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PROCEEDI NGS
(8:09 a.m)

DR. TAMMNGA: 1’d like to call this neeting to
order. This is a neeting of the Psychopharmacol ogi ¢ Drugs
Advisory Committee, and we've gathered to discuss an
application, fluoxetine hydrochloride for the treatnment of
prenenstrual dysphoric disorder.

First, 1'd-like to have everybody at the table
go around and introduce thenselves so that the commttee
can refresh our nmenory with each other. Dr. Dom nguez, do
you want to start? | should remnd people to talk directly
into the m crophone.

DR. DOM NGUEZ: M nane is Roberto Dom nguez
fromthe University of Mam. | m Professor of Psychiatry.

DR ALTEMJS: 1I’m Margaret Altenus. |'m a
psychiatrist at Cornell Medical College.

DR HAMER. |'m Robert Hamer. |'ma
statistician at Robert Wod Johnson Medi cal School .

DR. GELLER  Barbara Geller. I'ma child
psychi atrist, Wshington University in St. Louis.

DR THYS-JACOBS: |'m Susan Thys-Jacobs. |I'm
the Director of the Metabolic Bone Center, St. Luke's
Roosevelt Hospital and Col unbia University, New York.

DR COK: Ed Cook, child psychiatrist,
University of Chicago.
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DR. PARRY: Barbara Parry, Professor of
Psychiatry, University of California, San D ego.

DR TAM NGA: I'm Carole Tamminga. |'ma
professor in the Departnent of Psychiatry at the University
of Maryl and.

DR TITUSS |I'mSandy Titus. |'mwth the FDA,
the Advisors and Consultants Staff.

DR WNOKUR  Andy W nokur. ' m professor in
the Departnent of Psychiatry at the University of
Connecticut Health Center.

DR FYyErR:  Abby Fyer, psychiatrist at Col unbia
University in New York.

DR CHEN Richard Chen, statistical reviewer,
FDA.

DR MOLCHAN:  Susan Mol chan, mnedical reviewer,
FDA.

DR. LAUGHREN:  Tom Laughren, team|eader for
Psychopharm at FDA.

DR. KATZ: Russ Katz, Director of the Division
of Neuropharm FDA.

DR. TAMM NGA: We're waiting for our consuner
representative, Gaurdia Banister

Sandra?

DR TITUS: |'mgoing to read the conflict of

interest statenent regarding this meeting.
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The foll ow ng announcenent addresses the issue
of conflict of interest wwth regard to this neeting and is
made a part of the record to preclude even the appearance
of such at this neeting.

Based on the submtted agenda and the
informati on provided by the participants, the agency has
determned that all reported interests in firnms regul ated
by- the Center for Drug Evaluation and Research present no
potential for a conflict of interest at this neeting wth
the follow ng exceptions.

A wai ver has been granted to Dr. Robert Hamer.
A copy of this waiver statenment may be obtained by
submtting a witten request to FDA's Freedom of
I nformation Ofice located in room12-A30 of the Parklawn
Bui | di ng.

In addition, we would like to disclose for the
record that Drs. Andrew Wnokur and Carol e Tanm nga have
unrelated interests in Eli Lilly which do not constitute
financial interests within the neaning of the 18 U S. C
208(a) rule, but which could create the appearance of a
conflict. The agency has determ ned, notw thstandi ng these
interests, that the interests of the governnent in their
participation outweighs the concern that the integrity of
t he agency's prograns and operations nmay be questi oned.

In the event that the discussions involve any
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9
ot her products or firns not already on the agenda f9r whi ch
an FDA participant has a financial interest, the
participants are aware of the need to exclude thenselves
from such involvenment, and their exclusion will be noted
for the record.

Wth respect to all other participants, we ask
in the interest fairness that they address any current or
previous financial involvenment with any firm whose products
they may wish to conment upon.

DR TAMM NGA: Dr. Katz is the Director of the
Neur ophar macol ogi cal Drug Products D vision.

DR KATZ: Thank you. 1711 just be very, very
brief. | just really want to extend ny personal welcone to
the conmttee and thanks for the work you' ve done prior to
the nmeeting and for the work you're going to do today.

| particularly want to extend a wel cone and
thanks to our three invited consultant experts, Dr.

Altenus, Dr. Thys-Jacobs, and Dr. Parry, who have been
graci ous enough to come and help us out with their
experti se.

Once again, you know we have asked you here to
advi se us on an application for a drug to treat an
indication for which there are no approved treatnents. So,
the application presents sone generic problens about how to

study this indication as well as, we think, interesting
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10

dat a-specific and application-specific questions.

So, | really just want to say thanks for
comng. W look forward to an interesting discussion. I'm
sure it will be, and with that, 1711 turn it back to Dr.
Tanm nga.

DR TAMM NGA:  Thanks, Dr. Katz

Dr. Laughren will begin now with the FDA
overview of the issues.

DR LAUGHREN: Good norning. |1'd also like to
wel cone the commttee back here.

As Dr. Katz nentioned, we're going to be
focusing today on this application for fluoxetine in the
di sorder of prenmenstrual dysphoric disorder, but as Dr.
Katz mentioned, given that there are no regul atory
precedents for this indication, we would |ike to have sone
general discussion about this entity as an indication.
Following that, we wll have some specific questions about
this application that we'd |ike to have discussed, and
finally, as always, at the end of the day, we'll want you
to vote on specific questions of safety and effectiveness
for this application.

Now, whenever we consider a new indication, we
i ke that indication to have sonme acceptance in comunity.
W like it to be reasonably well-defined, and we |like there

to be sone reasonably well-accepted diagnostic criteria.
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11

Now, PMDD of course is nentioned in DSM IV, but

one potential issue for discussion is the fact that rather
than being in the main body of DSMIV, it's in an appendi Xx.

So, we probably ought to have sonme discussion of what the

rel evance of that is.

Secondly, as defined, PMDD has a |ot of
affective features, and so another question that naturally
comes up is whether or not this is distinct from other
di sorders that are characterized by affective synptons,
such as, for exanple, major depressive disorder

A third question that comes up is what is the
rel ationship of PMDD to the broader category of PM5.  Sone
have suggested that this is a severe subtype of PM5, and |
think that nerits sone discussion

Now, one issue which is really not the focus of
today's neeting, but it would be useful to have somne
di scussion on, is this question of whether or not this
broader category, PM5, is a candidate for a new indication.
The reason | ask that is that, as you are well aware, there
are many conpanies who are interested in looking at this
category, and so even if you were to accept PMDD as a
reasonabl e candi date for a new indication, one question is
whet her or not this broader category of PMS would be a
candi date for an indication

Next | want to focus on sone specificquestions

ASSOCIATED REPORTERS OF WASHINGTON
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12
that we'd |ike to have addressed with regard to this
application. One issue has to do with the fact that the
focus in these studies supporting this claimwas focused
primarily on affective synptons as part of this |arger
syndr one. For exanple, in study 19, the visual anal og
scale, although it included 7 itens, the focus was on the 3
mood itenms, and simlarly for study 22, a 16-item visua
analog scale, there was a focus on the nood-4. So, one
question is whether or not it's appropriate to focus on
that subset of a larger scale. In general, the issue is
whet her or not one should focus on a subscale when one has
an instrunent that's focused on a broader syndrone.

Odinarily in psychopharm for exanple, in
depression or schizophrenia, in choosing a primary
endpoint, one would focus on the total scale, such as the
HAMD or the PANSS or the BPARUS. So, that's another
question, whether or not these should be the primary
outcones in these trials.

Again, if one -would accept those as primary
endpoints in those trials, what relevance, if any, would
that have for the way the clai mshould be stated? For
exanpl e, should the focus be rather on the total syndrong,
should it be on the affective synptons of PVMDD?

Now, another issue that comes up is the manner

of dosi ng. In this program of course, with fluoxetine,

ASSOCIATED REPORTERS OF WASHINGTON
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13
t he dosing was conti nuous throughout the cycle. |'m sure
you're aware of reports in the literature for other SsRIs
where, rather than continuous dosing, dosing was during the
luteal phase and, at |east fromthose reports, appeared to
show sone benefit. So, the question is, what is the
rel evance from a regulatory standpoint of these different
possi bl e dosing strategies? Wuld that have any rel evance
for us in making a regulatory judgnent about this
appl i cation?

Anot her feature of this program was the'
exclusion of patients who were taking oral contraceptives.
One can certainly understand the rationale for doing that.
There is sone |iterature suggesting that oral
contraceptives may in thensel ves have sone benefits in the
synptons of PMDD.  However, The inpression one gets is that
the data are not entirely consistent, and it nay be that
there's a popul ation of patients who, even though they are
taking oral contraceptives, still have PMDD. So, the
question then is whether or not fluoxetine would have any
benefits in that popul ation that was excluded fromthese
st udi es. /

Simlarly, one mght have a question about
whet her or not fluoxetine has been shown to be safe in a
popul ation of patients taking oral contraceptives.

Anot her issue, as was the case last nmonth with

ASSOCIATED REPORTERS OF WASHINGTON
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14
PTSD, is that this programis relatively small in ternms of
the safety exposure. O course, there is a substantial
body of systenatically collected data on patients taking
fluoxetine for other disorders, and so again, a question as
to whether or not one can extrapolate fromthat |arger
dat abase to this population in terns of safety.

Anot her issue that also cane up at our |ast
meeting on PTSD is the question of the appropriateness of a
crossover trial for a chronic psychiatric disorder. Now
we had that discussion last nonth, and everyone | think
pretty nuch agreed that for that disorder, a crossover
trial would not make much sense. Now, this is also a
chronic disorder, but it has sone unusual features that may
lend itself to this design. In particular, there's a very
predictable cyclicity with patients returning to baseline
during every cycle. So, again, I'd Ilike to have sone
di scussion of whether or not that design is appropriate for
this drug in particular, but also in general for this
condi tion.

Now, this list of questions was not intended to
in any way linmt your discussion. Cearly, if you have any
ot her issues that you think are inportant to discuss,
pl ease bring themup. This will be helpful to us not only
in reaching a judgnent about this application, but again,

as you know, there's interest nore generally in devel opi ng
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15
drugs in this area. So, it would be helpful to us in
advi si ng sponsors on ot her devel opnment prograns and then
ultimately in making judgnents about applications that we
expect in the future.

As | said, at the end of the day, we’l1l want
you to vote on these two questions. Nunber one, has the
sponsor provided evidence fromnore than one adequate and
we-11-controlled investigation that supports the conclusion
that fluoxetine is effective for the treatnent of
premenstrual dysphoric disorder? And has the sponsor
provi ded evidence that fluoxetine is safe when used in
treatnent of this disorder?

And 1711 stop there.

DR TAMM NGA:  Thank you very nuch, Dr.
Laughren.  You' ve done a gpod job in laying out the pivotal
questions for the commttee to consider.

But the next thing that we'll do is actually
hear fromLilly in their presentation of the data on
fluoxetine in the treatment of premenstrual dysphoric
disorder. 1711 turn this over to Dr. Gegory Brophy who
wi |l take charge of the Lilly presentation. Thanks.

DR BROPHY: Good morning. On behal f of El
Lilly, 1'd also like to wel come you and express our
appreciation to the conmttee for their contributions

today, as well as for allowing us the opportunity to

ASSOCIATED REPORTERS OF WASHINGTON
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16
present data substantiating the safety and efficacy of
fluoxetine in the treatment of premenstrual dysphoric
di sor der.

As ny colleagues will elaborate, PMDD is a
serious disorder, one that can be clearly distinguished
from other depressive disorders. |t's also a disorder
associated wth significant norbidity as its synptons
characteristically can adversely affect the functioning,
particularly the social functioning, of its sufferers.

|'d like to introduce our two primary speakers
this norning. They are Dr. Jean Endicott. Dr. Endicott is
the Professor of Cinical Psychology within the Psychiatry
Department at Col unbia University. She al so serves as the
Director of the Prenenstrual Evaluation Unit at Columbia-
Presbyterian Hospital. Jean has a |ongstanding clinical
trial and clinical experience in this area as a PMDD
expert. She'll focus her discussion today primarily on a
| ot of background information on the disease itself, in
particul ar diagnostic criteria classifying as PNVDD.

Qur second presenter will be Dr. Rajinder
Judge. Dr. Judge is the Medical Director within Lilly
Neurosciences. Dr. Judge's presentation will be primarily
on the clinical trials thenselves, particularly focused on
outcone neasures, as well as the results of those studies,

denonstrating the activity of fluoxetine in this disorder.
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17
|'d like to ask, if possible, that since both
of these presentations build upon each other, that if we
could hold nost of the questions until the conpletion of
Dr. Judge's presentation, other than clarifying questions
| think some of the questions may well be answered in Dr.
Judge' s presentation.

In addition to these two presenters, we're al so
honored t0 have anot her PMDD expert and one of the
principal investigators for the |largest trial that Dr.
Judge will describe, Dr. Meir Steiner. Dr. Steiner is
Prof essor of Psychiatry and Behavi oral Neurosciences at
McMaster University and will also help us address questions
thi s morning.

Wth that, let ne turn the podium over to Dr.
Endi cot t.

