nmean scores -- or you
could use a visual analog scale -- between one phase of the
cycle and the other, and | look for the equalization

bet ween these phases. Then | say, yes, this wonan is
adequat el y treated.

DR TAM NGA: Dr. Haner has a coment.

DR HAMER: No. Actually, as usual, I’m just
confused. Did | hear you say at one tinme that 80 percent
of wonen had this and then at another tine that it was
abnor mal ?

DR THYS- JACOBS: Yes.
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DR HAMER | just wanted to nake sure | heard
t hat .

DR THYS-JACOBS: Yes. | think 70 to 80
percent of wonen are suffering with prenenstrua
synpt onat ol ogy.

DR HAMER.  Then why isn't that normal ?

DR THYS-JACOBS. Wll, it depends on what
normal is. |If somebody conmes in and says, | feel wonderfu
and their vitamn D level is 0 and then you start'treating
them and they say, wow, I‘ve never felt better, what’s
basel ine, what’s normal? | don't have the answer to that
questi on.

DR TEMPLE: 1t’s |ike asking whet her
presbyopia is normal or not. It’s a matter of definition.
Everybody gets it, but the lens isn't working anynore.

DR TAMM NGA: The commttee would like to hear
fromboth Dr. Parry and Dr. Altenmus about the broader
question of PM5S and the suitability, if you wll, of PM5 as
a di agnosis.

DR ALTEMJS: Well, | think PVMDD is definitely
wel | defined, and that’s definitely an indication.

| have a nore conceptual question | guess. For
a drug to be approved, does there have to be a disorder
with diagnostic criteria? I‘m just thinking of, say, pain

nmedi cat i on. Do we approve pain nedications for arthritis?
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Does there have to be a severity criteria for the drug to
be accepted?

DR. TAMM NGA: Maybe Dr. Laughren can answer or
Dr. Katz can answer this question

DR ALTEMJS: | think the problemwith PM5 is
there’s no severity criteria, |ike 80 percent of wonen have
some synptom I‘m wondering for a drug to be approved, do
we have to have a defined disorder with diagnostic
criteria, or is it possible to have, say, a pain medication
approved that works for all different severity of pain? Do
you know what I‘m saying?

DR KATZ: Wll, you could have a pain
medi cati on approved | suppose for all different severities,
and they are. But pain is sonething that everybody
under st ands. | mean, it’s commonly accepted that pain is a
syndrome, if you will, that’s commonly under stood.
Everybody knows what you nean when you say | have pain,
al though there are different types of pain, of course.

The question here that Tomis asking, that we’d
i ke to hear what everybody has to say about, is, is PM5 so
wel | -defined, so clearly understood by the comunity and
accepted as a bona fide diagnosis in the comunity so that
we could reliably identify people who have PM5, know what
their synptons are, and that there would be a conmon

understanding so that we could wite a |abel that says,
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this drug is approved for patients with PMS?

DR ALTEMJS: Well, if you wanted to do that,
you'd have to have severity criteria, and the way you're
describing it right nowis there are no severity criteria.
[t's just synptons.

DR THYS- JACOBS: No. [''m not --

DR KATZ: | don't know exactly what you nean
by severity criteria, other than everything is on a
continuum  First you're normal with anything and then
eventually you're abnormal. So, | guess in sone sense any
di sease state is defined al nost by a severity criteria.

DR. TEMPLE: You could use presence or absence,
that kind of thing.

DR ALTEMJS: | guess what |'msaying is |
think right now PM5is in the sane sort of realmas pain,
that it's a subjective report, and there really aren't
di agnostic criteria, for what's the severity of bloating or
disconfort that's defined as PMS

DR. TEMPLE: You coul d devel op one, and in fact
you have to devel op one or you won't be able to detect
i nprovenent. So, maeke a visual analog bloating scale and
check it out and see if people -- it's subjective anyway.
Actual | y nobody gave wei ght change neasurenents with this
drug, Which | nmeant to ask about and forgot to. But

they're subjective synptons. There are always ways to
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devel op a scale for those things. People do it when
they're forced to because they want to study a drug
usual l'y.

DR. ALTEMUS. No. | agree there are scales
But right now, 1'd say for PM5, as it's generally
under stood, there's no diagnostic criteria.

DR KATZ: Well, then how do you know somebody
has .it?

DR ALTEMJS: It's |ike pain.

DR TEMPLE: But | think we heard this. They
have cyclical synptons of one kind or another and they
vary, that cone at that tine, --

DR KATZ: Right.

DR TEMPLE: -- and are not there otherwi se.

DR KATZ: Right, but the questionis if you're
devel oping a treatment for it, do you study people who only
have bloating, only have breast tenderness, who are
dysphoric? That's what we're asking.

Odinarily when we consider an application for
an indication, the indication is sonething that is
general ly recogni zed as being a bona fide, reliably
identifiable entity by the community so that people know
what Parkinson's disease is, people know what major
depression is. It's well understood what those things

consi st of.
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Here the question is, how do we define PNM5?
Does the field in general believe that one definition as
opposed to another is acceptable? That sort of thing.

DR TAMM NGA: Do you have another coment,
Tonf?

DR LAUGHREN: Well, | guess another question
that | have, and this is really a nore subjective thing.
It’s true that we approve drugs for sonething |ike pain or
for nausea which are conditions which people understand.
You don't have to have, in a sense, diagnostic criteria.

| guess ny question is here what we're talking
about is commtting patients with this entity to possibly
decades of treatnment, of continuous treatment, with a drug
whi ch has sone risk associated with it. The question is,
if this entity is so vaguely defined that it exists in 80

percent of menstruating wonen --

DR THYS-JACOBS: | can't inagine that you're
saying that this is vague. | think it's very clear-cut. |
think it's cyclical. It's recurrent. There's a group of

synptons that are increased during the luteal phase of the
cycle. | cannot see that as vague. If this group of
symptons.is increased by 30 percent, 50 percent, 100
percent conpared to the follicular phase of the cycle, for
me that is a definition of what this syndronme is all about.

| don't think you really have to say does this person who
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is suffering with prenenstrual syndrone have this
particular symptom No, we don't |ook at that.

You have to go back in history and realize that
t here have been clearly over 150 synptons that have been
associated with this syndrone. We’ve cone down to nmaybe
we' ve agreed to maybe 15, 17, or 20 synptons. Do you want
to ook at the whole syndrome? That's fine. Wat | |ook
for is this group of synptons that occur and it's the
change fromthe follicular phase, and that's the
definition. | think that's clear. That is not vague.

DR TAW NGA: Dr. Parry, do you want to weigh
in on this question? This is the PM5 question

DR PARRY: Well, to try to go back to the
original question, | do think that the disorder,
prenmenstrual dysphoric disorder, as defined in the DSM IV,
has substantial evidence for clinical viability, the nature
of the synptons being primarily affective in nature, the
severity of the synptons.

Wien the DSMwas initially devel oped, the
definition of psychiatric disorder was that condition which
causes synmptons of distress as well as a certain anmount of
i npai rment in social or occupational functioning. Now for
research criteria, we may use a cutoff score, but as with
any other psychiatric disorder, it has to inmpair sone

aspect of social, occupational, Or even school functioning,
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as Dr. Endicott reviewed this norning.

