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oublic heal th probl em

Successful intervention depends on pharnaceutical
and psychot herapeutic treatment approaches', as well as a two
fold approach to education in professional and treatment
settings, as well as in the patient population and general
public.

Since primary care physicians and comunity nental
health staffs are nost likely to see people with PTSD first,
they nmust learn to ask about trauma exposure, recognize the
synptons, and treat or refer patients appropriately.

Educating professionals first is paramount to
managi ng the influx of clients that will certainly follow
the public awareness progranmmng that mght come with this
i ndication for PTSD nedicine.

Thank you.

DR. TAMWM NGA: The conmittee appreciates your
..marks, Ms. Gller, and thank you for appearing before us.

The second public speaker we have is M. Bonnie
Geen, WwWho is representing the “TAternational Soci ety for
Traumatic Stress. i

Ms. G een.

DR. GREEN: Good norning. M nane is Bonnie
Geen. | am a Professor of Psychiatry at Georgetown
University Medical School.' | amhere today as president-

el ect of the International Society for Traumatic Stress
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Studies, the ISTSS, which is an international organization

of approximately 2,500 nental health professionals who study
and treat survivors of traumatic events.

| am here to speak today on behalf of the ISTSS to
the inportance to posttraumatic stress disorder, PTSD, as a
public health issue, and of the necessity of identifying
treatments for this potentially debilitating disorder.

PTSD is an anxiety disorder that is experienced
followng a traumatic life event. An event that can
precipitate PTSD is usually a direct or indirect
confrontation with death, or with serious bgé}ly i njury,
whi ch produces an overwhel m ng experience of fear,
hel pl essness, or horror.

Traumatic events, such as rape, assault, donestic
viol ence, accidents, and disasters are, unfortunately,
relatively common in the general population. Estinates are
t_at one-half to three-quarters of Americans have
experienced a traumatic event in their lifetine.

Individuals with a pTss di agnosi s foll ow ng such
events reexperience th5f§§aunatic event in a nunber of ways
including intrusive recollections, having disturbing dreans
about the event, and becom ng very upset when they are
rem nded of the event.

Trauma survivors with PTSD also try to avoid

rem nders of the event, they :feel enotionally nunb, and they
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1ave difficulty being close to others. Finally, PTSD

i nvol ves synptons of physiol ogical arousal, such as
difficulty with sleep and concentration, exaggerated startle
response, and hypervigilance. These synptons can cause
substantial disability and disruption of interpersona

rel ationships.

PTSD is a relatively frequent disorder in the
general population. There have now been several studies in
;enéral communi ty sanples including a very |arge
spidemiologic study of over 8,000 people between the ages of
15 and 54 in the United States, the NationaiLFomorbidity
Survey, which | amsure you have already heard about this
norning, that have assessed exposure to traumatic events and
o PTSD

In spite of very different methodol ogies, these
studi es have produced remarkably simlar estimtes of the
+&val ence of PTSD in the general population. Specifically,
this diagnosis occurs on a lifetinme basis in about 10 to 12
sercent of wonen and 5 to 6 percint of nen.

Poi nt preval%ggé estimates, estimates of who woul d
have PTSD at any given time are about 5 percent for wonen
and 2 to 3 percent for men in the United States.

Hei di Resni ck and her colleagues, in their
national study of wonen, estimated that nearly 10 million

worren woul d have PTSD at some point in their lives, and that
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sver 4 mllion had PTSD at the tine of the study.

If left untreated, PTSD can last for decades.
Recent studi es have found high preval ence of pTsp half a
sentury l|ater in Holocaust survivors, wrld War 11
combatants, and prisoners of war. The National Conorbidity
survey found that anong those peopl e who devel oped pTSD
Eollowing a traumatic event, one-third of them continued to
aave the diagnosis 10 years later.

In addition to the nental anguish that PTSD
causes, it also contributes significantly to problens wth
ohysical health, as Esther just mentioned. .Efudies have
oeen accumnul ating for the past decade that have docunented
the relationship between exposure to traumatic events and
increased |evels of physical health conplaints, physica
il ness conditions, physician diagnosis, visits to
physicians, and cost of health care.

- Only in the past few years, however, have
researchers begun to investigate the nmechanisnms for these

rel ationships. It turns out traf there is convi nci ng

support for PTSD as an’I“portant link between trauma and
poor physical health.

This means that anong those traumatized in various
ways, It 1S the developnent of PTSD that predicts poor
heal th and higher utilization of care. PTSD also inpact in

the econonmic realm Wth findings froma recent study
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.ndicating that having PTSD is associated with high rates of
memployment and with significantly | ower wages. The
rombined i npact of PTSD on enotional, physical, and economc
tell-being, therefore, makes it a significant public health
>roblem.

Wi | e PTSD has been associated historically with
sombat trauma, studies in the past decade have clarified its
frequency in non-mlitary popul ations, indeed, PTSD occurs
nost often outside of mlitary settings.

In the National Conorbidity Survey and in other
studies, pTsD was nost |ikely to devel op iqu?th wonmen and
nen following rape. Physical abuse was very likely to |ead
o PTSD in both genders, as well.

For wonmen, being sexually nolested and being
chreatened W th a weapon were al so inportant predictors of
?TSD. Since PTSD is nore common in wonen than in nen, it is
.~2ar that PTSD is an inportant concern, not only for
nilitary veterans, but for civilians in all walks of 1ife.

PTSD oft en coexi sts with other psychiatric

3]

di sorders.  The hbtiohé&“ onorbidity Survey found, for

example, that half of nen and wonen with a lifetine history
of PTSD also had a lifetime history of major depression

However, although anxiety and depression often coexist wth
PTSD, in recent years, it has becone increasingly cleat that

PTSD has a di stinct neurobiology that can been
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differentiated from depression

Sone of the nore conpelling evidence includes the
observation that levels of the stress hornmone cortisol are
| ower than normal in PTSD, whereas, they are consistently
hi gher than normal in major depression

Moreover, in PTSD, the negative feedback
inhibition of cortisol, which regulates the sensitivity of
the stress response nmechanism in hunmans and animals, is
altered in such a way as to produce an increase
responsi veness to stress.

This has been established with numerous studi es
denonstrating an increased sensitivity of the glucocorticoid
receptor, evidenced by an exaggerated cortisol suppression
following dexanet hasone adm nistration, and an augnented
ACTH response to the cortisol inhibitor, netyrapone, in
PTSD.

> In contrast, depressed individuals typically show
a decreased sensitivity of the glucocorticoid receptor as
evi denced by escape fron1dexan§%ﬁasone suppr essi on. Thi's
evi dence strongly sugéﬁﬁ%ﬁ that PTSD is a distinct
psychiatric disorder.

Al t hough PTSD first appeared in the D agnostic and
Statistical Manual of Mental Disorders of the American
Psychiatric Association as'recently as 1980, there is

al ready enough prelimnary information about potentially
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efficacious strategies to warrant publication of a Treatnent

CQui deline for PTSD, spearheaded by our organization, the
| STSS.

This guideline reviews different treatnent options
for PTSD including both psychotherapeutic and pharnacol ogic
approaches. As the guidelines indicate, there are indeed
efficacious treatnents for PTSD.