DR ENDI COTT: Today |'m going to be focusing
on the menstrual cycle and a condition that is exquisitely
entrained with phases of the nenstrual cycle, both the
onset and the offset of the condition. The synptomatic
phase is during the |ate luteal phase of the nenstrual
cycle, the period after ovulation. In sone wonen, the
synptons start earlier, but the nost severe synptons are
seen during this prenmenstrual or |ate luteal phase of the
cycle.

After the onset of nenses, the wonen, wthin a

ASSOCIATED REPORTERS OF WASHINGTON
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coupl e of days, often the first day of the onset of nenses;
becone asynptomatic. The syndrone, the disorder, goes
away, and during particularly the md-follicular phase of
the cycle up to the tinme of ovulation, they're essentially
synptomfree. This is a unique feature of this condition
anong the mental disorders.

Now, this is not a new condition. |t is not
sonmet hing that we have discovered in the 20th century.

Even in ancient history, there was literature that

descri bed severe changes in nood behavior that occurred
just prior to the onset of nenses. |t was mentioned in
early Geek literature that some wonen had a del ay of
nmenses and that pregnancy would be a cure for it, which is
rather interesting.

By the 1930s, the term"prenenstrual syndrome"
was coi ned and was used to describe problens experienced by
15 wonen, and it was described very well. The description
clearly fits the current diagnostic criteria by Dr. Frank
in the Archives of Neurology and Psychiatry. Between
ancient history and the 1930s, there were other nentions of
severe problems with nood and behavior prior to the onset
of menses in the nedical literature, but he coined the term
"premenstrual tension syndrone."

A great deal of work was done in the 1930s,

1940s, and 1950s, and by the 19s50s, the term "premenstrual

ASSOCIATED REPORTERS OF WASHINGTON
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syndrome” cane into nore conmmbn usage in recognition that
it was not just tension, that there were other dysphoric
nood states associated with the syndrone.

In 1983, N M convened a workshop on
prenenstrual syndrome, and this was in recognition that a
| ot of investigators were beginning to study the condition
and were interested in comng up with some guidelines to
help in the study of the condition. A nunber of different
di visions within N MH sponsored this workshop, and the
wor kshop did yield sone suggestions for criteria for
prenmenstrual changes and prenenstrual syndrone. The nmajor
criteria was the contrast between the md-follicular phase
and the | ate luteal phase in terns of severity and the
nature of the synptomns.

In 1987, in response to advice of an advisory
group, the DSMI11-R nonencl ature group included specific
criteria for |late luteal phase dysphoric disorder in the
appendi x of DSMII11-R as a proposed di agnostic category
needing further study. O great interest and particularly
relevant for this group is the content was al nost identical
to the DSMIV criteria. The requirenent that there be
severe, marked dysphoric nood states was included, and in
fact, the DSMIV criteria adds only one synptomto the
possible list, and 111 go into that later.

In the early 1990s, as a result of this, of

ASSOCIATED REPORTERS OF WASHINGTON
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course, there was an explosion of research in the area
| ooking at both treatnent of the condition and also efforts
to understand the pathophysiol ogy.

By the early 1990s, the DSM IV nonencl ature
commttee had a work group called the Prenenstrual
Dysphoric Disorder Work Goup to review literature up to
that point in time, and the literature review, which is
included in the DSM IV source book, included literature up
to 1993. The group worked together and with nany advi sors,
and there was agreenent anmong the group in their
reconmendations to the nonenclature conmttee on the

suggested criteria and nanme of the condition. There was

“also very good agreement on the sunmary of the evidence and

the witten materials that were included in the DSM IV
sour ce book.

There was sone | ack of consensus anong the
nmenbers of the work group regardi ng recommendati ons of the
pl acenent of the condition within the nonenclature. Sone
recommended that it be in the body of the nomenclature with
the criteria. Qhers had sone reservations for various
reasons, and the nonenclature conmttee decided to put PMDD
in the body of the nonenclature but to include the criteria
in the appendi x.

Now, how do we conceptualize PVDD currently?

Currently it is thought to be in the upper range of the
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broader category of PM5. That's partially because the work
has not yet been done to decide whether or not there is a
discontinuity between the conditions. But this is sonewhat
simlar to the concept of depression. [|f you think of
depression and general m nor depression and nmj or
depression, there's no clear-cut pathophysiological cutoff,
but nost clinicians are very confortable w th thinking
maj or depression as being different from m nor depression
or depression in general. So, currently PVDD is
conceptual i zed as being at the upper range of severity of
t he broader category of PMS, but there are additional
di fferences. It's not just the upper range of severity.

| n prenmenstrual dysphoric disorder, the nood
synptonms are promnent. It's the dysphoric mod synptons
that are promnent and are the primary clinical conplaints
of the women who are seeking treatment. They're not only
prom nent, they're severe, and they include particularly
irritability, low nood, and anxiety.

There is functional inpairnent associated with
these nood synptons. The nood synptons thensel ves are
associated with functional inpairnent particularly in
psychosoci al rel ationships.

There are physical synptoms, just as there are
with the garden variety PVM5. Breast tenderness and

bl oating are there.
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The preval ence in many studi es have suggested
that it's around 3 to 5 percent of regularly nenstruating
wonen. Sonme recent evidence suggests it may even be
hi gher . It may be up to 8 percent. But these are wonen
who are having regular nenstrual cycles.

The synptons appear regularly every cycle.
During the week before nenses, the prenenstrual period, or
the |l ate 1luteal phase of the nenstrual cycle, and they
remt follow ng the onset of nenses.

Now, in contrast with the nore genera
prenmenstrual syndrone, the physical synptons tend to be
most prom nent, particularly again the breast tenderness
and the bloating. Mod synptons tend to be |ess severe
If they're there, they're no big deal. They don't bother
the wonmen that much. There's little or no functiona
I npai rment associated with the syndrone, and the
preval ence, of course, is nmuch broader, 20 to 80 percent.

Now, to go over the DSMIV criteria, | want to
stress a nunber of features.

First of all, this is a chronic condition. The
criteria require that the synptons occur in the |ate luteal
phase of nost nenstrual cycles during the past year. Mbst
wonen who seek treatnent report that they have had it for
years and that it has tended to get somewhat worse over

time. The average in several studies has been around 8
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years. Also, that it remt within a few days of the onset
of menses, and this is an inportant differential diagnostic
poi nt .

There are 11 types of synptons or groups of
synptons in the criteria. At least 5 of the 11 synptons
nmust have been present nost of the time during each
synptomati ¢ phase, but at |east one of those synptons has
to-be one of these first 4 dysphoric noods: depression
anxiety, affective lability, persistent marked
anger/irritability. Now, the reality again is that nost
wonen who seek treatnent may have one primary synptom but
they tend to have all of these, not just one of them

The additional synptons are decreased interest
in usual activities, subjective sense of difficulty in
concentrating, lethargy, easy fatigability, marked change
in appetite. The nost conmmon is increased, but sone wonen
have decreased. Hypersomia or insomia, and the one added
criteria was subjective sense of being overwhel mred and out
of control. That's the only criteria different between
LLPDD and PMDD. Therefore, any wonman who neets the
criteria for LLPDD would have net the criteria for PMDD as
well. And then other physical synptons.

So, you can see that the enphasis in these
diagnostic criteria, at least five had to be present, or on

t he dysphoric nmood changes and the associated features, the
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physical synptons are there, but they're not a major part
of the criteria.

The criteria continue. The syndronme nust
markedly interfere wth work, school, or usual soci al
activities and relationships. It's not sufficient just to
have the syndrome. There should be marked inpairnment and
functi oni ng.

It should not be nerely an exacerbation of the
synptonms of another disorder, such as major depressive
di sorder, generalized anxiety disorder, dysthyma. So that
part of the criteria is that you rule out another ongoing
condition that could account for the synptons.

And furthernmore, the criteria required that the
di agnosis be made provisionally until it is confirmed by
prospective daily ratings, and those prospective daily
ratings have to confirmthe timng of the onset and the
of fset of the synptoms, as well as the severity of the
synptons, and the inpairment during at |east two
consecutive synptonatic cycles.

Now, what about the inpact on functioning? How
is this aclinically significant syndrome or disorder?

First of all, a woman who devel ops the
di sorder, by age 26, nmay experience nore than 200
symptomatic cycles between then and nenopause, or 1,400 to

2,800 synptonatic days, depending upon the duration of her
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premenstrual disorder. As |'ve nentioned, in the DSM IV
criteria the synptons are severe enough to have a
significant, clinically significant, inmpact on social,
hone, and occupational functioning, and 1711 be
illTustrating that with some data in the next slide.

The social functioning is affected nore than
vocational functioning. Mny of the wonen nanage to push
t hensel ves, spend extra tine, energy and effort on their
vocational functioning, and it's in their social
functioning, particularly interpersonal relationships wth
mate and children, in which it shows itself nore.

VWrmen with PVDD may report inpairment of famly
and social activities at a level simlar to that of
depression. This is illustrated in this next slide in
whi ch wonmen with maj or depressive disorder are conpared
with womren with PVDD on these social adjustnent scale, with
the self-report scal e devel oped by Myrna Wi sman, in which
there are a nunber of different dinensions neasured. As
you can see, the wonen with PMDD report inpairnent in
functioning that is nearly equivalent to that, and in some
cases is equivalent to that, of wonen with major depressive
di sorder, particularly social activities, marital
activities, extended famly, and parenting.

This is very inportant because sone people say,

well, it only lasts a week to 8 or 9 days, so it nust not
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be that inpairing. Frankly, it is quite inmpairing and it
occurs every cycle.

What do we know about the etiology of PVDD?
Vell, just as is the case with nost mental disorders, we
don't fully understand the etiology. However, we do know
some things about it.

The nost |ikely theories are based on
observations of cyclic changes in ovarian steroids do cause
dramatic changes in brain neurotransmtter systens, a
nunber of them including serotonin. \What has been clearly
established is that in wonen sensitive or otherw se
predi sposed to nood instability, the normal events of the
ovarian cycle -- in other words, there's nothing wong wth
the menstrual cycle -- the normal events of the ovarian
cycle may trigger severe nmood changes. And 1711 be
reporting sone other information on that topic. Sp, this
is one thing that has been clearly established. The exact
mechani smthe way the neurotransmtter systens are involved
is not as clearly established, but a great deal of work has
gone on and is currently going on in this area.

How i s PMDD distinct fromthe other depressive

di sorders, particularly major depression and dysthym a?

Vell, first of all, the npod disturbance is
cyclical. It is very tightly linked to phases of the
menstrual cycle. It has a highly predictable onset and
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offset, not only by phases of the cycle, but within an
i ndi vi dual woman, you will find that her onset and offset,
relative to her circulating gonadal hornones, is very
tightly Iinked and very consistent fromcycle to cycle.

The nost common chief conplaint is
irritability, Although the other synptons may be there,

t he wonen who seek treatnent tend to focus on irritability.

The cyclic occurrence of these synptons cease
during pregnancy and post-nenopause. This is not the case
with either nmajor depression or dysthyma or the anxiety
di sorders.

Prevention or suppression of cycling gonadal
hornones relieves the synptons. Again, this is not the
case wWith the other depressive and anxiety disorders.

Furthernore, hornone replacenent therapy can
provoke cyclic dysphoric changes in wonmen who have a
history of PMDD. This has been done in double-blind
studies and is clearly established. This does not happen
in wonmen who have a history of major depression or
dyst hym a.

The HPA axis functions normally. in PVDD
There's no evidence that the HPA axis is abnormal in any
way, and this is unlike the docunented disturbances in
maj or depression.

There is great synptomstability seen across
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cycles. Again, this is in sone contrast with studies
across epi sodes of mmjor depression in which there is
somewhat |ess synptom stability. Here the synptom
stability is very stable and very predictable for the
I ndi vi dual woman.

And nost inportant, recently in 1998, Ken
Kendl er published the results of a very |arge study of
twins, conparing nonozygotic and dizygotic twins, in which
both prenmenstrual related synptons, focusing nainly on
depression, and lifetime major depression had been
evaluated at least at two points in tinme. \Wat he found
was that both the genetic and environmental risk factors
for these two conditions were not closely related. They
were not shared.

There was a large genetic contribution for
prenmenstrual nood changes but that was not accounted for by
maj or depression, lifetime major depression, and this was a
very inportant study in this area.

There are sone other ways in which PVMDD is
distinct fromthe other depressive disorders. |It's nost
likely to respond to the serotonergic antidepressants than
to other antidepressants. As you know, in the conparison
studi es between the Tcas and the SssrRIs, with mgjor
depression you don't find that distinction, It's a clear

distinction here. The serotonergic antidepressants are
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superi or.

Furthermore, upon treatnent, the synptom
i nprovenent in PMDD is very rapid, as shown within the
first treatment cycle, even though the wonen have not been
on the nedication that long. This is in contrast wth
maj or depression and dysthym a.

The physical synptons shown with wonmen with
PMDD, are unique to that condition. PBreast tenderness and
bl oating are the nost common. This is rarely seen in wonen
with sinple dysthyma or major depression.

Upon treatnent cessation, the synptons return
rapidly, and the reenmergence is nore predictable. 1trs
quite predictable with PMDD.  There have been a number of
studies, two of which are summari zed here, about the
reenmergence of synptons after stopping treatnent.

Dr. Pearlstein in 1994 published an article on
after 1 year of successful fluoxetine treatnment, 31 wonen,

t hey di scontinued treatnent, and the PVDD synptons, neeting
criteria for PMDD, returned within two cycles in 30 of the
31 wonen.