Then the other nature of the diagnostic
criteria is the distinct timng of the synptons in
relationship to the menstrual cycle. Many wonmen may have
cyclic nmood synptons, but they may bear no relationship to
the timing of the menstrual cycle. And retrospective
reports on that are notoriously unreliable. So, a
prospective docunentation of synptons | think is critica
in making the diagnosis.

So, not only the nature, the severity and the
timng of the synptonms have been, | think, very carefully
described in the prenenstrual dysphoric disorder, but the
associ ated features of the course of the illness, its
i nheritance patterns have al so been described, and also its
relationship to other psychiatric conditions and
differential diagnoses. So, | do think that prenmenstrua
dysphoric disorder is a well-defined, viable clinical
entity.

| do not think that prenmenstrual syndrone is a

defined clinical entity, and | think that there would be a

great risk in trying to develop a drug treatnent for a

very, what | consider, ill-defined syndrome. It would be
conparable, in ny view, to taking sonmeone with -- let's
say, developing a drug treatnent -- all the work that has

gone into defining depression. Ganted, major depression
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may be a' spectrumillness and needs to be differentiated
fromgrief or just feeling cranky or having sone irritable
synptoms. But | don't think it's advisable to devel op drug
treatnent for sonething that's not a disorder that you
could get recurrent pain syndrome, Yyou could get very ninor
synmptonms, and to use a drug treatnent to mtigate those
synptons | have to say | think would be very inadvisabl e.

DR TAM NGA: Dr. Celler.

DR GELLER: | think it will help if we nake a
di stinction between what nmen accept and what wonen accept
as commonly accepted entities. | don't want to be
di srespectful to the neeting, but if this were a Perry
Mason show, |'d ask all women who think PMS doesn't exist
to raise their hand.

| think there is such wide clinical acceptance
that | think that really is not so nmuch the issue as the
definitional issues in terms of being scientists. V& don't
have good measures that distinguish what the inpairments
are with PVM5 from non-inpairments. The challenge to the
conpani es who want to use this as an indication would be to
do what Dr. Tenple just said, develop instruments that are
validated and reliable that can neasure pMs synptons, and
then you can define an entity. From that, Yyou can go on to
drug treatmnent.

DR. TAMM NGA: Barbara, the difference between
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like an entity or a diagnosis, that PMSis in your point of
view a diagnosis, as well as comonly accepted entity.

DR CELLER: | think what we generally do is we
make things a diagnosis if they produce inpairment, and |
think until we have validated, reliable. scales that show
what the inpairment is, we ordinarily don't call it a
diagnosis. The experts are telling us that at this point
in tine, those scales don't exist for PMS

DR. THYS-JACOBS: No, that's not correct.

There are scales for prenenstrual syndrone.

DR GELLER. Well, if there are scales and you
can show --

DR THYS-JACOBS: That's absolutely not
correct.

DR CELLER. -- the severity, then |I'm
m sunderstanding Dr. Parry and | need correction. |
t hought you were saying at this point in time you didn't
feel that severity of PMS symptons coul d be neasured in a
way that would be appropriate for drug studies.

DR. PARRY: Ch, no, | did not nean to inply
that. | think that the scales that were reviewed this
morning -- the visual analog scale has been found to be one
of the npst sensitive markers, and it is a requirement to
neet criteria for premenstrual dysphoric disorder that

ratings be done on a daily basis over 2 nonths.
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DR, CGELLER  Right. No, for PM5, not the PNDD.

DR PARRY: No. I'mtalking about prenenstrua
dysphoric disorder. The synptons that were listed this
norning that are in the DSMIV are listed by frequency of
occurrence based on reports nade at |east five different
centers across the U'S

DR GELLER  Dr. Parry, | think maybe we're
having definitional problens. | don't think anybody
listening to Dr. Endicott and the other presentations this
nmorni ng has doubts about PMDD being a distinct entity where
you can show severity in synptoms. M understanding is the
FDA wants to know about the broader question of PM5, and
here it sounds like there's a difference of opinion about
how di stinct an entity that nay be in terns of what we can
measure wWth rating scales.

DR TAWM NGA: "' m hoping that Dr. Endicott
mght be willing to weigh in on this question. Even though
you're not on the commttee, we'd love to hear from you.

DR ENDICOTT: | think I find nyself falling
kind of in the mddle in the sense that | do think that
nost wonmen know what PMS is and that they could give us a
description. W could just tap any wonman in the room and
nost of the nen also could give us a clinical description
of PV5 that we would all nods our heads and say yes.

However, when it gets to the issue of whether all PMSis a
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di sorder or not, that's where | do part conpany with Dr.
Jacobs.

| think of it along the lines of a continuum
rangi ng from just perceptible changes usually in physical
synptons that maybe get worse and worse and involve nore
and nmore synptons, and at sone point along that continuum
it beconmes bothersonme enough for the worman herself and for
her mate or her children or her coworkers that treatnment is
war r ant ed. Certainly all of us who do studies of PMDD do
have wonmen that we don't put into our formal protocols
because they don't meet our nost stringent criteria for
PVMDD, but they do have noderate to severe PMS that is
causing them problens. W tend to sedge them over into
anot her protocol or treat them openly because they have
sought treatment for a condition that they have identified
and that our prospective ratings show exist.

So, where is that cut-point along this
continuum between what is just a phenonmenon that is
somewhat bot hersone but not necessarily worthy of treatnent
and at what point is it severe enough that a woman wants
treatnent, needs treatnment, and is willing to put up with
the side effects that go with nost treatnent?

| think that there's always this issue. It
comes up with everything else. How nuch pain do you have

to have before you take an anal gesi c? How bad does your
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headache have to be? How bad does your cold, sore throat,
or flu have to be before you decide | got to do sonething
about this?

So, | do think of PM5 as ranging from sonething
t hat nobody woul d seek treatment for or think is worthy of
much attention, all the way up into PNMDD

DR TAMM NGA: And that cut-point in your
opinion does not occur at the point of diagnosis of PNMDD?

DR ENDICOTT: PMDD is a stringent diagnosis.
There are certainly wonen who want to do somnet hi ng about

their PMB that is just below the threshold of PVDD.  But

the idea that every worman mght want to pop a pill or
something -- even wonen with PVMDD, a |lot of them say, well,
isn'"t there anything else | can do, lifestyle, vitam ns,

diet, exercise? Are there other things |I can do so that
maybe | won't need to take nedication? So, for any wonman
there is always this issue of the bal ance between whet her
or not they want to take a nedication or not and how severe
it is, how nuch pain it's causing in their lives, and how
much inmpairment it's causing.

So, we do see wonen who don't quite neet our
criteria for the studies, but certainly are severe enough
to warrant treatnent.

DR. TAMM NGA:  Thanks.

QG her comments fromthe commttee or its
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advi sors? Dr. Fyer.

DR FYER  Following up on sonething Dr.
Endi cott said, years ago when Dr. Endicott started her
studies, | renenber having a conversation with her about
starting the prospective followup. The thing that really
struck ne was the nunber of people who self-reported for
PMS who did not turn out to have nmenstrual related
sympt oms.

| guess in terns of Dr. Laughren’s question
about drug conpanies using PVM5 as an indication, | think
that it would be particularly inportant to make sure people
get the right kind of care, that the prospective assessnent
be built into anything anybody does, and al so the issue of,
if people don’t have that particular nenstrual related
thing, to begin to characterize the other things people
have and what other kinds of treatnment nay be useful for
them and sort of see it as an opportunity to identify

other treatment responsive syndronmes that are troubl esone

to wonen.