Wth regard to nedications, the SsSRIs, in

particular, appear to be frequently used in clinica

practice and are well tolerated by patients. Medication
trials have indicated that the SsSrIs are asiagiated Wt h
reduction of synptons in all of the PTSD synptom clusters,
reexperiencing synptons, nunbing synptons, and physiologica
arousal .

In clos[ng, the | STSS wi shes to be present today

to speak to PTSD as a significant public health problem and

t.~sunderscore the inportance of developing effective

treatments for it.

VW believe an approvéé}ﬁedication for PTSD woul d
serve to encourage theﬁgg%lic to seek and receive treatnent
for this disorder, and would add significantly to our
treatment options when we treat patients suffering fromthis
serious health condition.

Thank you.

DR. TAMM NGA: Thank you, Ms. Geen, for speaking
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to the conmttee and sharing your concerns with us.

We have a third speaker here this norning, M.
Jerilyn Ross from the Anxiety Disorders Association of
America.

Ms. Ross.

M5. ROSS: | amJerilyn Ross. | am president of
the Anxiety Disorders Association of Arerica, or ADAA. | am
director of the Ross Center for Anxiety and Rel ated
Disorders here in Washington, and | am author of a book
called "Triunph Over Fear."

Thank you, M. Chairman, and mgmbsif of the
Advisory Commttee for the opportunity to speak to you here
this norni ng.

For those of you who don't know us, the ADAA is a
national nonprofit organization, and we are dedicated to the

early prevention, identification, and treatnent of anxiety

claorders. W were established in 1980, and we are a

partnership of researchers, clinicians, patients with
anxi ety disorders, and their féﬁfly menbers and ot her
interested individuals. “¥ %

Together, we work towards the prevention and the
cure of anxiety disorders by supporting research and by
hel ping consuners gain early access to diagnosis and
treatment. W also seek to reduce stigma, we stinulate

ongoi ng research, and we educate health care professionals
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and consuners about effective treatnent.

I ncreasing access to safe and effective treatnment
for people with posttraumatic stress disorder, as well as
with other anxiety disorders, is a major concern of our
organi zation, and therefore we hope for a positive outcone
to your deliberations today.

| am here on behalf of nore than 19 mllion
Americans who suffer from an anxiety disorder, specifically,
today, the 8 mllion Americans who suffer from PTSD,
posttraumatic stress disorder, which is a severe and
potentially debilitating nental health probLET

People with PTSD conme from every walk of life,
every social class, every educational level, and every
prof essional achievement. These are people who have been
exposed to an extreme traunmm, maybe an accident, a natura
di saster, been raped, crimnally assaulted, or exposed to
¢ &t or physical or sexual abuse.

And these are people who may at one tinme have been
healthy, productive individualé%mwhc'now,f(ﬂ | owi ng exposure
to this trauma, are suﬁéé&ing real life-altering, but
treatabl e disorders.

Peopl e suffering from PTSD reexperience the
traumatic event in the form of flashbacks, nightnares,
intrusive, distressing recollections, and they develop

avoi dance behavior, they develop increased arousal, and
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i unbing, where they can't feel anything, positive or

i egative, enotionally.

They beconme vul nerable also to secondary problens,
panic attacks, depression, substance abuse and suicidal
thoughts and attenpts, just to name a few, and nmany of them
most of them are unable to receive an accurate diagnosis for
their illness, and many of them end up being dismssed as
lhypochondri acs or eccentrics or malingerers wthout getting
of the help that they need and so desperately deserve.

Each year at apaa, we receive tens of thousands of
requests for information frompeople with amietx di sorders.
As a matter of fact, we are currently experiencing nore than
43, 000 peopl e per nonth who spend a mnimumof 10 m nutes on
our web site seeking information, and we also get letters
and phone calls from peopl e who describe their heart-
wrenching pain, their suffering, as well as their fear,
t.eir confusion, and their despair.

What we hear, what we find nost frustrating from
these people is that they are ot able to find heal th
professionals in thei (¥ oBtmunities who are both
know edgeabl e about anxiety disorders, and able to provide
effective treatnment. sadly, at this tinme, particularly for
PTSD patients, there'are no approved nedications and
mllions of people with PTSD are suffering, Otentines

silently in the dark, with ignorance, frustration, and
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shane.

According to a study that we published recently in
the Journal of dinical Psychiatry, called "The Econom c
Burden of Anxiety D sorders in the 1990s," PTSD was found to
be one of the two anxiety disorders with the highest rates
of risk factors for psychiatric service usage. PTSD was
al so anong the anxiety disorders associated with nost
substantial inpairnent in workplace perfornmance.

The good news is that thanks to new scientific
under st andi ngs of the biochem cal conponent of PTSD, and
studi es denonstrating the efficacy of specif&s bi ol ogi cal
and psychol ogi cal treatnent, things are beginning to change
for the better

Qur association has joined with other nenta
health professional, as well as with other advocacy groups,
in hopes of spreading the word, getting the word out that
I.8D is a bio-psycho-social disorder that is real, that is
serious, and that it is treatable.

| mprovi ng physi ci an é&cation about PTSD and
i ncreasing the availaB??%%y of safe and effective
medi cations, as well as of psychological treatnents, are
vitally necessary, so that those suffering from PTSD are
better able to nmanage their illness and go on to |lead ful
and productive |ives.

W have seen the difference that this has nade as
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effective treatnents have becone available for other anxiety
disorders , |ike panic disorder, obsessive conpulsive
disorder, nost recently for social anxiety disorder, and I
believe that your deliberations here today can contribute
greatly to achieving the objective that all people with
anxi ety disorders can get the diagnosis and the treatnent
that they need and deserve.

| thank you very nuch for your consideration
t oday.

DR TAMM NGA: Ms. Ross, thank you very nuch for
your remarks to the commttee. e

Advi sory Committee Discussion and Deliberations

Wth this presentation, we conclude the open
public hearing portion of our neeting, and we begin the
Advi sory Conm ttee deliberations about sertraline for PTSD

W have heard this norning from Pfizer, who
r 2duced the data about sertraline, you had an opportunity
to ask them some questions. W have heard from the FDA
about t heir anal ysi s. E

W have a nufber of questions in front of us by
the FDA, and the questions that the commttee has in front
of us today are questions that are not only about safety and
efficacy of the conpound for the indication, but actually

questions about the indication itself, those questions that

Dr. Laughren posed to us earlier.
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1 | would like to suggest that the commttee begin
> llits deliberations by addressing some of those questions

3 [labout the diagnosis that Dr. Laughren put to us, about PTSD
4 flas a new indication, how w dely recogni zed and accepted is
5 flthe entity, can PTSD be considered an independent diagnosis,
6 [fand then nore practical questions about actually doing

7 flstudies in PTSD.

8 | would like to invite the conmttee to begin a

9 Wldi scussion on that.

10 DR DOMINGUEZ: | wll nake a very general
11 fstatenent to begin with. [t is a disorder ;c‘h_.at I's hard to

12 Qignore, although | think refinements will continue to take
13 fplace in the definition of the disorder. | think that there
14 {lare clusters of synptons that are distinct enough that

15 findeed it is recognized within our field.