Ki nberly Yonkers did a study published in 1997
in which there was doubl e-blind random zation from
sertraline to placebo in wonen who had been on the
nedi cation 3, 6, or 9 cycles. So, the wonen did not know

when pl acebo was going to be instituted. The rates of
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recurrence were 66, 66, and 60 percent within a couple of
cycles after cessation of the active conpound.

Now, in recognition of the clinical
significance of this condition and of the need to find
effective treatnents for it, a very |large nunber of
conpounds and interventions have been studied. This is
just a sanpling. This is not exhaustive. Qher conpounds
have al so been studi ed.

The nost work has been done with the SSRI's, and
this is shown here in which there are 32 studies, published
studies, W th SsrRIs. The greatest nunber are with
fluoxetine, but there have been published studies -- the
doubl e-blind, placebo-controlled studies are-in the dark
bl ue and the open-label trials are in the Iight blue.

31 of these 32 studies were successful, were
effective. There was a single study with fluvoxam ne in
which there was no difference. There are sone other issues
about that study, but 31 out of 32 studies of SSRIs have
shown the SSRIs to be effective in the treatnent of PMD.

So, in conclusion, PMD appears to be a
distinct clinical entity with exquisite onset and offset of
timng and clinical features and other characteristics that
occurs in 3 to 5 percent of nmenstruating wonen and maybe
even nore. It has clinical and biological profiles that

differ fromthose of major depression. It is a severe
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form we think now, of the broader category of PMS that
i npacts normal functioning to a clinically significant
degr ee.

It should be better diagnosed and treated.
There are plenty of wonmen who have not had the diagnosis
made. There is currently no registered treatnent in the
U.S for PMDD. And there is an unnmet clinical need for
safe and effective treatment for the psychol ogical as well
as the physical synptons of PMDD. There is evidence that
the SSRIs neet this need, and Dr. Judge will be presenting
that data now

Thank you.

DR TAMMNGA: I'd just like to remnd the
conmmttee that all the slides that are shown are in the
navy book in front of you.

DR JUDGE: Wll, good norning. It's ny
pl easure to present to the advisory conmmittee and to the
FDA this morning.

As you heard fromDr. Endicott, PMDDis a
di sorder which causes suffering to many, many Anerican
wonen. The data | will present this norning on fluoxetine
wi || show how highly effective fluoxetine is in treating
the synptons of PNDD

Firstly, | will address the efficacy with

respect to the PVDD studies, and I will focus on the key
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sympt ons of prenenstrual dysphoric disorder, i.e., the nood
synptons, the physical synptonms, and the social inpairnent
that acconpani es these synptons.

Secondly, as you know, fluoxetine is a drug
whi ch has been narketed for over 10 years, and the safety
profile is very well established. | wll, therefore,
provi de a succinct summary of the safety and inportantly
compare that to the overall fluoxetine safety database.

And finally, | wll provide conclusions and
dosi ng recommendati ons.

These slides show the listing of the published
studies in PVDD for fluoxetine, firstly, the double-blind
studies on the left and the open-Ilabel studies on the
right.

The first three studies here conprise the
application for fluoxetine in PVDD. Al though these
conprise the application, all of the studies in the
literature are consistent with respect to the results for
fluoxetine in efficacy and safety. They have all utilized
the DSMIII-R criteria for LLPDD. As you heard from Dr.
Endicott, as these patients conformto DSMIII-R, that
neans that they also conformto DSMIV criteria.

Furthernore, all of these studies in the main
utilized a dose of 20 mlligrams daily, and that was

consi dered an effective and. safe dose for patients with
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PMDD.

Al t hough these studies are open-label, there is
sone nice information that can be obtained fromthem
namely, for patients going out to longer than 6 nonths, as
for the shorter-term studies, patients going out to even up
to 20 nonths did show a nai ntenance of efficacy with
fl uoxeti ne. Furthernore, there was al so evidence from
these studies to suggest that when fluoxetine was stopped,
even after the long term there was very quickly a
reemer gence of synptons follow ng cessation of treatnent.

Three trials, as I’ve indicated, conprise the
application for fluoxetine in PVMDD, and these are |isted
here below in nore detail. These are studies co1i9, X022,
and X037. For purposes of perhaps ease of conmunication,
will refer to these studies as studies 1, 2, and 3. Al
wer e doubl e-blind, parallel-controll ed. One was a
crossover trial.

The efficacy measures utilized in these studies
are listed here and spelled out in full here. For the
first study, nunber 1, the visual analog 7-item scale was
utilized as the primary outcome neasure. For study nunber
2, x022, a 16-item visual analog scale was utilized as the
primary outcone neasure. For the third study, X037, an
overal | measure of inprovenent, the clinical globa

impression, was utilized as- the prinmary outcone measure.
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In addition to the ones 1I’/ve just indicated,
there were a nunmber of other scales utilized in these
studies, particularly in studies 1 and 2, the prenenstrual
tension syndronme. Both patient rated and clinician rated
tools were also used in these studies.

There are a wide variety of scales utilized
here. There is not a gold standard of scales that is
currently utilized in PMDD studies, but all of the scales
here are appropriate and are reliable in treatnent and
study of PNDD.

I'll'just go into a little bit nore detail
These slides |ist the scales that were used in these
studies, the main scales across the top, and across here,
down here, are the DSM IV criteria for nmood, for physical
synptoms, and social inpairment. The nunbers |isted here
list the itens of these scales which correspond to each of
these synptons as listed by DSMIV. This shows that all of
the scales used in these studies did enploy items that
correspond to the DSM IV synptons.

so, for exanple, if we look at the premenstrua
tension syndrome scale, both the clinician rated and the
patient rated, listed here are itens that are part of these
scal es and that correspond to the nmood synptons of DSM 1V,
as listed in DSMIV, and then over here they also contain

items which list physical synptons and they al so contain
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items which |ist social inpairnment.

For the primary outconme variable in study 1,
visual analog scale-7, again the itens in this scale do
correspond to the nood synptons of PMDD. It also contains
items corresponding to the physical synptons of PMDD. It
did not contain itenms corresponding to social inpairnent,
but for that study, the PMIS scales were utilized. So, we
can glean social inpairnent information from those scal es.

Wth respect to the second study, the visual
anal og scal e 16-item was used, and this scale contained
items which corresponded to all of the synmptons as |isted
by DSM1V, i.e., the nood synptons, the physical synptons,
and the social inpairnent synptomns.

So, all of these scales utilized are
appropriate and reliable to neasure treatnent change as
"l'isted for the core synptonms for PNDD

Going on to the studies for PVMDD, this slide
lists the inclusion and the exclusion criteria for these
st udi es. First of all, the studies obviously included
femal es 18 years and over, and they had regul ar nenstrual
cycl es.

Al the patients did conformto a DSMI111-R
di agnosis of |ate luteal phase dysphoric disorder, and as
you heard from Dr. Endicott, as they conformto the DsM-

I11-R they therefore conformto DSMIV criteria.
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They al so had to have an adequate nethod of
birth control other than hornonal. I’11 nake anot her
comrent on that a little bit later.

And they also had to neet criteria for protoco
pr edefi ned synpton1sever3ty. For exanple, in study 1,
patients had to exhibit during the prospective cycles,
during which they were nonitored for this baseline state,
either at least a 50 percent change in the core itens for
the nood itens for the visual analog scale, a 50 percent
increase fromfollicular to luteal phase, or they could
exhibit, for exanple, a 100 percent increase or nore in
just one of those itens corresponding to the nood scal es.

The exclusion criteria. Patients were excluded
if they had serious health problens, and they were also
excluded if they were on the follow ng nedications: any
psychotropic, diuretic, or hornonal nedication, including
oral contraceptives. As you’ve heard and just to reiterate
the point, it is essential to quite clearly delineate the
effects of fluoxetine on PMDD. As you've heard, oral
contraceptives can have sone effect on PVMDD synpt ons.
There's a variety of literature which shows an inconsi stent
and variable effect on PMDD synptons, perhaps nost often
t he physical synptons, and for that reason, rather than
I ntroduce another variable into the study, it was felt

prudent to exclude oral contraceptives.
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Al so, patients with concurrent Axis | diagnosis
of other disorders were excluded as appropriate.

Going on to these studies in nore depth now,
the reference here on the corner of each slide indicates
the study to which this refers. Study 1, co19.

This is the first study, study 1, cois. This
is a double-blind, placebo-controlled, dose range-finding
study. After the screening period here with two cycles,
patients then entered a placebo single-blind period here,
and this provided an adequate basis for prospective

nonitoring for the patients and adequate baseline

measurenents of synptons.

At this point, patients who still met the DsM-
IIl-Rcriteria for PMDD and inportantly excluded pl acebo
responders, patients were then random zed in a doubl e-blind
fashion at this point to receive either fluoxetine 20
mlligrans a day, fluoxetine 60 mlligrams a day, or
pl acebo. For those patients who received 60 mlligrans a
day, they were put on 60 mlligrans a day fromday 1,
straight off the bat. They did not have the ability to
titrate up to this dose; 60 mlligrams a day from day 1.

The study then continued for 6 treatnent
cycles, making this a |ong-term study.

Patients were seen during each cycle twice,

once during the follicular phase and once during the luteal
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phase.

The primary objective of this study, as you
heard from the first speaker, was to assess the efficacy of
fluoxetine in PVDD as neasured by the luteal phase Mod-3
average of the visual analog scale -- and | wll go into
this inalittle nore depth later for clarity -- average
change from nean baseline to nmean treatnent score.

Now, originally in the protocol, it did not
specify the VAS Mod-3 specifically. It was enlisted as
just the visual analog scale. As the study started, Lilly
and the primary investigator for this study nmade an
agreenent that the nost appropriate outcone neasure for
this protocol should be the VAS Mbod-3. That was deci ded
upon and confirnmed in witing before the conpletion of the
study, just after the study had started in fact.

In addition to the primary, obviously I wll
show you itens, the second objectives of the study, further
nmeasurenments for the efficacy of fluoxetine in PMDD
pertaining to the synptomclusters for the nmood itens to
t he physical itens and social inpairment as measured by the
vi sual anal og scale and al so as neasured by the subtotals
of the prenenstrual tension syndrone rating scales, patient
rated and physician rated, obviously, also an opportunity

to assess the safety and tolerability of fluoxetine in
PMDD.
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This slide here shows the visual analog scale
that was utilized in this study. Patients were asked to
rate thenselves on a scale 0 to 100, ranging from no
synpt omat ol ogy to extrene synptomatol ogy here. The itens
in yellow conprise the core itens for nood and, therefore,
the primary efficacy analysis for this study. So, the
primary itens for nood here are item1, calmand unruffled,
going to tense, uptight, uneasy; nunber 2, happy, content,
and energetic, going to extremely depressed, sad,
apathetic, and lethargic. Item 7 measured irritability.
There were three physical items score here: headache,
bl oati ng and tenderness, and breast tenderness. And item4
| ooked at enotional lability, even-tenpered to extreme nood
swings. So, that’s the visual analog scale 7-itemn.

so, the primary efficacy variable is the
average of the three nmood synptons here highlighted in
yellow. the average scores of dysphoria, irritability, and
tension. And secondary efficacy variables included the VAS
Mbod- 4 average, Wwhich incorporated the other enotiona
lability item here, also the average of the physica
symptons, and then the subtotals for nood, physical, and
social inpairnent for the PMIS scale.

This just shows in depth the PMIS scal es for
purposes of clarity. The clinician rating scale is |isted

on the left on both slides,. and the corresponding items of

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543-4809



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

40
the patient rating scale, PMIS-P are listed on the right.
So, overall the range for both scales is 0 to 36. For the
clinician rating scale, there were 10 itens which were
scored fromO to 4 for nost of the itens, apart from nunber
7 and 8 where the itens are scored fromO0O to 2. The
correspondi ng patient rating scale sinply asked the patient
to respond a yes or no to each question. Again, the itens
here correspond to those itens as per the clinician rating
scal e.

This is |ooking at the calculation of the
efficacy neasures in alittle bit nore depth. This is a
pictorial representation of the follicular and luteal
cycles in this study. The first two cycles are the
basel i ne placebo cycles, and then the six studies are the
six treatnent cycles. F is follicular; L is luteal. As |
i ndi cated, patients were seen tw ce during each cycle, once
in the follicular phase, once in the luteal phase, and at
those visits patients were assessed in terns of their
ef ficacy.

So, measurenment of the average luteal scores
here for these two placebo cycles provided the nmean
baseline score. The average of the luteal scores for these
six cycles here provided then the nean treatnment score, and
the cal culation of the overall efficacy neasure was the

nean treatnent score mnus the nean baseline score.
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Now, originally Lilly did plan to analyze the
percent change in the analysis plan. However, the percent
change woul d have assumed a normality assunption. There
were extrene outliers, which violated the normality
assunption. And therefore, it was felt appropriate to | ook
at the nean treatnent change.

Going on to sone characteristics of the
patients i n the study, these are the baseline
cﬁaracteristics, and these are listed in nore detail in
your briefing document supplied to you. But essentially
the age of entry-for these patients in these studies was
md to late 30s. | nportantly for the denographic variabl es
listed here and also in your briefing docunent, there were
no differences in the groups at baseline.