DR PARRY: In that line, | think there was a
study done a while ago, the De Jong study at the N H, that
| ooked at wonen who cane in conplaining of prenenstrua
synptons.  They | ooked at the group in whomthe diagnosis
was confirned versus those in whomthe diagnosis wasn't

confirmed bythese daily prospective ratings. |n the group
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~that was not confirnmed, a majority of those, |ike 80

percent, had other psychiatric diagnoses, the nost frequent

of which was major depressive disorder. It was, | think

~maybe |less stigmatizing to think that they had prenenstrual

synptons when they really had naj or depressive disorder

DR TAMM NGA: Additional coments, thoughts?
Some of the commttee hasn't spoken up

DR THYS- JACOBS: | just want to mention that
nost of the clinical trials on PMS have criteria of 2
nont hs of prospective docunentation of synptons, and their
criteria varies fromtrial to trial. Some people have used
a 30 percent, sone people have used a 50 percent. The
majority of the studies have rul ed out depressive
di sorders. So, the trials are there, and | think PMS, as
it stands, in research is a distinct entity.

There are, indeed, a nunber of wonen who cone
in and say that they have synptons, and when you
prospectively docunent their synptons, it's not what it
turns out to actually be. But when you document for two
menstrual cycles and you show that there's a luteal phase
increase in their synptons, that's what they have.

DR TAWM NGA: Dr. Cook?

DR COK: | was just going to say | can't
speak because | only have one X chronosone.

(Laughter.)
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"DR COOK: No.
But I did want to raise the issue, however,
that al t hough peopl e are sayi ng wonren woul d know what PMS
is, nost of the objections that have not been represented,
other than to describe themas political, particularly have
to do with PMS and are rai sed by wonmen, not nen.

so, | think the discussion has covered that

- there would be sone risk in developing an indication for

PMS, but if sonmeone wants to go for the broader indication,
| think the FDA should seek some input fromthose who had

enough inpact to keep what to ne sounds |like a very clear

di sorder, PMDD, out of the body of DSMIV. | think that
those are people that should be heard from | don't
necessarily agree with them | just would suggest that

t hat be included.

DR PARRY: One risk factor | just thought of.
For exanple, given the cyclicity of the synptoms, one very
inportant differential diagnosis is wonen wth rapid
cycling nood disorders, and giving sonmething |ike
fluoxetine or other antidepressants can potentially
exacerbate the rapid cycling. | think that would be one
very strong indication. And 90 percent of patients with
rapid cycling nood disorders are monén, and it would be one
of the very adverse consequences Of not having a careful

di agnosi s.
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2 1 DR TAMM NGA: Dr. Hamer.

2 DR HAMER: |'d also like then in ny role as an
3 advocate to do the same thing | did last tinme, which is

4 strongly urge the FDA to, as it usually does, be very

5 careful in witing the |abeling for exactly that reason.

6 As this will probably largely be prescribed by primary care
7 physi ci ans, gynecol ogists, they really do need to be sure

a to eliminate rapid cycling disorders so that they don't

9 I nadvertently give an SSRI to them

10 DR. TAWMWM NGA: Dr. W nokur.

11 DR. WNOKUR: 1’11 junp in and make a conment.
12 That was the direction of sone of ny questions earlier. |
13 think I want to also distinguish just m ssing wonen who may
14 have rapid cycling fromthe need to really focus down on

15 the potential effects of the SSRIs or other antidepressants
16 for the treatnment of PMDD or other nmenstrual cycle related
17 entities because we are tal king about a cyclic nood

18 disorder. And now we're tal king about potentially applying
19 t hese drugs that we know in other popul ati ons have a

20 potential to induce mania or hypomania, as is the case for
21 ot her synptons or problens that have been tal ked about,

22 such as sexual dysfunction. W know that sonetines

23 synptons have to be explicitly |ooked for rather than just
24 kind of observed as adverse events. So, | think that

25 future research studies mght build in specifically
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assessnment of hyponanic type synptons.

DR. TAMM NGA: Additional coments about PMDD
as a diagnosis or about PM5 as a disorder?

(No response.)

DR TAWM NGA: If not, | think we should nove
on and tal k about the appropriateness of the nood scal es,
of the VAS Mod-3 and the VAS Mod-4, in the data that we'
heard presented today by Lilly.

Dr. Parry, you already nentioned sonething
about this, that the visual analog scale was the single
most appropriate scale. Mybe you could |aunch a
di scussion of this.

DR PARRY: | was just referring first, in
general, that the visual analog scal e has denonstrated
reliability and validity not just in terns of prenenstrual
dysphoric disorder but in depression and other disorders.

| think that the thing that you want to check
Is that these wonen are turning in their scales every week
so that they're not retrospectively filled out.

| think in evaluating studies, it's inportant
to see sonetinmes -- sone of the earlier studies done just
m ght have only a scale of 1 to 3, no synptons, sone
synptons, severe synptoms. | think the advantage of at
least [ike 100 mllimeter line visual analog scale is it

gi ves the subject a whole range of synptons and allows for
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i ndividual variability in conpleting these scal es.

| think that the ones that were used in these
studies were very adequate. There was one case where they
l'inked | think happiness or nood and energy which may or
may not be associated. But for the nost part, they tapped
into the main synptons of depression, anxiety, rapid nood
shifts, and irritability. Thanks to nmuch of the work of --
Jean Endicott has devel oped the other scales -- it's quite
adequate. They have been used extensively, and | think
it'"s inportant to have both a clinician nonitored -- as
well as a subjective and an objective assessnment built into
t he scal es.

But I'd again like to point out conpared to
ot her psychiatric disorders, the daily ratings, at |east
for 2 nonths to get into the study, is nore rigorous than
we have for nost other disorders. So, overall it doesn't
mean there's not roomfor inprovenent.

DR TAWM NGA:  Dr. Thys?

DR THYS-JACOBS: | would definitely agree.
The VAS scal e has been used extensively for not only PNMS
but for PVDD, and the fact that it was Mod-3 versus Mod-4
| don't think is really of any maj or consequence.

DR TAWM NGA: What about using a subscale of
the VAS rather than the total VAS score? W heard from Dr.

Steiner this norning about the rationale for doing that.
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DR THYS-JACOBS: | don't think it makes that
much of a difference because those synptons that were
chosen really are very nuch reflective of the total PMDD
scal e.

DR PARRY: Yes, | do think they' re nuch nore
li ke sanme anpeba, different pseudopods. So, they do
correlate but | think it is of interest to go back, at
| east froma research point of view, and | ook at the
subtypes of synptons. Now, that's an area for devel opnent
whi ch specific subtypes of synptons to do an item anal ysis
to respond to specific interventions, physical versus
enotional synptons, for exanple.

DR TAWM NGA: Dr. Laughren?