16° So, | would like to inmediately begin by

-7 || e~¥ressing ny opinion that yes, this is a distinct disorder

18 {where we should be seeking specific forns of therapy, both

19 | psychosocial and pharnacot herapy. I have no problemwith

20 fthat.
21 DR. TAW NGA: Thanks. W have three PTSD experts
22 fhere, and perhaps the conmmttee could hear from them

23 Dr. Sout hwi ck.

24 DR SOUTHW CK: | also feel this is a distinct

25 [} di sorder that has had a very'’long history and gone by many
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different nanes throughout history, and many of the early
nanes were derived from conbat experiences |ike shell-shock
irritable heart of soldiers, conbat fatigue, et cetera, and
as DSM was formed in 1980, PTSD became a formal diagnosis,
and | think what we have seen, although sonme of the synptons
have changed since DSMIIIl, they are relatively stable
between DSMIII1-R and IV.

There has been really very little change with the
core synptons, suggesting that with experience and research
and clinical input, that the disorder has been nore
carefully and rigorously defined over the %iEF nunber of
years

Also, as nentioned earlier, there are a number of
very distinct PTSD synptonms, | think there are eight, that
are specific to the trauma, Wwhich helps to differentiate
from ot her conorbid diagnoses.

s DR TAMM NGA:  Thank you

Dr. Brewerton

DR BREVERTON: Yes. - think anpng the questions
that are posed to us E§§§y, this is probably the easiest
one. Inny nind, there is no doubt that PTSD exists. It
certainly fits with all of ny clinical experience, and |
think also the science is at a point now that does, in fact,
confirmits existence and distinction from depression.

| woul d add, among:the comments made al ready, that
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.here are several psychiatric disorders that have
significant overlaps with major depression. Certainly PTSD
.s just one of many.

W think about the anxiety disorders, eating
iisorders, substance use disorders, somatoform disorders,
lissociative di sorders, personality disorders, all of those
1ave strong and inportant |inks to depression, but yet
remain as fairly distinct entities, and I think PTSD is just
set another that fits that bill.

So, | would think that this is the easiest
question and | think the overwhel m ng ev;dgzsf Is in favor
>f its independent existence.

DR TAMM NGA: Dr. Brewerton, would you conment a
little bit nmore on the nature of the evidence that it is an
I ndependent di sorder?

DR BREVWERTON: \Well, | know at the Medica
C.aversity of South Carolina, in the National Crinme Victins
Research and Treatnent Center dataset, which is in reference
to one of the studies nentionedi today.by Heidi Resnick,
which i's the National Women's Study, which included over
4,000 wonen randomy selected across the United States,
there have been detailed cluster analyses of the synptons
generated from this study, clearly again showing the links
bet ween PTSD and depression, but that they do, in fact,

separate out in terms of factor analyses as clustering
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:ogether and separately.

| know that there are a nunber of other studies
like that, that show its independence.

DR NORTH. There is considerable controversy
regarding the diagnosis of PTSD among clinicians, and |
chink part of the force responsible for that is the
romorbidities and confusi on anong di agnoses and the
>reexisting di sorders, but | nyself cone from epi dem ol ogy
>f disasters, and | can say that what we see after disasters
often appears very different from nmuch of what we see in
other populations, and that is because we can study PTSD in
a nore pure formafter disasters because in other
oopulations, PTSD is confounded with vulnerability to a
traumati ¢ event, whereas, disasters select popul ations
actual ly unselected for previous psychopathol ogy.

In this setting, | can say after interview ng very
nefly disaster survivors, that | have seen many people with
PTSD wi t hout any previous or coexisting conorbidity, and |
am-definitely a believer in PTé%kfron}ny own research
experience, and | beligjggthat PTSD | ooks different in
different popul ations, and that may be a source of the
di sbel i ef anong many clinicians, but in nmy experience as a
researcher and a clinician, it is apparent to me fromthe
data and from clinical experience that this is an inportant

di sorder. !
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DR KATZ: | have a related question. Everything

»r nost everything we have seen today, both in terns of the
.iterature, the previous literature that was discussed, and
:he data that we have had presented fromthis application
suggests that veterans, people whose particular traumatic
swwent Was war or conbat, don't seemto respond to treatnents
-hat perhaps others do respond to, raising the question as
:o0 Whether or not that is a fundamentally different thing,
shether that is a variant of PTSD, and it raises the sort of
generic question of does the event, does the specific
:raumatic event ‘have anything to do with w@iﬁ_we are calling
?TSD. | just wonder what people think

DR HAMER. That is an interesting question, and |
:hink it relates directly to what happened in the clinical
-rials here. There a nunber of events or characteristics
chat are clearly very confounded, at |east in the databases
~have - being a veteran, being nale, the type of traum,
he age of exposure to traumm, and the length of time since
-rauma and the duration of reported PTSD

W are focusiﬁ%? you are focusing at the nmonment on
he veteran versus non-veteran issue. Pfizer and the
reviewers tended to focus on the gender issue, but to sone
extent it could be any of them | mean it could be that if
we had the data to find a cohort of nmales who had been

sexual |y assaulted at roughly the same age as the wonen in
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our cohorts have, and it has been that duration of tine

since the assaults, we could find a simlar pattern in termns
of response to medication or we mght not, but given the
data that we have at hand, trying to separate out gender
effect, trauna effect, veteran, duration, age, and all that
sort of material seens to me to be fundamentally difficult.

DR TAM NGA: | am wondering if people who have
had experience with treating PTSD veterans versus non-
veterans, or conbat trauma, could speak to that.

Dr. Sout hwi ck.

DR. SOUTHW CK: | think it is a CSEPlicated I ssue.
One factor is in conbat, one is typically exposed to
nmultiple repetitive traunas that may last, go on for years
or a year or whatever, so that one of the nost inportant
questions | think is looking at the nature of the trauna
how repetitive it is, that sort of thing.

o It is also true that how you sanple, which
patients you select, | think is very inportant because if
the patients are sel ected from the VA now, 30 years later
as opposed to a communfgg&sanple, advertising for veterans
who may have some of these synptons, you may see a different
response because nost of the veterans who are coming to the
hospi tal now have very severe PTSD and have been com ng for
a long period of time, and have probably been in treatnent,

and that sort of thing. )
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So, | think sanpling is very inportant issue. |
amnot totally convinced that veterans do not respond to
medi cations. For exanple, 15 years ago, there were sone
studies done on veterans at outreach centers, and so forth,
and they had not been in treatment for as long a period of
time, and | think sone of those results were nore prom sing.

DR. BREVERTON: | definitely agree it's a nost
conplicated issue, and another factor that | wonder about is
the-issue of service-connected disability and what
percentage of the veterans had service-connected disability,
whi ch becomes a disincentive to inprovenent;‘_

DR HAMER  That is another confound. | would
actually be curious to ask Pfizer, since | haven't seen the
protocol, what kind of exclusion criteria there were for
either involvenent in sone sort of a legal process, that is,
'whether a | awsuit was ongoi ng, Or whether the subject was
L.#eiving or about to receive sone sort of disability
paynent that would be an incentive to continue to report

PTSD synpt ons.

DR TAWM Nea*-t would like to broaden that
question just a little bit to include the question of

whet her these veterans were, like Dr. Southw ck inplied,
recruited froma VA hospital or were they veterans recruited
generally from the community.

DR. FARFEL: The exclusion criteria for all four
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»f the trials, which include the veteran study, excluded
subjects who were currently in litigation, but did not
:xclude veterans or anyone who was currently receiving
lisability benefits related to their PTSD, only if it was in
-erms of |itigation.