The average VAS Mbod- 3 follicular and luteal
scores are represented here nore visually. Inportantly all
three treatment groups, with respect to their scores, are
simlar at baseline. Mreover, as one would expect for
PVMDD, the luteal scores are higher. This is the nean score
on the visual analog scale, VAS Mod-3. The luteal scores
are higher than the follicular scores, the follicular
scores indicating insignificant synptomatol ogy, as one
woul d expect with patients w th PNDD.

This lists the patient disposition for the

study with respect to the percentage of patients. Overall,
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fluoxetine 20 mlligram patients were the hi ghest nunber of
patients who conpleted the study. The highest percentage
of patients conpleted the study were on fluoxetine 20
mlligrans.

In terns of patients who dropped out for any
reason, these are shown here. For the patients who dropped
out due to an adverse event, hore patients on fluoxetine 60
mlligrans who dropped out due to an adverse events. There
were a low level and simlar |level for dropouts with
respect to placebo group and fluoxetine 20 nilligrans. FOf
| ack of efficacy, as one would expect, a higher proportion
of placebo patients dropped out due to |lack of efficacy.

I‘m going on to now show the efficacy nmeasures
by means of a series of bar graphs. In all of these
graphs, fluoxetine 20 mlligrams will be shown as orange,
fluoxetine 60 milligrams will be shown as yellow, and
pl acebo in green.

Moving on to the primary efficacy neasures --
and, again, | will concentrate on the nmood synptons, then
the physical symptons, then the social inpairnent synptons
from each study.

First of all, the mood synptonms in the luteal
phase. This looks at the nmean reduction from baseline to
mean treatnment here, SO the greater the reduction, the

greater inprovement in overall outcone.
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This is the primary objective here, the VAS
Mbod-3. W see here there's a greater reduqtion wth
statistical significance for both fluoxetine 20 mlligrans
and 60 nilligrams versus placebo here. If one looks at the
individual itenms that conprised the prinmary outcone, VAS
Mbod-3, which is dysphoria, irritability, and tension, then
one sees that indeed in each case fluoxetine 20 and 60
mlligrans are statistically significantly superior in
their reduction of synptonatol ogy versus placebo in each
case.

There does appear to be sone nunerical
superiority for fluoxetine 60 mlligrams versus 20, but the
difference between the two groups was not statistically
significant wth respect to the two fluoxetine groups.

The results here are mrrored by the
consi deration of the results seen on the PMIS scales, both
the PMIS-P, the patient rated scale, and the PMIS-C, the
clinician rating scale. Again, show ng the reduction from
mean baseline, patients on fluoxetine on any dose, either
20 or 60, achieved superior clinical inmprovenent versus
pl acebo, and the difference between the active treatnment
groups and placebo did attain statistical significance.
Again, some nunerical superiority observed with fluoxetine
60 mlligranms versus fluoxetine 20 mlligranms, but the

di fference between the two fl uoxetine arns was not
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statistically significant in this case.

Moving on to the physical synptons, again this
| ooking at the visual analog scale, the overall physical
average is shown here, again mrroring the nood synptons, a
statistical difference for superiority for the fluoxetine
arms versus placebo. Then if one |ooks at the individua
physi cal itenms which conprise the physical average,
bl oating, breast tenderness, and headache, one sees that it
is the effects of breast tenderness and bl oating which | ead
to the overall significance. There does not seemto be any
di fference between the groups with respect to headache.

But as you heard earlier, bloating and breast tenderness
are two of the nost common synptons in patients with pMDD.

Again, the effective results for fluoxetine in
the nood synmptons and the physical synptons here are al so
mrrored by consideration of the PMIS subtotals, for the
PMIS-P and the PMIS-C. Again, a significant reduction for
physi cal synptons for both fluoxetine arns versus placebo,
and again sonme evidence of nunerical superiority wth
fluoxetine 60 mlligrans versus 20, but the differences
were not statistically significant.

Moving on to the social inmpairnment. As | noted
earlier, the visual analog scale fromthis study did not
measure social inpairment, and so we view the itenms from

the PMIS-P with respect to social inmpairment. Again,
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reduction from nean baseline for the PMIS-P and the PMIS
scores showi ng a very nice inprovenent in social inpairnent
for patients on fluoxetine 20 and 60 mlligrams versus
pl acebo, the difference between the active treatnent arns
versus placebo attaining statistical significance.

So, I’ve shown you the subtotal scores for the
nood and physical synptonms and the social inpairment. |
just want to point out now that analysis of the overal
scores for each of these neasures, the overall visual
anal og scale 7-item the overall PMIS-P, the overal
PMIS-C. Also | showed that fluoxetine was statistically
superior with respect to its effects on those scores versus
pl acebo.

So, efficacy was seen for both fluoxetine 20
mlligranms and 60 mlligrans for all of the synptom
clusters of PMDD

Two pertinent questions at this point. How
qui ckly was the efficacy apparent and what was the course
of the treatnent effect?

Wth respect to how quickly was the efficacy
apparent, we viewed here the efficacy seen with respect to
t he nood synptons and the physical synptons at the first
treatnent cycle. So, remenber, patients were asked to take
medi cation fromthe first day of their nenses. So, this is

just after a couple of weeks of treatnment. V¥ see that
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even at the first cycle, there is superiority for
fl uoxetine versus placebo in the nood synptons and in the
physi cal synptons as shown here by the primary anal ysis of
Mbod- 3 average and al so the physical average on the visual
anal og scale. So, a very quick response to fluoxetine was
evi dent .

Wth respect to the course of the treatnent

effect, this is shown here for the | ast observation carried

forward for the primary analysis, the VAS Mod-3, placebo

here, this line; fluoxetine 20 mlligrams, the orange |line
here; and fluoxetine 60 mlligranms, the yellow |ine here.
So, this is looking at the mean reduction from baseli ne,
and what we see is that up to 6 nonths, at each cycle,
there is a statistical difference naintained between

pl acebo and both of the fluoxetine groups, both the 20 and
the 60 mlligram groups, showi ng that the efficacy of
fluoxetine is maintained for out to 6 nonths.

So, Wth respect to the conclusions in the
study, both fluoxetine 20 and 60 mlligrans a day were
effective in the treatment of PMDD. Statistica
di fferences were shown with respect to placebo, wth
respect to the prinmary objective, the VAS Mod-3, and the
secondary objectives, and | also indicate there's also the
consi deration of the total scores as well. Efficacy was

seen in all of the 'synptomclusters of PMDD. So, although
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nood was defined as the primary outconme neasure, it's also
interesting to note that the nood synptons, the physical
synptons, and the social inpairment associated with PVDD
all inmproved very quickly. Efficacy was denmonstrated in
the first treatnment cycle and nmaintained for up to 6
months. There was sone evidence that fluoxetine 60
mlligrams was in general nunerically greater than 20
mlligranms, but the differences were not usually
statistically significant.

Moving- on to the next study, this is study
nunber 2, X022, and this is a double-blind crossover study.
As was alluded to earlier, the disorder of PMDD conprises
synptons which are very closely entrained to the nenstrua
cycle. So, the predictable nature of these synptons
emerging cycle after cycle after cycle nakes it a very
predi ctabl e disorder with discrete episodes of disorder.
Furthernore, studies would suggest that there is synptom
stability across cycles. So, synptom stability being t he
rule rather than exception. So, these two characteristics
of PMDD do meke it an ideal disorder to study in a
crossover design. This is also evidenced by the literature
where a nunber of studies with various treatnents have used
t he crossover design in order to study PNDD.

So, in this study after 3 cycles of screening

and eval uation, patients were €ntered into this study.

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543-4809



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

48

Patients were either random zed to the fluoxetine arm or
the placebo arm for 3 cycles. After this there was a 1-
cycle crossover, |-nonth crossover, and then patients were
crossed over to the other treatnment, again for another 3
cycles here. For the fluoxetine arm patients were started
on 20 nilligrams, and investigators, at their discretion,
could titrate up in increnments of either 10 or 20
mlligrans, according to safety and efficacy, to a maxi num
of 60 mlligrans.

Patients who entered here are listed here: 9
for the fluoxetine group, and placebo, 10 patients.
Cbvi ously, each patient acted as their own control. This
enhanced sensitivity allows for relatively fewer patients.

Oiginally this protocol was intended to
recruit 30 patients, but in an earlier analysis done for
purposes of a scientific abstract, the investigator noted
significant differences between the treatnent groups and
elected to stop the study at that point. It's inportant to
realize that all of the patients who were recruited at that
time were allowed to finish. That nunbered a total of 19
patients. And noreover, the raters who were assessing the
patients and the patients thensel ves, who obviously were
assessing thensel ves on scales remained blind to treatnent
assignnment, first, to mnimze any kind of bias in this

st udy.
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The prime objective here was to assess the
efficacy in the treatnent of PMDD as measured by the
average w thin-cycle change fromfollicular to luteal phase
in the VAS Mod-4. So, there are differences here with
respect to the outcome measures fromthe first study. JUst
to point out that patients did score thensel ves every day
inthis, they did do some neasurenents every day during
this, study, and they did some nmeasurenents again for every
visit. Again, they were seen for two visits each cycle,
follicular and luteal phase.

So, I‘m going to talk about this in alittle
bit nore depth, but just to enphasize that the outcone
nmeasure here was the average within-cycle change from
follicular to luteal phase, in the VAS Mod-4 subt ot al
So, this is a 16-item VAS and the VAS Mod-4 subt ot al
conprised the primary efficacy outcome, and that conprised
t he nood sw ngs, depression, irritability, and anxiety.

Again, the secondary objectives were obviously
to look at the other itenms of the visual anal og scale and
the PMIS scales with respect to the other subtotals, the
mood subtotal, the physical synptom subtotal, and the
soci al inpairnent.

This slide shows the visual anal og scal e used

inthis study. So, this is a 16-item visual anal og scale.

Patients were asked to rate-thenselves fromno synptons to
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severe synptons, and the synptons listed in yellow again
conprise the primary nood itens, rapidly changing nmood to
nood very stable; item nunber 8, nost sad ever to nost
happy ever; the irritability item and the nost anxious
ever to nost calm ever

The other itens that conprise physical synptom
itens are shown here: nunber 5 extreme breast pain;
extrene bloating; and extrene physical disconfort. You see
all the other itens that were also in the scale.

This shows the daily rating formwhich al so
conprised one of-the secondary scales in the study. This
form obviously as the nanme inplies, was rated daily by the
patient and the patient rated the severity of each item on
a scale of 1, none, to 6, extrene, the total score ranging
up to 108. Listed here are those itens which pertain to
mood, the physical synptons, social inpairnent, and there
are a variety of other synptons which were also scored on
this daily rating form

Now, just to go into the depth of how the
efficacy analysis was cal culated, again just to reiterate
the primary outcone variable was the VAS Mbod-4 subtotal.
This is how this was collected.

The luteal score was the average of the
patient's score for 7 days prior to the nenses. The

follicular score was the average of the patient's score

ASSOCIATED REPORTERS OF WASHINGTON
(202)543-4809



N oo Ul B N

[ee]

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

51
over the 7 days post-menses. Subtracting one froq1the
ot her provided the wi thin-cycle change, and this was
averaged over 3 nonths of treatment to provide the primary
patient yoatnent outcone measure.

Basel i ne characteristics, very simlar to the
first study. Mst of the patients were Caucasian and the
age of these patients were simlar to the first study, md
to- late 30s. Inportantly, consideration of the follicular
scores here for the PMIS patient total for the pMTs
clinician total, and for exanple, in the Beck's Depression
Inventory, if you look here, the scores are very, very |ow
in the follicular phase, indicating an absence of any
significant prenenstrual synptonatol ogy, as one would
expect with respect to the cyclicity of PMD

Wth respect to patient disposition, the
majority of patients conpleted this study. Very few
patients dropped out for any reason at all.

Again, | wll go through the efficacy outcones
wth respect to the nood synptons, the physical synptons,
and then the social inpairnent.

Firstly, with respect to the nmood synptons.

Now, here the scale is |ooking at average w thin-cycle
i ncrease. So, wthin-cycle increase fromfollicular to
luteal, SO indicating an increase in synptonatol ogy. So,

an increase in scores here would indicate an increase in
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synpt omat ol ogy and therefore deterioration in the patient's
out cone.

For the primary outconme neasure, the VAS
Mbod-4, the 4 itens on the visual analog scale, you wll
note there's a greater increase wth respect to the
synpt omat ol ogy seen in the placebo patients shown here in
green, and this increase was statistically superior than
the increase evident for fluoxetine patients. S0, the
fluoxetine patients inproved wth statistical superiority
versus the placebo patients.

Wien-one sees the individual itens which
conprise the VAS Mod-4 items, again fluoxetine is superior
w th respect to placebo in each of these itens, the nood
swi ngs, depression, irritability, and anxiety. And
fluoxetine patients exhibited far | ess increase in
synpt omat ol ogy versus the placebo patients.

This was mrrored by consideration of the
secondary outcone variables, the daily rating form and the
PMIS-P and PMIS-C. For both the DRF and PMIS-C -- that's
the clinician rating and patient rating -- again, evidence
of fluoxetine superiority with statistical significance
versus placebo. For the PMIS-P, quite clearly there is
fluoxetine superiority, but the differences did not attain
statistical significance.