DR LAUGHREN. Can | try and clarify again the
specific question that | had? | thought | heard Dr.
Steiner say earlier, expressed perhaps sone surprise that
fl uoxetine had as robust effects as it had on physical
synptons, as well as, of course, the affective synptons.
' mwondering if in retrospect -- and again, this has to do
wi th our advising other conpanies in their devel opnent
prograns -- if you would have focused on that affective
subset or if you would have focused on the total scale as
your primary outcome in that trial. Again, the questionis
for future conpanies, should we advise them-- given the

findings that we're seeing here, should the primary outcome
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be the total scale or should it still be the, affective
subscal e?

DR TAM NGA: 'We could ask Dr. Steiner to give
us his opinion on that.

DR STEINER. Each line on a visual anal og
scale is its own scale. You can look at it that way.

There are studies were you use one line of a visual anal og
scale and that is your rating scale. The fact that we

pi cked seven lends itself to the fact that we were able to
analyze it in total, which we did, which was statistically
significant, lends itself to take the three najor enotional
behavi oral synptons that we wanted to anal yze, and then
separately the physical synptons.

If you look at what's available in the
literature for other ssris, it looks as if all of them work
for both the enotional and the physical synptons. So, if |
were to advise to you guys, | would say take a conbined
vi sual anal og scal e.

DR TAM NGA: Dr. Katz.

DR KATZ: Yes. W'd be very interested in the
commttee's view of this whole question of the effect on
the physical synptons. Certainly it wasn't expected, and |
suppose one possibility is that it's entirely an artifact,
if youwll, of the primary affective effect of the drug.

| gather there were no objective, quote/unquote, neasures
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of bloating or weight gain or this sort of thing that were
examned. | gather that's true. Maybe that's not true
|f there are objective --

DR JUDCE: W have information on weight.

DR KATZ: Ckay, well, that mght be useful to
| ook at because this will have inpact if the drug were
approved or mght have an inpact on the |abel and what this
should be indicated for, just the affective synptons of
PMDD or the entire syndrone.

DR. TAMM NGA: Because presumably there are
sonme peopl e who have just physical synptons of PMDD --

DR KATZ: Right.

DR TAMM NGA: -- while enotional synptons --

DR KATZ: Well, not of PVMDD I gather by the
di agnostic criteria, but of PM

In fact, it will be interesting, of course, to
| ook and see if there were any work done on the effects of
the drug in wonen who just had physical synptons.

So, the whole question of the effect of the
drug on the physical synptons | think is very inportant for
us to hear what the commttee has to say.

DR PARRY: | would just like to point out
there was a study. | believe it was in the archives. Now,
this is not PVMDD but depressive synptons in the general

popul ation. Wien you | ooked at sonmatic synptons of
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~depression, a good portion of those were reported by wonen.

So, now, it may not be the case in this disorder certainly,
but sone of the somatics being a depressive equival ent |
think is a distinct possibility.

DR TAMM NGA: Dr. Tenple.

DR TEMPLE: But ny understanding is -- soneone
tell me if this is wong -- that you can see cyclical
wei ght changes and actual ederma, at least in a fraction of
the population. So, those presumably wouldn't be the
result of your inproved nmood if you could show a difference
in those things.

DR PARRY: | think there is docunented
evidence of fluid and electrolyte changes with the
menstrual cycle. | guess | was being nore broad about
synptons other than just weight gain and fluid retention.

DR TEMPLE: It would be extrenely interesting
to see if a drug that's known primarily at |east as an SSRI
had an effect on those things which certainly would have
been a surprise to us.

DR. TAMM NGA:  Perhaps, Dr. Judge, you could
gi ve us whatever data you have on the objective neasures of
physi cal synpt oms.

DR JUDGE: 1’11 take your points about weight
with respect to two discrete questions. Firstly, overall

wei ght changes in the groups per se. And the information
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here is -- this is a summary of changes in weight fromtwo
of the studies. W were able to glean information on
wei ght changes frombaseline to end point. \Wat we see is
for the placebo group, overall there's a nmean change of a
gain of . 2 kilograns. For the fluoxetine patients, overal
there was a nmean loss of 0.4 kil ograns.

So, individually within the groups, if you
| ooked at the next slide please, in terns of patient
nunbers who had potentially clinically significant changes
in weight -- and that is, patients who had neither a 7
percent increase or decrease in weight -- we see overal
for placebo very few patients exhibited any such
paranmeters, and for fluoxetine a few patients again, but
more than placebo, did exhibit either a weight gain or a
wei ght loss. But overall the percentages were very |low, 7
and 9.5 percent, respectively. Those differences were
statistically different from placebo. So, that's the
summary of changes in weight with respect to fluoxetine.
Now, overall in terms of your question with --
DR TEMPLE: \Wat you're really interested in
is the difference between the follicular and luteal phase.
DR JUDGE: Yes. That's what | was going to
say in terns of the discrete question with respect to
the --
DR TEMPLE: W already know fluoxetine can
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af fect nmaybe weight.

DR JUDGE: Yes. | was going to say with
respect to your other question, especially for those
patients who had bloating as a reported synptom we don't
have that infornmation

DR TAMM NGA: Dr. Altenus?

DR. ALTEMJS: |I'd just add that at first | was
really surprised by that information that bloating went
down, that those synptoms inproved. But when you think
about it, we don't really know what's nechanistically
wong, |ike what's going wong in these wonen, but they
have normal shifts in hornmones but they have a very
exaggerated response nmentally to those shifts in hornones.
Certainly there are mld changes in appetite and netabolism
and fluid electrolytes with the cycle. So, when you think
about it that way, it's not that surprising if they
overreact to the hornone changes in terns of nood, that
they'd overreact in terns of appetite or netabolismtoo.

DR KATZ: The question is whether or not the
drug is having an effect on those independent of its effect
on -- you may not be able to tease this out, but since they
are subjectively reported, if a person is feeling better
froman affective point of view, there mght be |ess
attention paid to these other physical synptons or they

mght feel as if they're |essened when in fact objective
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nmeasures may show that they're not |essened. That's the
questi on.

DR. ALTEMJS: Yes. W were talking about this
at lunch. I’m not even aware of a study in nornal
menstrual cycle that shows wei ght changes. | 'mnot sure
that's ever been documented. It's a really comon
conplaint, but I don't think it has been shown.

DR TAWM NGA: Dr. Endicott.

DR ENDI COTT: There are two issues here.

In terms of weight gain, a couple of studies
that have tried to actually docunent the subjective feeling
of weight gain have generally not done so. \Wat they have
found is a redistribution of water, not an actual increase,
the idea that the bloating is not necessarily from water
retention, but froma redistribution of water so that the
subjective wei ght gain may well be response to that.

Now, on the other issue about whether if you
i nprove the dysphoric nood changes you automatically get a
reflected inmprovenent in the physical synptons, at least in
one of our published studies of a drug, unnamed, we got
very good changes in irritability, depression, and anxiety
wth no changes in the physical synptons. So, it is
possi ble to denonstrate changes in the dysphoric nood
symptonms wi thout changes in the physical synptons. In

fact, the wonen often said,’ well, | still have ny physica

OF WASHINGTON
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synptons, but that's no big deal

DR TAW NGA: Dr. Steiner.

DR STEINER | think that bloating and the
sense of bloating is nore subjective than the breast
tenderness. M surprise was that the breast tenderness --
and maybe it should not be a surprise -- is a pain and
you're giving an SSRI. The bl oatedness is al so sonething
like Jean said. Wen we tried to neasure whether there was
a change in weight, there isn't, although there is this
conplaint in the sense of bloatedness. But the breast
tenderness is really an eye-opener. These wonen say |
don't have that pain anynore, and | think that that is a
drug effect.