DR HAMER: And, in fact, was there a higher rate
>f people receiving disability paynents for PTSD in the
reterans sanple as opposed to the community sanple?

DR FARFEL: That would be somewhat of a |ogica
sonclusion, but we did not actually collect the data.

| amsorry, could you repeat your guestion?

DR. TAMM NGA: Were did you recruit from did you
recruit fromthe hospital?

DR FARFEL: Primarily, as | understand it, the VA
nedical centers recruited fromtheir hospital patient base,
out they were permtted to advertise and, in sone cases,
c.€y did. In addition, several of the VA medical centers
vere al |l owed to enroll subjects who were not veterans that

. B
they found through their recruitnent,-so there are

approximately, if I am co¥rect, about 20 percent of subjects
who nmet that criteria.

DR WNOKUR: Wile we are on this tack, were
there differences in this study with respect to prior
treatment attenpts and also treatnment failures as conpared
to the other studies? ’
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DR FARFEL: From what we could determ ne, there

was no difference in the prior treatnments' success or
failure in Study 641 conpared to the two positive genera
popul ation trials, however, as noted in your briefing
docurment, we did not in the nost rigorous way collect the
prior treatment history data, so we backed into it |ooking
at using the data that we did collect regard the patient
self-report of psychiatric nedication or psychot herapy
admnistered within the past five years, and we used the
i ndi cations of PTSD, depression, sleep, and | believe
anxi ety to approxi mate those who m ght have peen treated for
synptons related to this disorder, so it was not the nost
rigorous collection of prior treatnment history.

DR BREVERTON In response to your question, Dr.
Katz, regarding the type of trauma and what m ght account
for the differences in the nales, in the veterans, there has
i~&n a nunber of studies that have shown that life threat is
a powerful predictor of PTSD and the degree of life threat,
and | think, by definition, coﬁ%ﬁt-related PTSD is probably
in general --certainly ?ggie are exceptions--but in general
a nore life-threatening situation and trauma than assault
even though they certainly can be life-threatening, but not
necessarily so. That is one possible explanation for the
findings that we hear today.

DR. TAMM NGA: Do we know anyt hing about whet her
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the dose of life threat is related to the severity of the

ilIness as related to the treatnment outcome?

DR. SOUTHWCK:  There are many studies that
clearly show that level of traumatic exposure is related to
devel opnent of PTSD synptons., so the nore conbat, the nore
life-threatening experiences, the nore likely one is to
devel op PTSD, and not just conbat, but other civilian
traumas, as well

DR TAWM NGA: |s that related to treatnent
response?

DR. SOUTHW CK: | am not sure. I_gssume that it
is related to treatnent response. | can't think of specific
studies, but that is ny inpression.

DR HAMER | also have a question for Dr.

Sout hwi ck.  One fundanental difference between conbat and
civilian assault or rape is that in conbat, you are part of
a-cohort which is being assaulted sonewhat inpersonally. By
and large there is not a specific individual out there
trying specifically to hurt youf}mhile an individua

assaul ts or rape, therd B

Do you think that relates, do you have any data to
think that relates in any way to the potential difference in
efficacy that we have seen in these trials?

DR, SQUTHW CK: | don't know data specifically to

answer your question. | think that one of the variables
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;hat is felt to be very inportant with regard to stress
lisorders i S how uncontrollable the stress is, and conbat is
1ighly uncontrol | abl e. If you are sitting in a foxhole,

rou cannot control whether the nortar around is going to hit
rou Or not.

So, there is a huge literature on the effects of
mmcontrollable stress on | ater devel opnment of synptons, and
t think conbat is the perfect exanple of stress that you
sannot 1N any way control or have very little control over
it, at least at tinmes.

DR COX: | would just like to pSEPt out that
Erom the data that we are looking at in terms of efficacy
:oday, nost of it that is positive seems to not be the
conbat related,' and a very large group seens to be post-
child and sexual abuse.

This may be something different, so | have no
ye€stion about the existence of PTSD, but having seen lots
>f victims of child physical and sexual abuse at the tine,

B : .
it---is remarkabl e that there is quite.a bit of di sconnect
.

bet ween the Iiterature;j
What | see are--again, nhot knowi ng which factor is

whi ch and perhaps from a skewed perspective--it seens |ike

there may be a relationship between onset and |ater

treat ment.

Now, this is worth' pursuing because many tines
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people woul d assunme, well, if the onset is early, it may be

lharder to treat. It is actually possible that the assault
during a different time, the nervous system may have a

di fferent consequence that nmay have a relationship to this
treatment, and not to the other.

In terns of the specific question in terns of the

data, | amnot sure that we have evidence that postcombat-
related PTSD responds to Zoloft. It may respond better to
something else. | don't know that we could say that yes or

no, but | raise the question,

DR BREWERTON. Al ong those sane Eﬂ?es' | thought
that the data were interesting that showed that the men who
were physically or sexually abused as children did respond

to sertraline versus the men who had non-chil dhood sexual or

physi cal abuse. So, | think it supports the notion that the

type of trauma is inportant in response and perhaps nore
iwgortant than gender.

DR. TAWMM NGA: You are suggesting that the gender
effect may be an epiphenonenoﬁeagout,the type of traunma.

DR BREWERTOﬁQ;“That's right. You know, they are

enbedded within each other. Cearly, the nmales have nuch

nmore conbat related, and the females have much nore civilian

rel at ed.
DR TAWM NGA: Dr. Tenple.
DR TEMPLE: It just seens worth nentioning, as
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Pfizer pointed out, that that is a tiny nunber of patients,

1 think maybe eight in the treated group.

DR. TAWM NGA: It is a good point renenbering what
Dr. Smith cautioned us about.

In addition to the nore general discussion of PTSD
and its status as an independent entity, the FDA also woul d
like us to comrent about the specific study of PTSD, the
kinds of protocols, the duration of studies, the need for
long-term studies, the appropriateness of the outcone
neasur es.

| would invite sone conment on those practi cal
issues now. Dr. Southw ck.

DR SQUTHWCK: Wth regard to duration of
treatment, | think there is nmounting evidence that the
trials need to be perhaps sonmewhat |onger than in other

conditions or some other conditions anyway, and | would

tzdnk a mnimum of ei ght weeks and nore, as we saw in the

sertraline, 12 weeks, there was a difference in their other
. . B .

jphar macol ogi ¢ studi es that seem to have shown simlar

results, that the effects™nmay take a while to be seen

DR TAMM NGA: Dr. Brewerton.

DR BREVEERTON: | would very nuch like to second
t hat . | know fromthe Yale group, there was a study by
‘Goodrman and Price, | believe, about OCD and fl uoxetine, and

if you followed out the patients to 16 and nmaybe even 20
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reeks, | think, you have gotten a significant amunt of

-esponders out at that end, whereas, if you just cut it off
it 8 or 12 weeks, you don't get as much of a response, and
.t may very well be true with this anxiety disorder, as
vell. Wen you have got patients being ill for 12, 18
Tears, it may be unreasonable to expect themto inprove in
such a short tine.

DR TAMM NGA: Surely, if PTSD is a chronic
condition, one would ask the question whether the acute
symptom response to drug treatnment predicts long-term
response. One would want to have sone information about
-hat. The treating physician would want-to have sone
i nformation about that.