Goi ng on to the.physical synptons W th respect
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to this study, again shown here are the physical average
for the synptons conprising fromthe visual anal og scale.
This shows the individual itenms which nmade up this physica
average, and fluoxetine is highly effective with respect to
pl acebo for breast pain, bloating, and physical disconfort,
giving an overall highly statistically significant effect
versus placebo on the visual anal og scale.

Again, consideration of the secondary neasures
enployed in this study further mrrored the evidence seen
for the primary outcome neasure in that for the physical
symptoms, for the daily rating formconpleted by the
patient, the PMIS-P conpleted by the patient, the PMIS-C
conpleted by the clinician, statistical superiority for
fl uoxetine versus placebo in each case.

The simlar results are evidence for social
inpai rment with highly statistical significance for
fl uoxetine versus placebo wth respect to the visual anal og
scale here, the overall social inpairment. This conprised
two items, work efficiency and social activity. S0, this
is important. It shows that the patients rates thensel ves
as inmproving with fluoxetine with respect to their
efficiency at work and their social activities.

Again, this is mrrored by the consideration of
the secondary outcone variable. Patients rated thenselves

as inproving with statistical significance over placebo for
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“the daily rating form and for PMIS-P and PMIS-C, again

quite clearly there is nunerical superiority for
fluoxetine, but the differences did not attain statistical
significance here.

Going on to the sane questions as we asked in
the first study, when was the efficacy apparent and what
was the course of the treatnment effect, these two slides go
to show sone evidence for those questions.

First of all, again, entirely consistent with
the first study, a consideration of the first treatnent
cycle, within-cycle increase, showed that for the primary
VAS Mbod-4 for the physical synptons and for the soci al
synptons, all fromthe visual analog scale, at the first
treatnent cycle was exhibited a superiority for fluoxetine
versus placebo, again entirely consistent with the first
st udy.

The course of treatnent effect is shown here
just for one neasure, the VAS Mod-4, which is obviously
the primary outcone measure. For patients here for the
purple, here we see here for the patients who started off
the treatment with placebo. Now, scores higher on this
graph indicate increase in synptomatol ogy. Scores in the
| ower half of this graph indicate | ower synptomatol ogy.
So, higher scores are considered bad for the patient.

so, for the patients who started off on
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pl acebo, as indicated for the first 3 cycles, their scores
are in the upper half of the graph, indicating significant
synpt onat ol ogy for these patients. After the crossover --
you see then the patients who then were crossed over to
fluoxetine -- then their scores for the next 3 cycles were
in the lower half of this graph, indicating inprovenent for
the patients.

Exactly the opposite is evidenced for the
opposing group. W see here for fluoxetine, the patients
who started off on fluoxetine, their scores for each of
these 3 cycles are in the lower half of the graph,
indicating very little synptomatol ogy for these patients,
and after the crossover, Wwhen they were switched over to
pl acebo, we see that their scores shoot up to the higher
portion of the graph, indicating an increase in,
synpt omat ol ogy. So, a nice visual representation of the
conparative effects of fluoxetine versus placebo.

Now, the crossover washout phase here was a 1-
cycle duration, 1 nonth. As we appreciate, for fluoxetine
the half-life is relatively long and al so contains an
active netabolite, norfluoxetine. So, therefore, a
reasonabl e question at this point is, were there any
carryover effects, and if there were any carryover effects,
what was the inplication of that carryover effect with

respect to the overall efficacy seen in this study? 1'd
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like to elaborate on those results.

First of all, with respect to the nmood synptons
across the treatment cycles for this study. This is just
| ooki ng at the VAS Mod-4 and anot her exanple of nood, the
DRF nood subtotal. This shows that for the overal
treatnent effect for all cycles shown here, the overal
val ue for fluoxetine versus placebo, was highly
statistically significant, p, 0.002. This colum here
shows the possibility of the carryover effect. As you see
over here with the p values of 0.9 and .26, there is no
carryover effect- evident.

When one then noves on to the first treatnent
cycle, the results fromthe first treatment cycle only, we

see here again for the same itens the VAS Mod-4 and the

DRF Mbod subtotal. W see, if we look over into the
carryover effect colum here, .09, .12, then there is a
suggestion of a carryover effect. But it's worth bearing
in mnd, again just to enphasize, we're |ooking at the
wi t hi n-change from follicular to luteal. So, in actual
fact, a carryover effect present here would actually bias
agai nst fluoxeti ne.

So, in spite of that bias, when we |ook at the
overall p value for the treatnment effect at cycle 1, we
see, in spite of the carryover effect, which is biased

negatively versus fluoxetine, the differences between
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fluoxetine and placebo still attain statistical
signi ficance.

Just to show the robustness of the scores in
anot her manner, |'mnow going to focus on |ooking at the
first 3 cycles here. |''mgoing to show you results from
just the first 3 cycles which really approximate to a
paral | el group study.

This is looking at the so-called first period
analysis. That's the analysis fromthe first 3 cycles of
that study. This is looking at a variety of nmeasures wth
respect to the nmoods on the left side and respect to the
physical synmptonms on the right side.

For VAS Mdod-4 subtotal, for DRF Mwod subtotal
for PMIS-P subtotal, for PMIS-C subtotal, overall,
whi chever way you look at it, even in the first period
analysis only, statistical significance is for fluoxetine
versus placebo. And the sane is evident for the physica
synptons. Again, just |looking at the first period only,.
statistical significance is for fluoxetine versus placebo.

So, in conclusion for efficacy in the study, a
flexible dosing for fluoxetine in the range of 20 to 60.
mlligrams a day -- and the patients attained a nean dose
of 27 mlligrans in this study -- was effective in the

treatment of PVMDD. Again, we saw statistical differences

superior to placebo with respect to the prinmary objective,
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the VAS Mod-4, and inportantly also the secondary
objectives. Efficacy was seen in the synptomclusters of
PMDD for nost variables with respect to nood, physical
synptons, and social inpairnent. Just an overall analysis
of the total scores for the visual analog scale 16-item,
again, statistical differences for fluoxetine versus
pl acebo.

| nprovenent, as denonstrated in the first
study, was denonstrated in the first cycle and maintai ned
for up to 3 nonths.

so, thus far, |'ve presented two well-designed
random zed, placebo-controlled studies that have shown
fluoxetine is statistically significantly superior to
pl acebo in the treatment of PNDD

Moving on to the third study, this is X037,
study number 3. This is a placebo-controlled, parallel
study. Initially after the screening period here,
patients, first of all, entered a single-blind placebo
period here, after which they were random zed to receive
either fluoxetine, bupropion, and placebo. Bupropionis a
predom nant|ly dopam nergic agent, and patients were
random zed to 300 mlligrans a day, as 100 mlligranms three
times a day, and fluoxetine 20 mlligrams a day.

For this study, the C3@ score was listed as the

primary outcome neasure. That was specifically the C@ in
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terns of those patients who achieved a score of 1 or 2 was
listed as the primary outcone nmeasure. So, this is the
percentage of responders, the percentage of patients who
achieved a score on the CAd of 1 or 2, the primary outcone
measure here.

As we see here, for fluoxetine patients in
orange, there was quite clearly a trend toward
significance; p, 0.07 for fluoxetine patients versus
pl acebo. The differences did not attain statistica
di fferences between fluoxetine and placebo, but you see
that the percentage of responders between the bupropion and
t he placebo groups is very simlar, so indicating perhaps,
as Dr. Endicott had alluded to, some evidence of the
serotonergic specificity for patients w th PNDD.

Wien one consi dered any inprovenent on the C43,
a secondary outcome neasures, scores of 1, 2, or 3 -- so,
patients who |isted any inprovenent when they scored 1, 2,
or 3 onthe C4d, and then the differences between the
groups are statistically significant in that fluoxetine
patients attained the greatest nunber of patients who were
responders, wth statistical superiority versus placebo.
Again, essentially no differences between the bupropion and
the placebo groups.

Consi deration of the secondary outcome neasures

for this study in terns of the daily assessnment of
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functioning, the GAS scores, all showed simlar results to
the first outcome neasures shown here in that the
di fferences indicated sone superiority for fluoxetine but
not attaining statistical,significance. So, |'m not going
to show all of those here

So, two studies have confirmed the efficacy of
fluoxetine in pMpp, and a third study has provided
supportive evidence with respect to the efficacy of
fluoxetine in PVMDD. Inportantly, the efficacy shown in
these studies is entirely consistent with the other double-
blind studies reported in the literature.

|"d like to nove on to show you the effect
size. As was evidenced in these studies, there were a
variety of scal es used because there is no one gold
standard scale for PVDD. But it's also interesting to note
t hat even when one makes a conparison of the effect size
across the studies, you see a noderate to |large effect size
consistently for these patients. This is shown in the next
sl i de.

So, effect size can be regarded as a unitless
neasure that can conpare across different studies and
different scales. Cenerally, the traditional thing is that
patients with an effect size of 0.5 to 0.8 have
denmonstrated a nediumto |arge effect of treatnent.

Now, the circled shapes here are the primary
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outcone neasures. This lists basically the outcone effect
size for study 1 and study 2. Study 1, the circles are the
study 1 outcone neasures for the nood itens, the physical
items here, and the social inpairnent. The prinary outcone
measure is this one, VAS Mod-3. For study 1, wth respect
tothe 60 mlligramarm the black circle, that is the VAS
Mbod-3 here. For study 2, the prinmary outcome neasure, the
VAS Mod-4, is shown here. So, for the primary outcone
nmeasures for the first two studies, we see an effect size
which is mediumto very large, consistently for these
studies for the fluoxetine groups. |If you look at broadly
the picture of effect for the other effect sizes listed
here with respect to the other nood subtotals, the other
physical subtotals, and the social inpairnent subtotals,
one sees very broadly an effect size which is ranging from
mediumto large in the main.

So, overall in ternms of efficacy, |'mgoing to
conclude on the efficacy here. The PMDD studies were
randomi zed, doubl e-blind, and pl acebo-controlled. The
study popul ati ons were appropriate and consistent, and the
out come measures were appropriate to neasure changes in
PVDD synpt ons.

PMDD studi es denonstrated the efficacy of
fluoxetine in the range of 20 to 60 mlligrans a day.

Again, just to reiterate, 20 and 60 mlligranms appeared to
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be simlarly effective, although there was some numerical
superiority for 60 milligrans. And inportantly, fluoxetine
was effective in treating the synptons of PVMDD for up to 6
months. The efficacy of fluoxetine was al so evident during
the first treatnment cycle in all of these studies.

Moving on to the safety, as | have indicated,
the safety profile of fluoxetine is well-known. Hence, |
w || -provide a rather succinct sunmary.

First of all, with respect to the safety
popul ation in the PVMDD patients -- and | wll conpare that
to the overall fluoxetine safety database for the
indications for which it has been approved in the U S.,
that is depression, OCD, and bulima, nunbering al nost
4,000 patients. | wll also conpare the safety profile of
the patients with PVDD to a subgroup of this |arger
fl uoxetine database, and that is the fenmale patients aged
18 to 45 years which nost cl osely approxi mates PMDD
patients. That dat abase is nunbering al nost 1,700
patients.

| will focus on study 1 in terns of the PMDD
studies. Study 1, study 2, and 3. The adverse events
col |l ected here were spontaneously collected for study 1 as
treat ment emergent adverse events. For studies 2 and 3,

t he adverse events were collected in a different nanner,

and so it was difficult to merge the database with respect
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to the adverse events. So, |'mgoing to concentrate on
study 1 when | show you the adverse event profile for PMDD
patients.

First of all, in looking at the overall study
drug exposure for the PMDD safety population in total, the
total days of exposure was over 27,000 for fluoxetine at
any dose. Inportantly, about 50 percent of this exposure
was in the range of 151 to 220 days.

This is looking at study 1 and | ooking at the
percentage of patients who reported one or nore adverse
events, as one woul d expect overall, a high Ievel of
reporting for the three groups and with nore patients
reporting adverse events in the fluoxetine arns versus the
placebo arns. Wth respect to the patients who dropped out
for any adverse events for this study; nore patients
dropped out in the fluoxetine 60 mlligramarmas conpared
to fluoxetine 20 and placebo. No statistical differences
in the patient dropouts in the fluoxetine 20 or placebo
arm

| just want to reiterate that the patients who
were on 60 mlligrams in this study did start on 60
mlligrans at day 1. They did not have the ability to
titrate up to that dose. So, fromwhat we know about
fluoxetine, it may be that if they had started on 20 and

titrated up to 60 nilligrams, this higher rate of dropout
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woul d not be evident for patients as shown here.

This is also evidenced by the fact that when
the dropouts did occur in the 60 mlligrans, nost of the
dropouts were, in fact, in the first portion of the study,
so fairly early on with fluoxetine treatnent.

There were very few serious adverse events in
this study at all.

This lists the nost common treatnment energent
adverse events in study 1 reported by at |east 10 percent
of patients taking fluoxetine. This is fluoxetine 20
mlligranms, fluoxetine 60, on both slides. Overall, the
pattern of reporting of adverse events for fluoxetine are
what we woul d expect for what we know about fl uoxetine.
Inportantly, fluoxetine 20 mlligrans appeared to be very
well tolerated with very simlar differences, not
statistically significant to placebo, for any adverse
events of any clinical significance.