DR PARRY: ssrRIs and other antidepressants do
I ncrease the pain threshold.

DR. TAMM NGA: We've been kind of discussing
around the issue of whether the indication should be for
the affective synptons of PVMDD or for the whole syndrone,
however one m ght define that, of PNDD.

Dr. Fyer.

DR FYER Well, this is not at all ny area of
expertise, but it sounds to ne, from what people have been
saying, is that we really don't know about the actual
effect on the physical synptons, and that it would be

premature to put in |abeling sonething we don't know.
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Rather, it seens to nme that it would be very nice if the
sponsor woul d undertake the responsibility of doing some
wel | designed studies to address that question. It would
be, | think, a help to everybody.
DR TAM NGA: QO her comments? Dr. Tenple.
DR TEMPLE: Wat shoul d they do?
DR. FYER  Wat should --
DR TEMPLE: Well, they had physical synptom
scores of the usual kind. Do you have a thought about how
they could tease that out further?

DR FYER  Well, like | said, | do anxiety
disorders, so I'mnot a neasurenent expert in this area.

But | think Dr. Katz' comment was well taken
We don't know to what effect what we're seeing is the
result of nood changes, and it seens fromwhat Dr. Endicott
just said that, in fact, there's not all that nuch known
about what actual |y physiologically goes on. | think it
woul d be very hel pful to everybody to do studies in which
they actually | ooked at weight changes, 1luteal versus
follicular phase of the cycle, during the drug treatnent,
as well as before, and to try to characterize that.

DR TEMPLE: | suspect that's true. | guess ny
nervousness about it is that we don't usually expect that
sonmeone will solve a dilema that's existed for 20 years

before they can get a practical claimthat they inprove it.
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DR FYER VWl |, no. Wait a second.

DR. TEMPLE: So, one has to bal ance what's
reasonabl e.

DR TAMM NGA: Dr. Cook.

DR COX: M concern is that it's new for them
to really raise this. They had al nost wanted to take it
out in the design of these studies. So, even if they don't
need to do nmore, they certainly need to test the hypothesis
a priori.

DR TAMM NGA: Dr. Fyer.

DR FYER I'ma little surprised to hear Dr.
Tenpl e take that position because | think when we talk
about the real world, where drugs are prescribed, | think
sonebody rai sed the point before that much of the
prescription for this indication is going to be in non-
psychiatric settings by Gp’s where there is a predom nance
of managed care and linmited time. | really think you want
to be careful about sonebody saying they have breast
t enderness prenenstrually and then being put on |ong-term
fl uoxeti ne. Before we get into that kind of situation,

t hink some experinental data woul d be useful

Q DR. TEMPLE: That seens to ne an inportant but
different question. Wat level of synptonatol ogy should
make you want to go on an antidepressant for many years is

a very inportant question.
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But, for exanple, the things that occur to ne
is they could find a popul ation that doesn't have any
obvi ous psychiatric conponent and see if they inprove.

DR FYER  Yes. That would be an excellent --

DR TEMPLE: So, that's one thing.

You could also look within the trial to see
whet her peopl e who have better response on nood al so have a
better response -- this is after the fact and it woul dn't
be as convincing, but that's another thing they mght do.
They could ook to see if there's a correlation between
i nprovenent on one and i nprovenent on the other. That
woul dn't be definitive, obviously.

["mjust trying to think of what they could do.
But | would say nothing in this database woul d suggest a
claimfor treating those conditions alone in the absence of
t he dysphoric disorder. So, | don't think anybody has been
t hi nki ng about that.

DR FYER But | think the other issue is to
what extent the |abeling reflects the idea that a whole
syndrome -- where there's the inplication that people who
don't have predom nant' dysphoric synptons will respond to
this drug. | think that's where the sort of gray area
i ssue for labeling cones in.

DR. TAMM NGA: of course, that wasn't tested

here at all. The only thing that was tested here was
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whether -- it only | ooked at the population of people with
dysphoric disorder, and then we're kind of wondering about
the status of the physical synptons, and that's really |ess'
clear. But for sure, we're not |ooking at any data of
peopl e who had no dysphoric disorder but PMS and had only
physi cal synpt oms.

Wuld Lilly like to suggest what studies
they’re doing? There has been sone question in the
comm ttee about what studies Lilly mght be currently doing
that woul d address these kinds of questions.

DR JUDGE: | just want to nake clear that the
application is for fluoxetine in PNVMDD, prenenstrual
dysphoric disorder. The question was raised as to what
other studies Lilly are doing wwth respect to PVDD and
specifically internmittent dosing. These are currently the
two nmulti-center, multi-national studies that are ongoing,
taking place in Europe and in the United States.

Firstly, a random zed, parallel, placebo-
controlled study conparing two doses of fluoxetine
intermttently and that is defined as 14 days prior to the
onset of nenses in approximately 250 random zed patients,
and this will involve many, many nore patients screened,
but random zed wi ||l be approxi mately 250 patients.

Secondly, there is another study ongoing,

randoni zed, parallel, placebo-controlled study conparing
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i nfrequent nonthly dosing of fluoxetine with an alternative
formulation in approximately the same nunber of patients.

These are also again in PVDD patients, not
specifically wwth one or two physical synptons or PMS,
specifically PNDD.

DR TAMM NGA: Dr. Judge, in either of these
studies, do you have objective nmeasures of physical
synpt ons?

DR JUDGE: Again, as we considered wth a
group of l|eading researchers in PVMDD/PMS, it was felt that
the scales currently used in the trials, namely the visual
anal og scales, nanmely PMIS, and perhaps one or two other
scales, were indeed good scales in order to nmeasure the
appropriate outcones with respect to physical synptons and
nmood synpt oms.

As you saw fromthe studies presented this
morning, the secondary objectives of measuring physica
synptons was, indeed, stated as a secondary objective
nmeasure. I ndeed, consistently the effect was found for
physi cal synmptons, and we hope to find consistent effects
in the ongoing studies as well.

DR TAMM NGA: Dr. Fyer.

DR FYER It's really interesting that Dr.
Endicott just got up and said that when the objective

studi es have been done about weight gain, what they found
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“is redistribution. Yet, you’re doi ng these new st udi es,

and the design of the study is not really addressing what's
apparently known in the field. It mght be nice to take
these things into account.

DR JUDGE: The studies that 1’ve tal ked about
are Lilly's commtnent to further the work in PVDD with
respect to internmittent dosing. The question was raised
earlier, is it appropriate to pursue intermttent dosing?

Wth respect to weight change, | think that’s a
very inportant question. s weight an appropriate synptom
to study? We won't know that from these studies. That’s a
different question for which we have not put a study in
pl ace. Per haps it’s nore appropriate for that study. |
don’t know t hat soneone woul d have a special interest in
that and do that. I’m not sure. But the studies ongoing
are the ones that 1I’ve listed here. | think that's a very
inportant and nice question, but it’s not particularly
going to be addressed by these questions.

DR FYER  Yes, that's exactly ny point, that
it isn't going to be addressed. | think it would be nice
If it were

DR TAWM NGA:  'Dr. Haner.