DR NORTH. Along those lines, it would be
Inportant to have data on acute PTSD as opposed to chronic
PTSD as defined as DSM V.

4 DR. TAMM NGA:  You m ght suggest how one woul d get
those data. They may only cone fromthe kind of PTSD
popul ations that you run into.‘.jﬁWUld-that be true?

DR NORTH: %ﬁg%n’t have the exact statistics on
what percent of people showng up for treatment show up
shortly after a trauma, but the data seemto indicate that a
consi derable majority of people have onset of synptons
acutely after trauma, but that mght be one way of obtaining

subj ects short of going to a' disaster and doing a study
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here.

DR, W NOKUR: In this study, as | recall the data,
.t was, of course, a dose titration study, and the dose
jradually crept up, as would be expected, to about 150 ng in
111 four studies, and also it was at 12 weeks that some of
he neasures started to be clearly different, so it does
-aise the possibility that perhaps a higher dose for a
.onger period of time may have brought out even nore clearly
some di fferences that were apparent at 12 weeks, but clearly

1ight have been nore evident with a nore continued period of
:reatment. e

DR TEMPLE: Actually, | was curious about the
itration design. Here is a condition that seems to
aictually respond very |late and people are titrating every
couple of weeks in terms of response. It doesn't meke a
whol e |1 ot of sense.

- | would be curious as to why that design was
chosen. If it was chosen to avoid adverse effect, that
woul d make some sense, but ordiﬁgrily.l think you woul d
| earn nore from a randggi ation to fixed doses even if you
inched your way up to those doses, and you didn't really get
any of that kind of infornmation here.

Now, of course, Yyou could analyze this to see if
there is a dose/response hidden in there, but | would be

curious about that. !
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DR. HAMER. Actually, | think it is unfortunate

that there were no fixed dose studi es done as part of the
set, because it nakes it really utterly inpossible to
discern in any decent way a dose/response effect.

Gven a particular side effect profile, it is nore
than possible that the people in whomthere is a |ack of
efficacy could be the ones who get inched up to the higher
dose, so you wind up showing an inverse dose/response effect
if you analyze these data naively.

So, | would have a hard tinme |eaving dose/response
out of any set of purely flexible dose t;iaifnunfortunately.

DR. TEMPLE: You would say then that we should be
advising people to utilize fixed dose designs in this
situation as we do in nost others, of course, frequently
I gnor ed?

DR HAMER  Yes, | was really surprised that there
w.« nNot one flexible dose and one fixed dose study in terns
of the set we were really asked to exam ne, because it is
true , in alnmost all of the othéfﬁthings you do, Yyou strongly
advi se people to do boggﬁ%ypes of studies, and there is a
good reason for that, so that you get a handle on dose and
dose/response, and this makes it nore difficult.

DR TAMMNGA: In the current clinical research
climate, one would have to recognize there is sonme skew

agai nst doi ng dose/response studies and going to doses that
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are nost efficacious for nost people to be conpared with
pl acebo. | was just trying to state the other point of
Vi ew.

Dr. Dom nguez.

DR. DOM NGUEZ: | would like to nake two points.
Again, | was also surprised at the absence of fixed dose
studies. | think that the excuse that previous applications

for other indications have not found a relationship between
dose and response is a very weak excuse not to do it.

So, even though previous applications have not
shown that, that does not justify not havi ng, that
i nformation avail abl e.

One nore comrent regarding the duration of
treatnent or the duration of the acute phase of a study. |
personally believe that 12 weeks nay be the optimal, and |

disagree with you. Having considerable experience in the

t.eatment of OCD, the vast najority of patients, if you

treat them aggressively wth pharmacotherapy, wll respond
wel | within 12 weeks of treatmenf. You only get the
outliers at week 8, wedi®0 or week 12.

You have to bal ance that against the human
subj ects issue, the continued exposure of the individual to
pl acebo for an extended period of tine. So, | personally
believe that a 12-week trial, and when | received the

information initially, was optimal in duration
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DR TAM NGA: Dr. Tenple

DR TEMPLE: Just an observation. | am sure any
sponsor that is interested in pursuing this sort of claim
will note that one of the two favorable studies would have
been nmuch | ess persuasive if it had stopped prior to 12
weeks. That is an inportant lesson | think people will pick
up very quickly.

DR TAMM NGA: Wuld any of the PTSD experts |ike
to comment on the dose/response question?

DR BREWERTON:. | would tend to agree with the
sentinent about 'having fixed dose studies. .J~ think that are
sone, even though not with Zoloft, there are precedents wth
ot her SsRIs, notably OCD tending to respond at higher doses
in depression, and bulima nervosa, as well, tending to
respond at higher doses than normal antidepressant doses.

DR. TAM NGA: Dr. Haner.

” DR HAMER: | want to get back'slightly to the
i ssue earlier of gender difference, type of conbat
difference, and so forth. - E

Ve haven't sést*themin our handouts, but you did
Phase | trials prior to this, and furthernore, did you
collect blood levels during the Phase Il trials? Ws there
any sort of a difference in pharmacol ogy, pharnmacokinetics,
phar macodynam cs between nmen and wonen, and were there

different dose blood |evel curves which mght explain a
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piece of whatever gender differences we see here?

DR RYAN W did not collect plasma sanples
«during our Phase Il clinical program wth sertraline,
however, if ny menory serves me correct, for the panic
di sorder program in a random zed fixed dose design, patients
random zed to 50, 100, and 200 ng at steady state, when
trough levels were taken, and when we evaluated the |evels
in males versus females, there were no significant
di fferences in those concentrations.

DR HAMER  What about the Phase |, even though we
are going back a while, pharnmacokinetics aqgh.
phar macodynam cs data, does anyone renenber those?

DR RYAN. Dr. Alderman, could you cone forward
and speak to that, please.

DR. TAMM NGA: Could you identify yourself,
pl ease, and your relationship to Zoloft.

-~ DR. ALDERVMAN: My nanme is Jeff Al derman. [ am

with dinical Pharmacology in Pfizer

Ve did have one phasé % study that |ooked at
differences in gender gg%%age as it happened. If | could
have Slide No. 6, please.

[Slide.]

These are results from 11 subjects in each group
young and el derly, as you see, the young being 18 to 45,

elderly 65 and over. In each case, nale and female, equa
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nunbers were | ooked at. |f you | ook across the

pharmacokinetic paraneters, you can see sone differences,
but if youlook only for statistically significant ones, the
young mal es were sonmewhat |ess than any of the other groups.
‘There were no gender-specific differences.

DR. TAW NGA: Could you tell us what young and
el derly are in terns of years?

DR ALDERVAN. 18 to 45 for young, and 65 and
ol der for elderly. Al of these, by the way, | don't think
| mentioned, this was the top dose of sertraline 200 ng per
day for nore thaﬁ two weeks. e

DR. TAM NGA: And these Phase | data are

simlarly manifest in your other studies with sertraline,

your depression studies or whatever?

DR ALDERMAN: These levels are consistent, yes

DR HAMER. So, to interpret this correctly, you

| ..#e an area in the young, you have an area under the curve

that is 50 percent higher in the females, and you have a
half-life that 1ooks like it’s about.50 percent |onger.

DR. ALDERNﬁNﬁfafn this particular group of 11
each, yes.