For patients on fluoxetine 60 mlligrans, there
wer e high nunbers of adverse events reported and in sone
cases the differences between fluoxetine 60 and both
pl acebo and 20 mlligrans were statistically significant.
As | stated earlier, the fact that these patients did start

out on 60 mlligrans fromday 1 may have been a factor in
this.

Now, these slides conpare the nost conmon
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treat nent energent adverse events in the three databases
that | alluded to. Firstly, for study 1, this is the
i nci dence of adverse events for the fluoxetine groups.
There is a conbination of the 20 and 60 mlligrans groups,
and this is conpared, first of all, to the approved
i ndi cations database. These are patients with bulima
depression, OCD, and then this is again conpared to the
approved indications femal es subgroup of that database,
femal es aged 18 to 45. If you view overall the adverse
events, the pattern of adverse events is as expected for
fluoxetine, and inportantly no uni que adverse events were
enmer gent whi ch showed any uni queness for PMDD patients.

In order to assess tolerability, it's perhaps
pertinent to | ook at patients who had dropped out due to
any adverse events. This shows patients who dropped out in
study 1, study 19. W view that overall, first of all, for
fluoxetine 20 mlligrams the incidence of dropouts was | ow,
and no one particul ar adverse event contributed in
particular to a high level of reporting of dropout due to
adverse event. Very few patients dropped out in studies 2
or 3 due to adverse events. So, again, the dropout here
woul d be as one expected for fluoxetine.

So, in conclusion for safety, fluoxetine has
been used in over 35 mllion patients worldw de and a very,

very large safety database does exist for fluoxetine. 1've
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provi ded evidence to show its safety in PVDD patients and
conpared that with respect to the approved indications
dat abase. Al so extensive post-marketing surveillance for

t hi s pharnacol ogi cal agent has shown it to be a very safe
product .

Fl uoxetine patients with PVMDD is therefore safe
and well-tolerated and, inportantly, clinically conparable
to the known profile of fluoxetine with no unique events
seemngly for the PMDD patients.

Fl uoxetine 20 mlligrans appeared to be better
tolerated than fluoxetine 60. Overall fluoxetine 20
mlligrans was as expected, Well-tolerated and safe for
PMDD patients.

I/11 now provide dosing reconmmendations based
on the efficacy and safety data that | have just revi ewed.
Again, just to reiterate, fluoxetine 20 and 60 were
simlarly effective in patients with PMDD. While
fluoxetine 20 to 60 is safe for patients with PVDD, 20
mlligrams did appear to be better tolerated than 60
mlligrams. So, therefore, the optinal dose should be 20
mlligrans for patients with PMDD, and sone patients may,

i ndeed, benefit by increasing their dose to 60 mlligrans.

Before providing the concluding the comrents,
|'d like to address one of the questions that the FDA have
raised wth respect to the use of oral contraceptives.
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|'ve indicated in these studies patients wth oral
contraceptives were excluded for the reasons previously
alluded to in that they do have variable effects on
premenstrual synptons. Wiere they do have an effect, it
seens to be on the physical synptons, and that is
i nconsistent so. So, in order to clearly delineate the
effects of fluoxetine in these studies, oral contraceptives
were excl uded. Nevert hel ess, for nmenstruating females,
reports anything up to 30 percent of patients nmay be taking
oral contraceptives. So, the question arises, does the
conbi nation of the use of oral contraceptives in
conbination with fluoxetine have any inplications for
efficacy or safety for that conbination?

First of all, what are the potential for
possi bl e interactions fromthe pharnacokinetic point of
view? Fluoxetine is netabolized primarily by the P450 2D6
enzyne system. The oral contraceptives are primarily
met abol i zed by the P450 3a4 enzyme system Now, the effect
of fluoxetine on the 3a4 system has been investigated by
virtue of in vitro and in vivo studies. The in vivo
studies, using the 3a4 substrates of m dazol am and
terfenadine, did not indicate any clinically significant
interactions between the conbination. So, this suggests
that there is unlikely to be any potential for interaction

bet ween fl uoxetine and oral contraceptives.
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|'d now |ike to provide evidence from clinical
data which further supports this. As I’ve indicated, there
is a very large efficacy and safety database for fluoxetine
with respect to other indications. So, although the PMDD
patients did not have any oral contraceptives
concomtantly, in the other indications, for exanple,
depression, OCD, and bulima, there were patients who did
take oral contraceptives. So, by subgrouping those
exi sting safety database with respect to efficacy and
safety, it was possible to try and tease out any
possibility of interactions between oral contraceptives and
fl uoxeti ne.

First of all, with respect to efficacy, just to
reiterate, many of the wormen in the approved indications
dat abase were taking oral contraceptives. So, in view ng
the efficacy of patients with depression, OCD, bulima, and
comparing it for those patients who did take ora
contraceptives versus those that did not, there was no
clinical evidence that concomtant use of ora
contraceptives either augnented or |essened the efficacy of
fl uoxeti ne.

The same analysis with respect to the safety
during clinical trials of fluoxetine, no drug interactions
were noted for patients who were taking oral

contracepti ves.
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Importantly, extensive post-marketing
surveill ance has not shown any evidence for interactions
bet ween fluoxetine and oral contraceptives. [It's inportant
to note that fluoxetine has been on the market for over 10
years. Also, a search of the literature yielded no case
reports of such an interaction

So, it would seemfromthe data presented, that
oral contraceptives and fluoxetine can be used safely with
respect to efficacy and no safety inplications.

So, ny concluding remarks. PMDD is a distinct
clinical entity which can be differentiated from depression
and other anxiety disorders. It can be considered a severe
formof premenstrual syndrone that causes inpairnent of
functioni ng. It's quite clearly inadequately recogni zed
and treated at the present tinme. For fluoxetine in PNDD
three random zed, double-blind, controlled studies
presented support for the efficacy of fluoxetine in PNDD.
The results presented are entirely consistent with the
nuner ous ot her published studies for fluoxetine in PNDD.
Safe and well -tolerated at the recormended dose, and the
dosi ng recommendation is appropriately supported by the
data presented.

Thank you very much for your attention.

DR TAMM NGA: On behalf of the commttee, 1'd
like to thank Dr. Judge, pr. Endicott, and Dr. Brophy for
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their very well done presentation of the data set.

|'d Iike to suggest that we take a brgak and
formul ate questions, and follow ng the break, the-commttee
wi ||l conme back and address questions both to Lilly and to
the FDA. W'Il| take a break and be back by 10:15 pl ease.

(Recess.)

DR TAWNGA: |1'd like people to take their
seats so we can restart the meeting please.

The comm ttee has now heard a presentation from
Lilly about their indication. W've heard the issues laid
out and many probing questions laid out by Dr. Laughren.
Now, the commttee will have a chance to ask questions to
Lill'y about the presentation of their data.

| would like to encourage not only the
committee nenbers, but also the advisors to satisfy every
question, so to speak, to Lilly because after we come back
fromlunch, the conmttee will then talk about all the
i ssues that cane up about the presentation.

One nmore thing | need to remnd the conmttee
of. Unlike our last neeting, all the mcrophones are
active all the tine,

(Laughter.)

DR TAMM NGA: So, if people would just keep
that in mnd.

There are a nunber of conmmttee nenbers who
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have questions for Lilly about the presentation. | would
suggest that Dr. Judge actually come up to the podium if
you do not nmind, rather than getting up and goi ng down al
the time, and you can actually address questions fromthe
comittee. | did not nmean to say that Dr. Judge had to
answer these questions all by herself.

(Laughter.)

DR TAMM NGA: But | suspect all of your Lilly
will'help out anytime. Also, we mght have questions for
the rest of the Lilly people, but you can really noderate
the response.

| mght just take the chair's prerogative and
ask the first question. Wuld you remnd us, Dr. Judge,
what is actually the half-life of fluoxetine and its nmjor
met abol i te?

DR JUDGE: The half-life of fluoxetine, 4 to 6
days. The active netabolite, norfluoxetine, up to 1e days.

DR PARRY: |I'd appreciate it if you could
review on each of the studies you presented, the authors,
the site of the study, and where it was published

DR TAM NGA: |If the person who's asking the
question could just identify thenselves for a mnute.

DR PARRY: |'mBarbara Parry, Professor of
Psychiatry, University of California, San D ego.

DR JUDGE: Study 1 was conducted in Canada in
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7 centers and was published by the principal investigators,
Dr. Steiner, et al. in the New England Journal of Medicine

Dr. Schmdt was the primary investigator for
the second study, X022, and that was conducted in that one
center. That was published in which year, ny colleagues
can remind ne. W'Il get that infornation

And the third study was conducted by -- the
principal investigators were Terry Pearlstein, et al., and
were conducted in two centers, the other investigator being
Dr. Stone. That was published al so a nunber of years ago.

DR. THYS-JACOBS: |'m Susan Thys-Jacobs, and
want to just ask a couple questions about study 19, which
was the nulti-center trial

Al the studies that you had presented are
doubl e-blinded and |I'm assum ng that the tablets | ooked
alike. But in 19 there was placebo, 20 m|ligram dose, and
there was a 60 nmilligram dose. \Wen they went from single-
blind into double-blind phase, how did you carry that out?

DR JUDGE: It was one capsule. There was
al ways one capsule for 60 mlligrams, 20 mlligranms, and
pl acebo.

DR THYS- JACOBS: It was one capsule for the
60.

DR JUDCE:  Yes.

DR THYS-JACOBS.:  (Ckay.
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Anot her question for 19 was that you defined
basel ine scores as visit 3 and 5. Wre the true baseline
scores before entering the single-blind washout different
or simlar? Luteal nmean scores.

DR. JUDGE: Dr. Steiner can perhaps el aborate
on this as well. But for the patients, as they entered the
screening phase, and then prior to that, the scores were
similar, but | don't have the scores for that on hand.

Dr. Steiner, can you comment?

DR STEINER  There's no difference in the
baselines for the two or three cycles that actually
screened the patients before they went into the single-
blind assessnent phase. The data that are used are for
pl acebo nonresponders that entered into the random zatj on.

DR THYS-JACOBS: | have another question for
19. You showed the data at the first treatnent through
treatnent cycle 6. At treatnent cycle 6, however, at the
20 mlligram dose, there seemed to be a dimnution effect,
not major, but there did, indeed, seemto be sone decreased
effect. Was that effect significantly different from
treatnment cycle 1?

And how do you explain the fact that there was
a decrease of rapid decline in synptons in treatnent cycle
1 and then there seened to be a gradual increase in

synptoms by treatnent cycle. 6?2 Do you think that wonen
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over tinme becone nore tolerant to this drug?

DR JUDCE: 1’11 nake an attenpt at answering
that, and perhaps Dr. Steiner can also coment

What's interesting at cycle 1 of that study, as
you correctly noted, is a very, very robust and fast
response, and it may be evidenced by the fact for the
extreme relief experienced by these patients. Renenber,
they’ve had several cycles at that tinme of prospective
monitoring, and it may be reflected in their extrene
relief.

Now, that was a 6-nonth study and so
therefore, a long-termstudy. Aso, it may be reasonable
to assunme that patients towards the end of the study are
less able to reflect or relate to their baseline |evels of
functioning as they would earlier on in the study.

The inportant thing is that throughout the
study 20 mlligrans was statistically significant from
pl acebo in the LOCF popul ation

DR THYS-JACOBS: Well, that was the 'nean and
at all cycles.

DR JUDGE: At all cycles

DR. THYS-JACOBS: No. M question was, was
there a difference --

DR JUDGE: Was there a difference between the

| ast --
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DR TAMM NGA: One at a tine please.

DR JUDGE: M statistician, Dr. Brown, wll
attenpt to answer that.

DR BROM: This analysis |ooks at the
conparison of the treatnent effect at the first treatnent
cycle to the last treatnment cycle, cycle 1 versus cycle 6.
These are, of course, just those patients that conpleted
all the way through. So, it’s just those patients that
conpleted that 6-treatnent cycle. W show the neans and
t he standard deviations, of course, for the first and the
last. It’s just a basic paired t-test looking fromthe
first to the last, and you can see for the w thin-group
conparisons for the placebo and the 20 and the 60 mlligram
groups, there were no statistically significant differences
between the first and the last. For fluoxetine 60
mlligrans, it’s a trend for a difference.

Now, |ooking at the physical, there was a
difference between the first and the last for the
fluoxetine 60 mlligramgroup, but not the fluoxetine 20
mlligram group.

DR TAMM NGA: So, this is a conpleters only
anal ysi s.

DR BROM: Yes. This is only conpleters.
That’s correct.

DR TAMM NGA: So that if you ook at a
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conpleters only analysis, it |ooks considerably different
than the last observation carried forth, which is a slide
that Dr. Judge showed.

Dr. Haner.

DR HAMER: | actually have |lots of questions,
but just one that's --

DR. TAMM NGA: Do you want the statistician to
sit down or stand up?

DR HAMER. I’'m not sure who's appropriate to,
answer this one.

Rem nd nme agai n about what direction the
scoring is; that is, let's look, for exanple, at fluoxetine
60, first cycle, 23.7; last cycle, 31.6. Does that nean
they got better or they got worse?

DR JUDGE: From basel ine, the average
follicular scores for fluoxetine 60, as in all of them for
VAS 3, was actually around 50. So, the nean here is --
this is 23, which -- and so the nean here is 31, which is
slightly worse than 23. The lower the score, the better
the patient.