DR HAMER In the existing 019 study that was
Dr. Steiner's study, you saw the subjects once during the

luteal phase and once during the follicular phase. Dd

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543- 4809



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

t hey get wei ghed each tine?

DR JUDGE: No, they did not get weighed each
tine. They got weighed infrequently, and definitely at
baseline and endpoint, but not during every visit.

DR HAMER  In the new studies, are they being
seen both during the follicular and luteal phases, and are
t hey bei ng wei ghed?

DR JUDCGE: Again, there would be infrequent
measurenents of weight.

DR PARRY:  The inherent problen] t hough, of
course, is that other things can affect weight,
particularly diet and carbohydrate craving, which you'd
have to control, and that's one of your outconme criteria
for PVDD synptons that you're trying to nonitor

DR HAMER.  Sure. Just asking about weight is
asking about, in sone sense, result not mechanism But it
woul d be nice to design in weight nmeasurenents at those
places, as well as perhaps sone physical neasurenents,
various sorts of circunferences and things |ike that, so
you could look for this redistribution of water.

DR TAM NGA: Dr. Altenus?

DR ALTEMJS: |If wonmen on their rating forns
are feeling significantly |less bloated with the treatnent,
| don't think we would deny themthe treatnent because they

don't actually have a physical change in weight. [It's an
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| “interesting nechanistic question, but it really is not

rel evant to whether this should be an indication for the
drug.

DR ENDICOIT: |1'd like to comment. \Wei ght
gain is not part of the criteria for PVDD for the very
reasons that have been mentioned, that the studies suggest
that it is feelings of bloatedness that are part of the
criteria but not weight gain, which is one of the reasons
that | don't think any of the studies are focusing on
wei ght gain per se because the really careful studies that
have been done | ooking at that issue have found evi dence of
redistribution, not of actual gain.

DR. TAWM NGA:  So, the physical synptons that
we' re tal king about could nore precisely be called
perception of physical synptons rather than what we m ght
real ly document with weight gain.

DR ALTEMJS: Right. Like somatic synptons in

depression. People would conplain of nore aches and pains

that inprove.

DR PARRY: You can always |look at the item
anal ysis on the Hamlton of either subjective or objective
measures of weight change.

DR TAM NGA: This nmay be a good time to
transition into the discussion of continuous versus

intermttent dosage, especially since we've seen that Lilly
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‘has two current studies now, one in intermttent and the

other one in infrequent dosing. Any comments fromthe

commttee or fromits advisors on that?

DR PARRY: Well, | think the jury is still out
with the luteal phase dosing. There are sone prelinmnary
reports." | think to me probably one of the prinary
determ nants may bethe half-life of the drug. | think
that was nmentioned earlier., So, | think to put this
forward, it would be best -- | think to put it on luteal

phase dosing at this point | think would be prenature.
TAMM NGA: Dr. Thys?

THYS- JACOBS: | agree.

TAM NGA: It would be --

THYS- JACOBS:  Premat ure.

383 % 3 3

TAMM NGA: Premature to suggest luteal
phase dosi ng.

DR THYS-JACOBS: Right. There's not enough
evidence at this point in tine to advi se luteal phase
dosi ng.

DR ALTEMJS: | think it's also not just the
half-life of the drug but how |l ong-lasting the changes are
inthe brain, that it may take several weeks to reverse
once you've been on a drug for 2 weeks. That intermttent
dosi ng m ght work for regul ar depression.

DR. PARRY: That's why we have patients off
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fluoxetine for at least a month before they enter studies.

DR. TAMM NGA: Dr. Katz?

DR KATZ | don't think we're asking whet her
or not we should wite labeling that says you should give
it just during the luteal phase or however often. The
question "is given that it is an intermttent condition and
that the presunption that you mght be able to just treat
this wth intermttent dosing maybe even a couple of doses
-- who knows -- whether it's appropriate to approve it with
chronic dosing, in other words, whether this is sonething

that is -- it's a benefit-risk question, whether it's worth

“havi ng wormen on this drug chronically for a condition that

occurs just intermttently for a relatively brief period of
time. That's the question.

DR TAM NGA: The data that's in front of the
conmmttee is only continuous data.

DR KATZ: Right and the question is whether or
not you think that is appropriate to approve the drug on
the basis of that. Is it worth it? O should they do nore
studies that further define? Now, it is invariably true
that we al nost never know, when we approve a drug, the
perfect dosing reginmen. W only know what people studied.
The question here is, should they study nore before we
approve it, or can you live with this?

DR. TAWM NGA: Dr. Altenus.
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DR, ALTEMJS: | don't think so just because |
don't think we put that burden on other disorders. You
could say, well, can you give nedication half as often for
maj or depression? | think just because it appears during 2
weeks or a week of the nonth, | think it's pretty unlikely
that -- well.

DR PARRY: Yes, | would kind of echo that,
that this is a recurrent, periodic illness and that the
medi cation may work as a nood stabilizer. To recomrend
anything less, than that, we just don't know if that's going
to have the sane efficacy until that's denonstrated.

DR. TEMPLE: That's not the question

DR COOK: No, but | would add sonething, that
until you have evidence that the intermttent dosing is
both efficacious and safe, | don't think one should presune
that it's safer to give it in an intermttent manner
These drugs have been tested for safety largely in a
chronic manner, and as alluded to, | wouldn't use the word
"kindling,™ but sensitization changes fromthis sort of
dosing pattern wouldn't have the safety behind them

Now, with fluoxetine, of course, you have the
problemis anything truly intermttent, but as you're
asking a nore general question about SSRIs, hitting it just

a fewtinmes a nonth may not be the best paradigmfor long-

term safety. W don't know It's intuitive that it's
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worth trying, but the data has to be there.

DR TAMM NGA: Dr. Tenple.

DR. TEMPLE: No one thinks we could approve an
intermttent reginen that hadn't been studied. This goes
to the fundanental question of the approvability of a
chronic treatnent for an intermttent di sease where, in
this unusual case, you actually know when the disease is
going to occur.

DR THYS-JACOBS: This is not a disease. 1It’s
a disorder

DR TEMPLE:  Wichever. But you know when what
you're treating, however you will care to define it, is
going to occur.

It really goes to the fundamental question of
whether a drug with a half-life of 14 days if the best way

to treat this or an appropriate way to treat this. In

asking that question, | want to be very clear |I'm not
offering an opinion. It's just sonething that ought to be
di scussed. That's all. |''mnot saying that we are

horrified by that idea. It mght be the best thing in the
world for everybody.

DR TAMM NGA:  Dr. W nokur?

DR WNOKUR.  Well, this is a disorder that
we' ve heard, | think, convincing evidence is associated

with a good deal of norbidity and distress, and | think we
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can evaluate data from studi es that have been done to form
opi ni ons about efficacy and safety, tolerability,
acceptability in this context and then consider alternative
approaches to treating when such data cone al ong. But
don't see anything that is a barrier to our rendering an
opi ni on about continuous treatnment for a disorder that is
di scontinuous, but has significant inplications. We’ve
heard a lot of testanents to that effect.

DR TAMWM NGA: Dr. Geller

DR GELLER  There was nention in the materi al
we got of a sertraline trial that was discontinuous. Is
there nore information on that? D d people get wthdrawa
when it was taken away and stuff?

DR TEMPLE: | don't think we know yet.