DR HAMER  Wiich, with a little bit of
interpretation, would mean that there is sort of far nore
sertraline hanging around in the blood of the females than

the nal es. '
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DR ALDERMAN:  There is the difference that you

poi nted out.

DR TAM NGA:  Dr. Wnokur.

DR WNOKUR | was interested in any infornation
fromthe depression clinical trials with Zoloft internms of
even hints of gender differences in terns of either
magni tude of response or rate of response or different
doses, anything that we can kind of think about in
considering this issue here.

DR RYAN.  Yes. For the other three currently
approved indications for Zoloft, depressile obsessi ve
cbnpulsive di sorder, and panic disorder, there was no hint
of this sort of gender by treatnment interaction in any of
those pivotal studies which supported those indications.

DR TAM NGA:  Has the conpany done any dose
anal ysis of the PTSD effect?

o DR. GAFFNEY: Are you asking whether we attenpted
o do a dose/response wWthin these four studies?
DR TAW NG Yes. %

DR. GAFFNEY:%§%%, we did not do that for the
reasons that were pointed out, that it is very difficult to
yet a dose/response effect when you are doing a titration
study such as this.

DR. TAMWM NGA:  Thank you.

Dr. Lacey. ’
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DR LACEY: Part of the inclusion criteria

squired young wormen to be on contraceptives or practicing
sme formof birth control. In raising the question about
he pharmacol ogi cal kind of differences and seeing the
ender differences, | amcurious as to whether or not--well,
hen | looked at the medication |ist, contraceptives were
ot listed either place as an included or excluded
edication, SO | am just curious as to whether any |ook was
ade at those types of nedications in terms of effect?

DR FARFEL: Oral contraceptives were permtted,
nd, no, we have not |ooked at any anal ysi s& subjects who
ere Of were not on oral contraceptives.

DR WNOKUR. | wanted to ask Dr. Farfel, since,
is we tal ked about before, the doses did creep up in all
i:our of the studies pretty nuch to the sane |evel, and |
-hink that is acceptabl e, do you have a sense or | am not
.~re What kind of instructions the clinical investigators
1ad in terns of was dose increase, especially later,
>rimarily driven by |ack of orJT;adequate response, or do

L
you have any other sense

bout why dose was continual ly.
apward titrated to the end of the study?

DR FARFEL: No, | do not have a specific sense of
uhy the dose continued to be noved upward. They were only

instructed, the investigators, toO titrate in ternms of

considering both efficacy and tolerability.
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DR TAMM NGA: One of the questions that the FDA

sked us to consider is the kind of trial designs that m ght
e optimal to use to suggest long-term efficacy and whet her
r not those trial designs should be required before

pproval or whether we need those data eventually, but not

t the time of approval, and what kind of trial designs

i ght be optimal.

Any comments on those kinds of questions fromthe
omm ttee?

DR. DOM NGQUEZ: Just briefly, | think that any
ype of crossover trial carries Wth it so much baggage,
hat | was even surprised to see it as a question in this
.ight as a possibility for a chronic disorder.

| cannot think of any sort of crossover design
:hat woul d be convi nci ng.

DR SOUTHWICK: | think one of the other problens
..eh a crossover design in PTSD is that the synptons do wax
ind wane, for exanple, people talk about anniversary
reactions where their symptoms{£¥e worse at a particul ar
-ime of year, and it wéiﬁ% be really inpossible to factor
chat out.

DR TEMPLE: | guess that was a reference to the

initial study being crossover design, and certainly what

everybody Sai d nrakes sense. A rTa| nt enance tr| aI | n V\h| Ch

there is a withdrawal is, technically speaking, a crossover
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esign although it is not a random zed order crossover, and

hose are commonly used now to show there are persistent

ffects in depression, and we eventually see those for nost

rugs.

Actually, Pfizer does have a trial of that design
lere. | guess the question is how do you feel about those,
nd we are still interested in whether you think that is so

mportant it ought to be done prior to approval, which is
ot the normal standard in this country although it is in
lurope actual ly.

DR HAMER  First of all, | want to say how much |
ippreciate seeing a physician argue el oquently against the
rse of crossovers, because they do carry with them so nuch
statistical and nethodol ogi cal baggage that it is really
jifficult to figure out just what your generalizing to and
1ow you are generalizing.

o In terms of Dr. Tenple's conmments, the kinds of

sustained efficacy/relapse prevention trials that we get

with these re-randonizations, endy are not crossovers in the
sanme sense, because we*ﬁ?% really restricting the
generalizations we make to the population in sone sense that
we are using, and so there really is nuch less difficulty in
those in making those generalizations.

DR W NOKUR: | think longer term studies for the

treatnent of PTSD will be inportant eventually certainly in
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light of the chronicity of the illness, but | think in
fFai rness, the same points and issues apply to so many of the
disorders that we treat, and such |longer termstudies for us
and our colleagues clinically have been very inportant in
establishing gui delines for once treatnent and rem ssion of
symptoms has been established, how to best manage patients
in the longer term but | think it was pointed out very
nicely in the introduction, | think by Dr. Marmar, that
there have been so few studies even [ ooking at acute
treatment under controlled conditions, that for this
disorder, this seens |ike a very key point EEuGStabliSh
before going on to | onger and nore conpl ex designs.
DR TAMMNGA: | think the commttee may be ready
to nove on to the specific questions of sertraline in PTSD
We have had several quite specific parts of this
question addressed to us by Dr. Smith. | could just
. smarize a couple of those, that we have two out of three
studies in the general population that show an effect, but
one. that doesn't show an effecEE}and,we coul d have sone
di scussi on of that, Soﬁggédditional di scussion, although we
have had a | ot about the gender by treatnent interaction
and then just a carrying on of our nore general discussion.
Dr. Cook.
DR COX: As far as the general question we

didn't address, there is one:that | thought was very
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I mportant, particularly based on the data today, is the
question of is PTSD found in pediatric popul ati ons and
shoul d sponsors of drug products be encouraged to study this
disorder in pediatric patients.

| think we have already made those coments, but |
wanted to have that fully discussed, because in a sense,
nore than 40 percent of the population is being treated as
adults, when they shoul d have been treated as children or
were treated as children, but wthout this.

DR TAMM NGA: So, the commttee certainly
supports early and aggressive studi es of PTEE_treatment in
children. Yes, Dr. Dom nguez.

DR. DOMINGUEZ: | know that the Agency can do just
so nuch in the encouragenent of devel opment of a product or
an agent for a specific indication, but as | was reading the
materials that were provided prior to the nmeeting, | thought
t »myself wouldn't it be nice to have been able to dissect
t he pharmacol ogic effect of the drug in the context of a
study which woul d include at somd wel | - est abl i shed
psychosoci al interventfgg&to run concurrently with either
medi cation or placebo.

| think this is particular germane to a disorder
with so much conorbidity and where psychosoci al
I nterventions have been shown, in ny opinion, to have a nore

robust response than the pharnmacol ogi c response that | am
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itnessing from this application

DR. TAMM NGA: There may be sone psychosoci a
reatment buried in the design of the trial. I n ot her
ords, if you have a newy diagnosed PTSD person that hasn't
one through the |ist of synmptomresponse, talked to
onebody extensively about their trauma, it seens that just
he conduct of the study itself wll include sone
sychosocial treatnent.