DR HAMER: So, here for the fluoxetine 60

group, they got non-significantly worse between the.first

“treatnent cycle and the last treatnent cycle. R ght?

DR JUDGE: This is a difference of 7 points on

this score.

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543- 4809



© oo ~N o o1 B @ w

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

77

DR HAMER  In many of the anal yses that you
presented earlier, you presented a |lot of data in which one
group had a nunber that was bigger than another' group and
non-signi ficant, but nonethel ess, you pointed out to us
that one was nunerically different than another. Here
you' re choosing not to pay attention to that nunerical
di fference.

DR' JUDGE: | don't understand what you nean
W are paying attention in showing that to you. There is a
numerical difference. Here the difference is fromthe
baseline to the mean, to the nean, there is, for exanple,
for the 20 mlligrams, maybe there's a difference fromhere
to here. The last treatnent cycle is about 5 points and
only about 7 points for fluoxetine 60 mlligrans. So, it’s
not that great

DR. TAW NGA: Dr. Dom nguez.

DR DOM NGUEZ: Yes. This is an unusual
application in that not only the total nunber of patients
that were entered into the application, which was simlar
to the OCD application, but also fromthe fact that, as far
as |'m concerned, at least 80 percent of the strength of
the treatment effect is carried by one study. And perhaps
you coul d argue 90 percent of it is carried by the 019
study, the other two studies being relatively small.

Was there an extension phase to the 019 study?
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DR JUDGE: There was not a formal extension
phase to that study. Dr. Steiner can perhaps comment
anecdotal Iy on what happened to patients after that study,
but there were no formal extensions to that study.

Dr. Steiner, would you like to coment?

DR STEINER  In all sites, nost of the
subj ects who were conpleters on fluoxetine requested to
stay- on the drug and did so. W have informal or anecdot al
evidence up to 1 year that wonen still were on the drug.
['mtalking 20 mlligrans.

DR DOM NGUEZ: Was fluoxetine available in the
market at the time that the study was initiated in My of
19902 And could this have influenced your retention rate?
| amnot surprised with regards to the lower retention rate
with the placebo group and the 60 mlligramgroup, but I am
somewhat surprised at the low retention rate in the 20
mlligram group since they seemto be doing so well. So,
could the fact that the nedication was already available in
Canada at that tinme have influenced your retention rate?
What are your thoughts?

DR. STEINER. | can only speculate. But the
drug was avail abl e.

DR DOMNGUEZ: It was available.

DR STEINER Yes. At the end of the study,

the drug was avail abl e.
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DR DOM NGUEZ: At the beginning of the study,
it was also available. Correct?

DR. STEINER  Yes.

DR TAMM NGA: Dr. Judge, in this study number
19, could you review for us again the retention rate in the
pl acebo and the 20 and the 60 mlligrans?

DR JUDGE: If we could go back to the primary
anal ysis that shows the patient disposition for study 19
pl ease.

G een, placebo; in orange, fluoxetine 20; and
in yellow, fluoxetine 60. For fluoxetine 20 mlligrans,
about 65 percent of those patients conpleted the study.
Renenber, this is actually a 6-month study, which is a
long-term study. As you would appreciate in doing studies
W th obsessive-conpul sive disorder, depression, other
studies, it's actually very difficult to keep patients in a
long-term study. But nevertheless, 65 percent of them
conpleted, and the conpleter rate in terns of placebo and
60 mlligram armranged from 40 to 50 percent.

Wth respect to the dropouts due to adverse
events, as you pointed out, it's higher in the 60 mlligram
group than the other groups. The dropouts due to adverse
events between fluoxetine 20 and pl acebo was not
statistically significant, and to be honest, with respect

to other studies that we know for depression, OCD, or
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whatever, it's not remarkably different. Again, renenber
this is over a 6-nonth study.

As | pointed out, for fluoxetine 60 nmilligrans,
patients were started on that drug at day 1, 60 mlligrans
at day 1. It would be nore appropriate to start themon 20
and titrate themup, giving thema chance to tolerate the
side effects. If that had taken place, the titration, one
woul d in fact expected a perhaps |ower dropout rate due to
adverse events.

In terms of lack of efficacy, as we predicted,
about 25 percent of placebo patients dropped out due to
| ack of efficacy.

DR. DOM NGUEZ: Yes. | appreciate the fact
that this was a 24-week study and the OCD studies were 13
weeks. On the other hand, one could viewit as a é6-cycle
study versus a 13-week OCD study, and that the percentage
of response in these trials was very simlar to the
percentage of response in OCD trials with regards to the
active treatnent and in conparison also with the placebo
group. Basically you had no placebo effect here. You got
no placebo effect in your OCD application.

So, since 80 percent of the patients in the 20
mlligram OCD study conpleted the study, I'ma little bit
surprised at 65 conpleting after 24 weeks. Just an

observati on

ASSOCIATED REPORTERS OF WASHINGTON
- (202) 543-4809



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

81

And | wanted to relate that to the availability

of the drug in Canada that sone patients nmay have opted out

of the study, either seeing insufficient response, and al so
based on the popul ation that you treated, which was

principally a college graduate popul ation or higher

educat i on.

DR TAM NGA:  Yes, Dr. Celler.

DR. GELLER | just want to comment on
conparing OCD to this disorder, that OCD bothers you every
day of the nmonth. This bothers you just part of the nonth
and that m ght account sone for the difference in dropouts.

DR. TAMM NGA: Additional questions for Lilly?
Dr. Fyer.

DR FYER | just want to fol |l ow up sonewhat
nore informally this observation because this is the main
study that the efficacy depends on. The fact is that they
start our random zing 320 patients out of over 400, and
then we end up with 172 patients at the end. | agree that
it doesn't seeminmediately obvious why that should be true
despite the length of the study. |f you look at the table
about attrition, it doesn't look like there's such a nuch
higher initial rate of attrition in the 60 mlligram group.

So, what 1'd like to just ask is just
informally do the people fromLilly have any idea about why

so many peopl e dropped out in that study? Because in the
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other studies, Dr. Judge made the point that very few
people did drop out. Is it just because you have a nore
representative sanple, you' re going to have a higher
dropout rate? O is there sonething about that study?

What were people's informal observations about that
situation?

DR TAMM NGA: Can you conment on this, Dr.
Judge?

DR JUDGE: Just on that point when you said
there wasn't evidence of attrition early on in the study,
there was in fact, and | think we have a slide to showin
terms of patient dropouts due to adverse events for the 60
mlligram arm versus the 20. You'll see that nost of them
did, in fact, drop out in the first two cycles. I’11 just
show you that, and the slide will show you that.

Thereafter, the attrition rate for fluoxetine
20, placebo -- placebo patients dropped out nore towards
the end. W show this here. So, this is the patient
di scontinuations due to adverse events by tine. This is a
nunber of patients dropping out. So, for fluoxetine 60,
you see that in the first couple of cycles, the patients
dropped out. Thereafter, it's a steady dropout, not
particularly different fromcycle to cycle, and it's fairly
constant for the other two arns.

Do you al so have the slide due to |ack of

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543- 1809



N

co ~N o o1 B~ w

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

83

efficacy, the sane slide? This is true for the |ack of
efficacy. As one would expect, for placebo patients, nore

patients drop out as the study continues over the course of
tine due to lack of efficacy.
In reviewing this data, | think overall the

hi ghest nunber of patients stayed in the study for 20

“mlligrams. \Wen one |ooks at the attrition rate for sone

of the long-term studies for depression and OCD, there is
quite a high attrition rate when you refer to OCD studies.
The short-termattrition rates are obviously better than --
short-termattrition rates would be not as high as this
study. This is a long-termstudy, and generally when one
| ooks at long-termstudies for all drugs, there seens to be
a high attrition rate in general. But even so, 65 percent
of patients on 20 mlligrans were still remaining at the
end of the study.

DR TAMM NGA: Dr. Fyer?

DR FYER. Yes. | don't want to get into a
pi cky thing about 10 patients, but | think the inportant
thing is that there's a continued steady drop-off. You
have a very slight increase in the nunber of people on 60
mlligrams in the first week, but then at every tine
anot her 10 percent of the patients are |eaving the study.
It's not just in the 60 mlligram group. Again, 1'd just

like to ask you if you have sone idea as to what was goi ng
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on in that study.

DR JUDGE: Can | refer also Dr. Steiner here?

DR STEINER: This is not unusual in PVMs/ PMDD
that you lose at the end up to a third of your popul ation,
A

B, this was a very labor-intense study. These
worren were with us for a year. They had to cone twice a
nmonth, and sonme of them just gave up after a while. And
the steady decline is really not unusual in these studies.

DR. TAMM NGA: There was sone part of Dr.
Fyer’s question that would contrast the dropout rate in
this study with the dropout rate in the next two. Wile
you're up there, maybe you could just nore specifically --

DR. STEINER. This was the | ongest and nore
| abor-intense than the others. The requirenents were
different. W were bringing themin. They had to be,
twice a nonth, in the clinic for up to 90 mnutes, 2 hours
sometines. Canada is a big country. There are all not in
the big cities. They're coming fromfar away. Ve had
winters. Al the stuff that you see under "other" is
transportation, distance, and cold weather. And then you

had to sort of drop them out because if they m ssed two or

three visits, they were out.
DR TAWM NGA: Dr. Wnokur.
DR WNXUR Related to this study, you
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mentioned early on in introducing it that a decision was

made to focus on the VAS Mod-3 as the primary outcone

measure. | wasn't clear about the rationale for that
choi ce. | wonder if you could elaborate on that a little
bit.

DR STEINER If you recall -- we're talking
the late ’80s, early ’90s -- the visual anal og scale was a

homegrown thing that we developed. At the tinme when we
started working with Lilly, we did not anticipate, nor did
we know that fluoxetine is going to be helpful for the
physical synptons. W thought that if we |unped together
the 7 synptons and if it doesn't work for the physical
synptons, we will actually wash out sonme effect on the
other 3 mmjor conponents. So, we picked irritability,
dysphoria, and tension as the primary outcome. Ve left the
lability out because sonme people questioned whether this is
a unipolar or bipolar dinension, and we then separated them
out.

But as you have seen, we have the sane
statistical significance for the 3 VAS. Ve have it for the
7 VAS, and we have it for the physical separately.

DR. WNOKUR. M other question. This now
switches to safety, adverse events. Can you comrent either
fromyour specific studies that you tal ked about or other

information in the literature about the occurrence of
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hyponani ¢ or manic synptons in this specific population on
fl uoxetine?

DR. JUDGE: Wth respect to the occurrence and
swtch into mania for fluoxetine in general, there's a very
low switch rate. That's evidenced by the clinical tria
dat abase. In fact, one of the few doubl e-blind studies of
bi pol ar depression with fluoxetine versus im pram ne,
evi denced again a nice treatnent effect, wthout any
increase in switch-over to mania versus placebo. so,
that's for general fluoxetine.

For switch-over to mania in this study, there
were no patients in the PVMDD popul ation that ascribed to or
swi tched to mani a.

DR W NOKUR: If you scale it down from full-
bl omn mania to nore just --

DR JUDGE: To hypomani a?

DR. WNOKUR: -- manifestations suggestive of
hypomania, |'mjust wondering whether there's -- |'m
focusing on this popul ati on because this is going to be a

popul ation that's going to be extending the use of this

drug.
DR JUDGE: Right.
DR. WNOKUR: And if there's any even cl ue of

the potential for activation of --
DR JUDGE: Yes.. Fromthe studies in this
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popul ation, there wasn't any event that we’d say, oh, ny
gosh, this is happening.

Anecdotal |y perhaps Dr. Steiner can conment
about his other experience or even Dr. Endicott.

DR STEINER: The exclusion criteria were that
they shoul d not have an Axis | diagnosis. Therefore, we
did not include bipolars. But we did not have hidden
bi polar 11’s and we did not have a single switch in this
st udy.

DR WNOKUR That's really what |'mtrying to
focus on is excluding the known bipolars. |Is there any
even hint? Because what we're really tal king about now is
extending this drug to a totally separate popul ati on not
known to have bipolar, and that's why | think that's a
cruci al issue.

DR STEINER W did not w tness one single
case.

DR JUDGE: And that was also evident for the
ot her two studies.

DR. THYS-JACOBS: There was no pl acebo effect
noted during the double-blinded study period 2 in this
trial. Was there a placebo effect going fromthe screening
period to study period 1? Was anyt hi ng not ed?

DR JUDGE: Are you tal king about study 12

DR THYS- JACOBS. : 19, yes.
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DR JUDCGE: Can you repeat your question?

DR THYS-JACOBS: There was no pl acebo effect
noted during the doubl e-blinded phase at all, and
apparently that was being screened for during the single-
blinded study. |'masking was there a placebo effect noted
during the screening period into the single-blinded phase?

DR JUDGE: Yes, indeed. And Dr. Steiner wll
el aborate. But there were sone patients who did drop out
during the screening phase because they were placebo
responders. So, a placebo effect was evident.

Dr. Steiner?

DR STEINER: There were 12 pl acebo responders
during those first two cycles and they were not random zed.

DR TAM NGA: 12 out of 320 or 12 out of 45072

DR STEINER  out of 450.