It's al so possible new information will energe
later that will cause people to reconsider what the best
approach is.

DR CELLER | was wondering if specifically
there was nore information about the sertraline study at
this point in tinme.

DR TEMPLE: | don't think we do.

DR TAM NGA: W don't have it on our table.

DR PARRY: The anal ogy that just comes to mnd
is lithium recurrent nood disorder, and | think that

there's substantial evidence at this point that for a
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4 recurrent nood di sorder that lithiumworks better the

| onger you leave it on them and there are actually risks
of taking themoff. | mght see that as the cl osest
anal ogy to address that.

DR TAM NGA: |If you don't mind ny
interrupting you, 1'd like to ask you the question in the

case that Dr. Tenple proposes that in PMDD this is a

predictable cyclic -- | nean, mania is not predictably
cyclic, but this is clearly predictably cyclic -- would you
still hold the sane opini on?

DR PARRY: Yes. \Well, first, nmania may be a
rapid nood cycling. In nost cases it is, but in not al
cases is PMDD predictable. O course, as soon as you enter
themin the study; they don't get their synptons.

DR. ALTEMJS: Also, | think it's premature to
think that because it's cyclic you should give the drug
when the synptons appear. To really prove that, | bet you
could give the drug during the follicular phase every 2
weeks and they may respond just as well. Wat |'m saying
isit's premature to think that it should be given during

t he luteal phase just because that's when the synptons

appear .
DR. TAMM NGA: Additional coments? Dr. Fyer?
DR FYER | think that's an excellent point.
Ve don't know the pathophysiology. | think Dr. Parry
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referred to the possibility that it's acting as a nood
stabilizer, and we don't know the inportant point of entry
really is when people are clinically ill. It mght be the
week before.

DR TAMM NGA: The data we have on the table
are continuous data, and we've seen Lilly present that
it's, in fact, doing a couple of different intermttent
designs. so, we'll have sonme confidence that additiona
data will be com ng.

| guess the question would be whether Lilly
wants it to be continuous dosing because it uses nore drug.
That's not the right way to think about it.

DR KATZ: No. | think Dr. Tenple put it well.
It's sinply a question of is it appropriate to approve a
drug for chronic use when the synptons occur predictably
intermttently. That's the question. W' re not bringing
an opinion to the table. W're sinply asking the question
is that an appropriate type of treatnment for this sort of
di sor der.

DR PARRY: Well, yes. | think the other

consideration is if it’s not treated in its initial stages,

which may be a follicular phase or early on -- and | think
there's data to support this, at least in PVMDD -- it can
get worse over time, | think the point that Dr. Cook was

making, that it can exacerbate synptons.
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DR TEMPLE: Part of the problemis it's hard
to know how to even talk about this. Wth a drug with a
half-1ife of 24 hours, you could ask the question, when do
we have to treat, because then you could treat for the week
before, the week before and during, you could nodify your
regimens and actually ask the question. Wth a drug with
an active netabolite whose half-life is 14 days, you can't
even ask the question. You're treating chronically whether
you like it or not, and the only question is how nuch to
gi ve.

But just fromny point of view, | thought what
Dr. Wnokur said was, |ook, you can look at the benefit,
you can | ook at the consequences, and you can nmake a
j udgnent about whet her the consequence of being on Prozac a
lot for a long time, which is obviously sonething that
happens to a lot of people in this country, is worth it in
view of the benefit of preventing these synptonms. | think
that's what we're trying to --

DR PARRY: The risk of no drug treatment and
drug treatnent.

DR. TAWM NGA: Dr. Laughren.

DR LAUGHREN: Let me just give an exanple.
There are drugs for chronic conditions that are given
intermttently. Methotrexate is given once a week for

treating rheunatoid arthritis. So, there are exanples.
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" That's clearly "a drug where you would want to limt the

overal | exposure., So, you would want to find a regimen
that involved the |east exposure to that drug to get a
benefit. So, that's really the question. | s there a nore
opti mal dosing strategy that works that gives a benefit and
limts the risk?

DR. TAM NGA:  Dr. Fyer.

DR FYER Yes. | think this is a very .
interesting question, but I think it comes down to sort of
pragmatic issues. | think what you're seeing on the
committee is a reflection of that. The sponsor and ot her
people in the literature have denonstrated efficacy using a
certain -- or made a strong case for that using a certain
approach, and that certainly seenms better than |eaving
people in distress. Anything else is going to be nore of a
questi on.

| think this alnost becones political in that
woul d | personally think that it would be best that al
sponsors be required to invest tinme and effort to find the
opti mum approach that has the least risk, et cetera. Yes
| definitely woul d.

Has that and is thatgoing to happen in the
current climate in this country? | doubt it

So, | think if you want to knowis it best to

do it that way, of course, it’s best to do it that way, but
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what's actually going to happen?
DR. LAUGHREN. We sinply wanted to raise the
question here for two reasons really. Again, thisis a
condition where the synptons are cyclical. They're not
present continuously. And secondly, there is a suggestion,
| don't know how well| established, that the possibility of
internmttent dosing may be of benefit. That's not
est abl i shed yet. | totally agree with that. So, the
question is whether or not there should be encouragenent to
| ook at nore optimal dosing strategies for this condition.
DR FYER | personally think there should be
encouragenent in all kinds of disorders. \Wat you're
saying, Dr. Laughren, is that because of the particular
pattern of appearance of the synptoms, this particular
question gets raised. But in fact, since we don't know
pat hophysi ol ogy of nost psychiatric disorders, one could
legitimately raise that question about nost of them
" DR TAMM NGA: Dr. Laughren, is the data that
t he sponsor presented about the studies that are ongoing
encouragenent to the FDA or --
DR LAUGHREN. We’ve not seen any data from any
ot her studies.
DR ALTEMJS: | think just one final point
about that. From what we know about how anti depressants

work, it's not an inmediate relief of synptons when you
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take it. So, | think it's alnpst counterintuitive that you

woul d expect it to work within those 2 weeks.

DR LAUGHREN.  Except that in this condition
it appears to have a fairly rapid response conpared to its
rate of onset in depression.

DR ALTEMJS: Do we know, though? Is it within
2 weeks? It was a nonth.

DR TEMPLE: It works 3 weeks later

DR ALTEMJS: But the question is does it work
in the first week. |Is there any evidence of that?

DR. TAMM NGA:  Your question is, does
fluoxetine work in the first luteal cycle?

DR ALTEMUS. No. It has to start if you start
on day 14, would that --

DR TAM NGA: Ch, we don't have those data in
front of us. The only data that was presented to us this
norni ng was when the treatnment was started in the
follicular stage, yes, there seenmed to be a clear response
that first cycle. The major response really occurred

DR ALTEMJS: So, by then they've been on it
for 3 weeks by the tine they get to their synptonatic
peri od.

DR TEMPLE: And that's not fromthe
ant i depressant .

DR ALTEMJS: R ght;
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DR PARRY: On the visual anal og scal e data,
how soon do the ratings start goi ng down?

DR JUDGE: Al patients starting dosing on the
first day of their cycle, first day of nmenses, and what we
saw for all those studies was that at the first cycle,
which is usually roughly around 2 weeks after begi nning of
dosing, 2 to 3 weeks, that they did have a significant
effect. Renenber, the visits were done fromcycle to cycle
and the patients were seen follicular, so | can't answer
t hat question whether at the first week, if we | ooked at

the first week, whether there would be significance at that

poi nt.