Dr. Sout hw ck.

DR SOUTHWCK: | think this is a very inportant
ssue. It has to deal with recruitnment and how subjects are
-ecruited, are they recruited froma clinic where a person
.8 accustoned to the idea of PTSD, are they recruited by
advertising, soneone who has never been in treatment, and as
rou sai d, part of the response--and we saw sone pretty big

>lacebo responses-- My be education

- The person becones educated, perhaps they have

| ever been in a relationship with a therapist who is really
ittending to t hem and,in sonei“Zys you could see the
repetitive asking of é&éé i ons about PTSD as a form of
axposure.

So, it seens to ne it is inportant to really
inderstand how recruitnent is done and exactly who the
catients are, and how closely the patients that are being

studied will match the patients that you are actually going
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0O treat.

DR DOM NGUEZ: Let ne also add that that is ny
eeling, that the sociodenmographic profile of the popul ation
hat was studied, it does not appear to be representative of
he individuals with PTSD. It is representative of those
ndi viduals who will sign an infornmed consent for a double-
1lind trial.

In general, outreach nust take place in order to
nclude a nore mxed racial population, a nore m xed
inority popul ation, and yet let ne just personalize this
‘or a second. -

It is quite different to have gone through
lurricane Andrew in Mam in 1992, and have your roof blown
»££, knowi ng that you have insurance, knowi ng that they are
joing to put you up, knowi ng that you have a nother who has
» hone, that you can stay there for a while, versus various
._2kets of the population in South Florida which did not
1ave the social support system did not have these
recourses, and you nay i ndeed géé a differential response to
>harmacotherapy when y%ﬁﬁ%actor in those social denographic
rariables.

Again, it is an issue of average. It is an issue

>f getting out there and expending nore effort to try to
recruit those populations into studies that nmany of these

oopulations 'are very wary to:participate in for various
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=asons, but they are absolutely necessary and certain
post marketing, they are necessary.
DR TAMM NGA: Dr. Lacey.
DR LACEY: | would like to |I guess follow up on

r. Dom nguez's comment there about the recruitnent of

opul ations. Race, as we heard, is mandated as a
onsideration in these studies, but at the sane tine, as we
aw the analysis of the data, the nunber ended up being so
mal | that we got no nmeaningful differences there,
ieaningful findings there.

As we di scussed posttraumatic ?trEE? di sorder, we
.alk about sort of |like the conbative disorders in nmales, on

.he one hand, as has been pointed out here, and the sexual
\ssault, on the other, and we also talked about disaster
-hings, yet, We know within this society,. for all of this
sentury at | east, there is a type of violence that is
. «petrated and has been perpetrated and continues to be
:hat causes sone of the sanme kinds of things, and they end
1p showing up in peopl e of variohs racial makeup other tNan
:he white najority. A
So, | am once again just saying that as we recruit
for persons in studies, | think those kind of considerations
need to go into the formua. Qherwise, we end up with a

definition that says we have sonething that works, but we

haven't studied it in various parts of our population, yet,
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hen those persons with that definition come in, they may
ot respond at all to what is going on.

Sso, | would want to follow that as nuch as
ossi bl e.

DR TAMM NGA:  Thanks, Dr. Lacey.

Dr. Haner.

DR HAMER. | also what to enphasize that for
iological reasons, that is, we know that there are
onetimes vast ethnic and racial difference in
letabolization and processing by the cytochrone p450
soenzyme systens, and it is entirely possiB&P t hat
lifferent doses may be required in different subgroups, and
.t is inportant that we know that

DR. TAMM NGA: Any ideas or opinions about Study
;82?2 That was the study in the general popul ation which
showed no difference between placebo and drug. Any comments
cout it? Dr. Brewerton.

DR. BREWERTON: One of the things that | noticed

vas that it had a |lower rate offgssault in terns of the

R

sercentages. The other-two were 62, 63 percent physi cal
sexual assault, whereas, this one | think was 54 percent, so
I amnot sure how significant that difference is, but that
Is one thing that junped out at ne.

Again, it gets back to the issue of type of trauma

and the role that that plays:
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DR. TAMMNGA: Dr. Smth, we are not giving you

very much help on this one.

Dr. Hanmer.

DR HAMER. Well, as a statistician, then, | will
give Dr. Smith some help. You know, things happen.

[ Laughter. ]

‘DR. TAMM NGA: W need nore than that

DR HAMER No but it is true, sonetinmes clinical
trialsfail. Sonetines placebo groups respond, sonetines

drug groups especially in psychiatry trials tend to fail to

wespond.  You know, a failed clinical trial.z_s not

l particularly unusual, and not particularly really

disconcerting.
You know, if we saw a pattern of eight clinical
trials of which only two were successful and six failed,

that woul d be very different, but | don't have any--1 know

tlat that is not real help, but, you know, probability is

isuch that sometimes these things happen.

DR TAMM NGA. Dr. KatZ. .

DR KATZ: I';%t want point out, just sort of
maybe enl arge the context, Wwe have asked the question about
‘how do we reconcile 682 with the other two positive studies,
but the reality is there are two negative studies out of
four, and we have sort of assuned--1 am sure we wll have

nmore di scussion about this later--that that is because it is
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different population, it is not the general population,

ut, you know, that is an explanation after the fact even
‘hough it seens sort of fairly obvious, but reality is just
.ooking at the results, two out of four are positive, two
sut of four are not, so it is not really two out of three.

DR. HAMER: | didn't say it was two out of three.
> just concentrated on the one in the general popul ation if
‘or no other reason than in some psychol ogi cal sense, we
1ave sort of pushed the other one off the books.

DR KATZ: Right. | just sort of. want to put it
>ack on the page. —

DR WNOKUR. But for a perspective with the two
sut of four, what we have clearly heard is there appears to
>e a significant gender effect, or at least that is
connected to sonmething else that we need to try to
understand better, and there is something very strikingly
sZ.f¢ferent about the veteran popul ati on study.

So, at least on the face of it, the gender effect
is.as robust as the data we hajg% we . have reason to focus
primarily on the three stidi es that woul d have nore of a
chance of being evaluable in terns of a response.

DR SMTH. If | mght follow up to Dr. Haner's
comrent that things also don't happen, as well, so what our

concern is, is that could the trend be in the other

direction in which we have two unusual results in 640 and
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71, as a regul atory agency, we want to protect the public

rom sonmet hing that doesn't work.

DR. HAMER.  Although, of course, since we attenpt
o rig statistics so that we don't say sonething happened
nless there is a whole lot of evidence that it did, to some
xtent there is a difference in weight between two things
hat happened and two things that didn't happen or failed to
rove that they happened.

DR. TAMM NGA: W have already said a | ot about

he gender issues. I's there anything nore that we have to
omrent on about the gender issue? | an1suL£; Yes, Dr.
ieller.

DR. GELLER This actually is a question for the
'DA.  Are there any rules about the ratio of positive to
legative studies that are desirable at approval tinme?

DR LAUGHREN: There are no strict rules about
.—at. One thing that we like to see for‘an indication that
.s nore mature in sonme sense than this is, froma regulatory
standpoint, we like to see an active control armin a trial
-0 help us in interpre€§%§ it, so that if an active standard
irug, Which is believed to work, also fails, we are nore
inclined to discount that study.