DR. JUDGE: Renenber, by this tinme in terns of
the placebo effect, patients had really undergone several
cycles of screening with respect to their diagnosis and
prospective daily ratings. So, really --

DR THYS-JACOBS: There were two cycles. We're
tal king about two cycles. There were two screening cycles.
I's that correct?

DR JUDGE: There were screening cycles, but
even before then, patients in terns of their screening,

that they brought patients into the study -- we're talking
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about one woul d expect a fairly |low |level of placebo
responders in this study because, for exanple, in
depression or other studies, we don't prospectively
di agnose patients by prospective neasurements. This is
unusual and | think serves to | ower the placebo response in
PMDD studies in general anyway.

In fact, the placebo effect noted here is not
appreci ably different from placebo effects noted in other
SSRI studies in the literature.

DR THYS-JACOBS: Mbst of the studies that |
know of have a 25 or 20 percent to 30 percent effect.
You're saying that in these studies, in the PVDD trials,
there is no placebo effect?

DR JUDGE: You saw that there was a pl acebo
effect, and in fact for this study, as Dr. Steiner wll
comment as well, there is a placebo effect. The placebo
effect is | ow which can be sonetines attributed to the
screening allowed for these patients. But also renenber,
in general -- this study was conducted quite a while ago,
and maybe as with other studies, maybe there may be a creep
up of placebo effect due to other phenonena, as we see with
OCD, as we see with depression. That may be evident, and
maybe that's what you' re ascribing to PVMDD studies.

DR THYS-JACOBS: No. Most of the published

trials on PMDD and PMS have-shown effects of anywhere from
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20 to 70 percent. So, how are you tal king about 12 out of
300 patients going fromthe screening period into the study
phase? That's a very snall nunber.

DR JUDGE: But there is no study that shows a
70 percent response rate for PVDD. \Wien we talk about
t hose high |evels of placebo responses, we're talking about
studies which really are not specifically PVDD but nore
often |isted as severe PMS or PMS in general.

Dr. Steiner, would you care to comment on that?

DR STEINER  Two things. | agree with Susan
that -- we were very surprised. It was a |ow placebo
response. Two things to say about it.

The literature is really not about PVDD. It’s
nmostly about PMS, and there the placebo response was
obvi ously much higher.

The other thing is that between the initial
screening and the randonization, We have lost not only 12
pl acebo responders, We have al so | ost approxinmtely 80
ot her patients which we were not able to docunent whet her
they were placebo responders and that's why they left us.
They just disappeared for other reasons. So, maybe it was
a little bit higher. But we have documented to date on 12
pl acebo responders who stayed with us and had to be told

that they cannot be random zed because they're placebo

responders. That's what | can report on. The others are
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specul ati ons.

| think that overall we had a very |ow pl acebo
response because of the extrenely rigorous inclusion
criteria. This was the first tine that that kind of rigor
was actually applied. So, we excluded them before,they
even were comng into the placebo phase.

DR TAMM NGA: Dr. Tenple.

DR. TEMPLE: Just a point of terninology. The
pl acebo response is not measured in clinical trials. \Wat
you neasure is the response in the placebo treated group,
which is a mxture of true placebo response, that is,
response to drug taking, and the natural history of the
di sease. This cones up a lot.

The idea that in depression the placebo
response is 60, 70 percent | think is totally unreasonable
and is a quirk of study design. You take people who are in
t he process of being at the worst part of a cyclical
di sease and then you put themin a trial, it's not
surprising they regress toward the mean and do ot her things
like that. But if they got a good history of regular
nmonthly synptons over many years, it doesn't surprise ne at
all that when you put themin a trial, nothing nmuch happens
because they're not regressing toward a nean. This is
sonmet hing they have.

so, these are very study-deternmined. | have a
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sort of personal quest to not call these responses in the
pl acebo group pl acebo response until sonebody actually
includes a no-treatnent group, that is, someone who doesn't
get any drug at all, and that is alnost never done. So, we
don't really know what the placebo response is here. W
just know how the placebo group responds, which is not
necessarily the same thing at all.

DR. TAMM NGA: Dr. Haner.

DR HAMER.  After a nunmber of years of doing
this, | think | have a reasonably good idea of how to
interpret these sorts of studies when the studies have been
designed with rigorous protocols by pharnaceuti cal
conpani es involving an end of phase |I/pre-phase |II
nmeeting in which the design, the outcone neasures, and the
statistical analyses are planned and consul tation takes
place. It's less clear to ne how to interpret studies
whose purpose is registration when apparently that kind of
process didn't take place here.

So, to help me understand this, could sonebody
fromthe pharmaceutical conpany please, in sone sense, take
me through the history of these studies, tell nme whose idea
they were, if indeed rigorous docunentation, such as
protocols that specify design, outcone neasures,
statistical analyses, in as nmuch specificity as mght take

place in sort of the usual situation and to what extent
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things like the switch apparently froma neasure that
consisted of a total of a full-blown set of visual analg
scales to a neasure that consisted of only a subset of
them of an analysis that switched froman anal ysis of
percent change to an analysis that consisted of absolute
change, even though, if you analyzed the data both ways,
you get consistent results.

But there's in sone sense at |east the
potential for kind of a hidden nultiple conparison issue
here which, thankfully for Lilly, is probably obviated by
the fact that there was such a strong effect that we
probably don't need to worry about it nuch.

But I would like to know sort of how these
studi es got designed and what role Lilly played, if any, in
the design, funding, and execution of them

DR TAMM NGA: And your question pertains to
all three studies.

DR. HAMER. It pertains to all three studies.

DR TAM NGA:  Dr. Judge.

DR. JUDGE: Well, study 1 was a protocol
desi gned col l aboratively by Lilly and Dr. Steiner. The
protocol was put into place and agreed by Lilly and by Dr.
St el ner. It was Lilly nonitored.

DR HAMER So, this is what we would call an

investigator initiated study?
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DR JUDGE: Yes, and Lilly funded and Lilly
moni t or ed.

For the other two studies, they were conducted
more independently. For study nunmber 2, this was conducted
under an independent IND, and nunber 3 was exenpt from | ND.

For all three studies, protocols and anal ysis
plans were put in place by the investigators before the
study obviously started. Lilly, when conprising their
analysis plans -- it's inportant to note that all analysis
plans were put into place and very strict audit and quality
controls were done for each of the sites to ensure that the
studi es had been conducted to GCP standards, had' been
conducted according to protocol, and with the exceptions
that |'ve stated with the reasons for those exceptions. In
all studies, we're confident that the quality of the
studies is as one woul d expect, good quality, GCP conducted
studies. Inportantly, with respect to the analysis plans
whi ch were prospectively put in place, before any of those
Lill'y personnel had information or unblinded to the
I ndividual patient information

DR HAMER. Well, then to nove to the blinding
issue, | got confused by the statement that apparently the
crossover study termnated early because the blind was
broken sonewhere in the mddle and then the investigators

did an anal ysis, presented an abstract, and then decided
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not to continue the study. |s that the case that the blind
was broken part way through it?

DR JUDCGE: As you indicated, yes, but‘the
blind was not broken to individual patient assignnent to
the raters who were rating the patients and, noreover, to
the patients. As you renenber, the primary outcome nmeasure
was patient-rated visual anal og scale.

Now, when the analysis was done for that study,
it involved very few nunbers of patients. In fact, the
investigator found a treatnent effect and stopped the
study. In fact, there were a nunber of other patients
enrolled in the study at that tine, and they were all owed
to conplete. That nunmbered a total of 19, as you saw.

DR HAMER 1711 save other questions until
| ater.

DR TAMM NGA: Dr. Chen

DR CHEN: Let ne add sonme questions for this
topic here. Could you briefly describe the early
termnation for the second study? How many times you have
unbl i nded the data, when you decided? Did the investigator
deci de, how they decided to ternmnate the study? Do you
have that know edge here for this?

DR JUDGE: In addition to what |'ve just
alluded to, it was an independent decision by the

investigator to ternminate the study at that time. But as |

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543- 4809



© ©00 ~N o o1 B>

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

96
said, if soneone fromnmy group can el aborate on how many
patients exactly that analysis involved. But | said there
were a nunber of other patients ongoing in the study. It
wasn't that 19 had conpleted and then the anal ysis invol ved
19 patients. Only a fewer patient nunber had conpl eted,
and in fact when he found that statistical difference, he
decided to term nate the study independently. Then the
other patients who were already enrolled in that study were
allowed to conplete. As | said, the clinicians who rated
the patients, the patients thenselves remained blinded in
order to mnimze any bias in that study.

DR TAMM NGA: Dr. Fyer.

DR FYER | just want to ask a clarification.
so, that was an independent investigator study. Wo were
the clinicians versus the investigator that all this was
kept --

DR. JUDGE: Well, as with any site, there is a
principal investigator, and there are people who work with
the investigator who are the study coordinators that are
nore involved in the actual screening of the patients, the

rating of the patients week by week, and assessing them per

prot ocol .
DR. FYER I’'m aware of how clinical trials are
done generally. But what I’m interested inis, are you

aware on a person-by-person-basis of exactly who knew and
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who didn't know? Because very often, especially in smaller
organi zations, there's a lot of functional overlap.

DR JUDGE: Yes. In fact, for that study --
and ny teamcan correct nme if I'"'mwong -- it was mainly
t he other co-investigator for that study, Dr. Su, who was
actually seeing nore of the patients.

DR. FYER  And so, there was no conmunication
about the overall outcome or any issues about patterns of
side effects or anything of that nature.

DR JUDGE: Not that |I'maware of. As | said
the audit on that study has been very neticulous in terns
of quality assurance and quality control

DR. TAW NGA:  Dr. Haner.

DR HAMER  Well, to continue Dr. cChen’s
question, | think maybe one of the things that m ght be
related is, in the protocol, was this interimanalysis that
led to the early termnation of the study planned?

DR JUDGE: This was an unplanned interim
anal ysi s.

DR HAMER Do you know if there were other
unpl anned interim anal yses?

DR JUDGE: No, there were not.

DR. HAMER So, if you think about spending

your alpha in terns of sequential analyses, there was no

adjustment for that here.
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DR. JUDGE:If | can ask ny statistician to
coment on this.

DR. BROMN. No, there wasn't an adjustment.
But like we said, the investigator initiated this unplanned
interimanalysis at 10 patients, found a significant
effect, and decided to stop the study, and continued the
patients that were currently enrolled, so we ended up with
19 patients.

If we go ahead and use a penalty for an early
| ook, say, an OBrien-Flemng type of a spending rule, and
adjust for those |Iooks at the data at the 10 and the 19, we
woul d still show a significance all the way through. That
woul d be about a . 01 nom nal significance |evel we would be
| ooking at at the 19 patient |evel

DR HAMER. Al though since this is a post hoc
use of an O Brien-Flem ng sequential rule, we really don't
know how many interim anal yses we shoul d be adjusting for
since they m ght have chosen to have done other interim
anal yses than the ones that they did.

DR BROMN:. Right. They m ght have chosen to
do sonething else, but they did just do the one Iook at 10.
So, you're right. It is a post hoc.

DR. TAMM NGA:  Shoul d we understand that Lilly
| ooked into whether they did any other unplanned anal yses

and the answer IS no?
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DR BROM: That's right. No, they did not.

DR HAMER Al though perhaps the blind to the
raters was not broken, did the raters know that an interim
anal ysi s had been done and that the interimanalysis
apparently showed that fluoxetine was superior to placebo?

DR JUDGE: There was, as | said, an abstract
generated from that interim analysis. So, anyone who
viewed that abstract would, in fact, know that that was the
case. But renenber, that was on a fewer nunber of
patients. So, the abstract actually reported a fewer
number of patients, but the actual end of the study
i nvol ved al nost a double nunber of those patients.

DR HAMER As long as | have gotten us onto
t he crossover study --

DR COX: Can | follow up on this one?

DR HAMER  Yes.

DR TAMM NGA: Dr. Cook.

DR COX: | really feel the need to know very
specifically how this study was blinded because it just
rai ses many questions if it wasn't blind to the
investigative team So, | really feel the need to have
detail ed knowl edge of how this was blinded to where it
could be relatively arbitrarily unblinded. Wre the
capsules identical? W have to get the details since it's

at variance with usual practice.
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DR JUDGE: In terns of the blinding for this
study -- and perhaps, Cathy, if you could conment on the
actual capsules. Unlike the first study where there was
one capsule for like 20 mlligrans, 60 mlligrans, and
pl acebo, for this study there were, for exanple, tablets
corresponding to 20 milligrams, 30, 40, 50, e0. And in
each case, if there was a titration, there was a titration
So, for example, the nunber of placebo capsules would al so
increase as well. So, the blinding in ternms of the nunbers
of capsul es was exactly identical so physicians could
titrate up according to safety and efficacy, and the
titration would therefore involve, if it was placebo, a
greater number of placebo' capsules; if it was fluoxetine, a
greater nunber of fluoxetine capsules.

Even the principal investigator was blinded to
i ndi vidual treatnment assignnent.

And that interimanalysis, the only one planned
for that study, was undertaken on 10 patients. There were
9 other patients in the study at that tine, and they were
continued on. So, the final analysis involved 19 patients.

Cat hy?

MS. SHULER  That's accurate with the exception
of the fact that the capsules were in 10 m||igram
I ncrenents.

DR JUDGE: Dr.. Tollefson?
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