DR PARRY: But the vass were done daily.

DR JUDGE: That was not anal yzed for purposes
of today.

DR TAMM NGA: | think we'll just have to wait
till your luteal dosing studies are finished and | ook at
t hose dat a.

If there aren't any nore comments on the
intermittency of dosing, 1I‘d like to direct our attention
to the use of oral contraceptives along with fluoxetine in
this condition. The oral contraceptives were excluded from
this study. They're certainly commonly used in the age
range of people who would be treated for this disorder.

Do oral contraceptives do sonething prom sing
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in this disorder and would we say that fluoxetine is both
effective and safe in PMDD people who are using oral
contraceptives?

DR PARRY: | think one of the reasons
obviously that oral contraceptives are excluded is because
oral contraceptives in and of thenselves can induce an
atypical depression. They also have physical side effects
so, they have to be excl uded. | just don't think we have
the data to answer whether they can be used concomtantly.

If you |l ook at what predicts onset of
premenstrual dysphoric disorder, if you look at clinica
denographic features, many women have previously been on
oral contraceptives and sonme had dysphoric nood synptons in
relationship to that. |s that data different?

DR. TAMM NGA: So, PMDD does occur in wonen who
use oral contraceptives.

DR THYS-JACOBS: Yes, it can definitely occur
In fact, the evidence is either way. Sone of the studies
show that the ocPs can actually increase affective synptons
and dininish physical synptons. \Wat the data is on the
SSRIs in conbination with the ocPs I'm not sure.

DR. TAMM NGA: W saw some data this norning
not in PVDD, but in other treated popul ations, of oral
contraceptive use along with fluoxetine, and the safety

data | ooked with and without oral contraceptives |ooked
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strai ght forward.

DR. ALTEMJS: And the response data too.

DR TAMM NGA: Right, response data.

Dr. W nokur.

DR. WNOKUR: Yes. | would just reiterate |

think thought Dr. Judge's review of these issues this
morning was very on target. First of all, | think it would
have been significantly conplicating and confounding to
have the presence of ocs in these studies, and then the
second issue is potential risks of combining fluoxetine
with OC use. | both agree that there's a pretty
substantial database outside of PMDD for us to extrapol ate
to. | can't think offhand of any reason why we'd expect
there would be different safety risk issues. | agree that
the potential drug interactions, which are nontrivial wth
some drugs, are not, to ny know edge, a significant
concern. | felt that that was quite thoroughly addressed
in the presentation.

DR. TAMM NGA: Dr. Haner.

DR HAMER. It seens there are two aspects of
these questions. One is to help the FDA wite appropriate
| abeling, if this drug is approved, based on the studies
that have been done. There have been no studies done, at
| east anmong the three we've been shown, in wonen on ora

contracepti ves. You m ght consider that you should then
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wite labeling saying that this shouldn't be used in wonen
taking oral contraceptives because we have no evi dence.

On the other hand, virtually every depression
trial that 1've ever run, or for that matter, alnost any
other trial, has excluded people who are suicidal, and we
give antidepressants to people who are suicidal all the
time. Most of the antipsychotic trials have excl uded
peopl e abusing drugs, and we give antipsychotics to drug
abusi ng psychotics all the tinme.

DR. TAMM NGA: Bob, we saw data this norning of
fl uoxetine given to wonen taking oral contraceptives.

DR HAMER.  But not for PMDD.

DR TAMM NGA: Right, we didn't see PVDD pl us
oral contraceptives.

DR HAMER  Right. But the point I"'mtrying to
make with the discussion of suicidality and depression and
so on is that that does not stop the FDA. The FDA does not
then wite |abeling saying we haven't done clinical trials
in suicidal people, so don't give the drug to suicidal
people. They should sort of use the sane kinds of
judgments in this context too.

The other issue is whether to encourage or
di scourage, in further clinical trials or in other clinical
trials, the use of oral contraception as an exclusion

criterion. And | don't have any thoughts on that.
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DR TAMM NGA: A nore naturalistic design

Do you want to say anything about that, Dr.
Laughren?

DR LAUGHREN. Many parts of the population are
left out of typical devel opment prograns. Now, hopeful Iy
what we see in a devel opnent programis that as you nove
from phase Il into phase 111, nore heterogeneous
popul ations are enrolled and you are including patients who
have ot her disorders or taking other nedications and so
forth.

Really what we want a sense fromthe committee
about on this issue is how inportant is this exclusion for
this drug for this indication for labeling. It's likely if
you think it's not a critical issue, that the extent of our
nodi fication of |abeling -- we mght say, in describing the
clinical trials, sinply that patients taking ora
contraceptives were excluded. There wouldn't be any
restriction on its use, sinply a sinple statenent that that
part of the population was excluded.

DR TAM NGA: | would feel confortable with
that, especially since we already have data in wonen with
oral contraceptives, even though they don't have PMDD

Any other opinions on this? Dr. Tenple.

DR TEMPLE: Just to launch an advertisenent, |

woul d say as a general matter, We agree wth what was said,
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that in phase IIl, as drug devel opnment progresses,
excl usi ons should drop off, if possible, to nothing, and
you shoul d | ook at the consequence of the interaction, not
avoid it. One of these days I'msure we're going to wite
sonmething to that effect, but | think there's a grow ng
appreciation of that. In someareas, |ike exclusion of the
elderly and things like that, there is considerable
progress, but we all belevethat should be much nore
general and that, in general, trials should include
everybody who m ght get the drug.

DR TAMM NGA: It's a good point to al ways
make. | think | agree with you that it is becomng nore
w despr ead.

What | would like us to do is to proceed into a
di scussion of the specific studies that were presented. W
addressed a | ot of questions this norning to Dr. Judge and
to the rest of the people in the sponsor's group about
these studies, the size of the studies, the dropout rate,
the single study that had a crossover design, the
investigator initiated nature of the studies. |1'd just
like to open this phase up for sone discussion of the
comm ttee and hear people's comments on any aspect of this
that they think is inportant.

| bet Dr. Haner could launch this part of the

di scussi on.
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DR HAMER  Yes, and I'mgoing to launch it by
saying that I'mreally bewildered. | know how to behave
when | | ook at a set of clinical trials submtted as part
of an NDA whose purpose is registration, that the sponsor
desi gned, managed, supervised wth prespecified endpoints
negotiated with the FDA. | know how to trust the results
of those trials.

In a set of trials that was much nore | oosely,
in some sense, organized and evolved, I‘m not sure | know
how to behave with these results. This is the intersection
of science and regulation, and so it's not just a
scientific interpretation.

For exanple, it's unclear to ne how nany ot her
trials there are out in the literature involving fluoxetine
and PMDD. | have actually been | ooking through the
material and if it's in there, which it probably is, | just
can't find it. But why these three trials that we're told
about ?

Again, in the usual NDA, there's half a dozen
a dozen, or whatever phase Il trials that |I don't pay any
attention to because they were snall and they were dose-
ranging and all that sort of stuff. What | pay attention
to is the negotiated-out phase |11 trials. Here I don't
know what to pay attention to, and | don't know if there's

stuff that | don't know about that | should be paying
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