That obviously is not a strategy that you can use
sarly on in the devel opnent of a new indication, but there

are no strict rules about what the ratio has to be.
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DR TAMWM NGA: Dr. GCeller.

DR GELLER  Wat in the experience would be a
esirable ratio?

DR LAUGHREN. Are you asking what is the worst
rase?

DR CGELLER O the best case.

DR LAUGHREN. | really can't give a nunber. It

.s always a judgnent based on the entire set of evidence
yrovided. You can | ook at individual studies, even those in
/hich you don't have an active standard to rely on, as is
>eing done here with the veteran study, to try and explain
shy that study might have failed. But there isn't any
>recise nunber that one can rely on. It is always a
judgment based on the entire set of evidence.

DR. TAMM NGA: The phrase | recall is a
>reponderance of evi dence?

- DR LAUGHREN. Yes, it's an art nore than a
scilence.

DR TAWI NGA Dr. Brewerton.

DR. BREWERTOﬁjagAlong those sanme lines, are there
any guidelines in terms of sanple sizes or sheer nunbers in
the studies, however many they are?

DR KATZ: No, not in terns of determ ning
effectiveness in any event, that we often say that the

trials need to be as big as they need to be, and it is going
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o depend on the variability, of course, it is going to
epend on the treatnent effect, the population, the placebo,
ou know, presuned placebo response.

It is hard to say. Certainly, there are
ondi tions where we have considered studies positive or
pproved drugs on the basis of fairly small studies, but in
hich the treatnent has been shown to be statistically
iignificantly different fromthe control.

O course, the smaller the studies, the nore
.ikelihood that there is sone bias creeping in or that there
.s sone inbal ance in inportant characteristiif that you
lon‘t really know how to test for, you don't even know what
-hey are necessarily.

So, we like to see larger studies, but there is no
specific requirement for nunbers. The standard in law for
letermining effectiveness is substantial evidence of
: “dectiveness, which is ordinarily considered to be at |east
-wo trials.

| amnot even sure the®standard js preponder ance.
It is just that the prééﬁ%ption is if two adequate and well-
designed trials give you statistical significance, that is
pretty unlikely by chance that the drugs actually don"t
work. So, how many studies out of how nany? At least two
ordinarily.

DR TAMM NGA: Sertraline is a little different
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rom sone of the other drugs that come before the FDA that
ave broad safety database and other indications avail able,
hich we didn't see, but which we can understand is solid
nd reasonabl e.

Dr. Celler

DR CGELLER. This bears on the question that you
ad raised, that actually | was indirectly addressing in
erms of gender. Are there precedents in a case like this
or recomrendi ng approval just for one gender or the other?

DR KATZ: Apparently, there are cases in which a
pecific indication has. been approved for ong sex, but we
ave no personal experience in the Division as far as | know
rith that, and in those cases, | think it is usually because
mnly one sex has been studied. This is a different
jituation.

DR, LAUGHREN. If | can just add a comment on

3

at, it is alittle bit problematic in ny view from a
regul atory standpoint to entertain approving a cl ai mon what
would essentially be a subgrouﬁggnalysis if we were to focus
>nly on the wonen even*é%&ugh it is obvious after you see
-he overall effect, and you go back and subgroups, it
appears that the effect is comng largely from wonen.

There are ways of handling that in labeling. This
is the situation we faced before. V& have a drug Luvox,

which is now approved for use in children with OCD based on
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study which stratified on the basis of age, children and
dolescents. The study was positive overall, but again if
-ou go back and | ook at the subgroups, it appears that the
ffect is comng virtually entirely fromthe children in
‘hat sanpl e even though it is not a power question. There
rere nore adol escents in that trial

W ended up approving that claim but went on in
he clinical trial section to describe where the effects
ippeared t0o be coming from but nore descriptively, but
tgain, the question is whether the Agency wants to approve a
rery specific indication that is based,.on %JEPbgroup
anal ysi s.

DR TAWM NGA: But | woul d wonder whether the
-ommittee woul d even want to recommend that. | was sonewhat
impressed listening to the data presentation, the efficacy
data presentation this nmorning, that, in fact, there were
e subgroups, there were subgroups within the nale
oopulation that responded significantly, the males with a
hi story of drug abuse, althougﬁg?hey.are very small and it's
an early analysis andﬁgigﬁoratory'and all that.

In nmy opinion, it would be a bit rash to say that
the drug is only active in wonen, even though the

preponderance of its effect, it seens to be nobst active

t here.

DR. KATZ: W are actually very interested in the
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committee’s view on this question, because we are always
:oncerned about what is the label going to | ook |ike, what
.s the actual indication going to be. It is a critical
ruestion for us.

Just to sort of close the loop, there is no
>rohibition against indicating a drug for one sex or
another, or one subgroup or another. It is just that
sarticular subgroup, it would be very unusual to do that.

DR TAW NGA:  Dr. Haner.

DR HAMER  However, | think | would personally
nave sone difficulty with concluding reallgﬂ&Pat this drug
vas only effective in wonen, sinmply because of the fact that
gender was so confounded with so nmany other things that it
night be connected to, and it would be--you know, | would
strongly urge the sponsor to do some clinical trials to
attenpt to address those issues.

» | would like to see clinical trials of males wth
chi | dhood sexual abuse. | would like to see clinical
trials, powered appropriately,<§% females with and without

3
-

hi stories of drug abusd,’

~and so on, and so forth, to attenpt
to get a handle on what may be driving this in addition to,
or instead of, sex itself.

DR TAM NGA: Dr. Katz.

DR KATZ: Again, | would be very interested to

know what the commttee thinks about whether or not there is
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any hint of anything going on in men and what the basis for
granting a global claim if the conmmttee decides to
recommend that the drug ought to be approved, | would be
interested to know what the evidence would be that it should
be indicated for everybody, and beyond that, as we have
heard, there are other studies ongoing, and the question
put to you is whether or not you think it would be necessary
to have one or another of those studies in hand before you
recénnend approval, so maybe they will shed light on the
mal e/ femal e question

DR TaAaMMINGA: Dr. Geller. -

DR CELLER  This goes back to what Dr. Cook was
saying before about the inportance of child studies.
Anot her reason is you can study nales before the onset of
drug abuse, take out some of the confounds.

DR. LAUGHREN: Can | raise a question that has
c.fie Up at several points during our discussion. M
Inpression is'that the sponsor has data from a rel apse '
prevention trial, and we have ﬁ%% seen those data yet, and
ordinarily, we wouldn'%ﬁggve those discussed at this neeting
if we hadn’t had a chance to candle themin sone sense, but
ramwondering if it would be useful to take a peek at those
data from the standpoint of this gender issue.

| mean, for exanple, if there were another source

of evidence, even if it was in a relapse prevention context
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hat addressed possibly efficacy in nmen versus wonen. Maybe
hat woul d be hel pful to the commttee.

DR TAMM NGA: The commttee woul d be interested
.n seeing whatever we were allowed to see.

[ Laughter .|

DR LAUGHREN. Well, | think it is in sort of an
»xploratory nature, you know, given that we haven't had a
hance to candle it, but it nmay shed sone light on this
>urning questi on about nen versus womnen.

DR TAMM NGA: Dr. Katz.

DR KATZ: | just want to nake a caveat about
:hat, which is that, as Tom pointed out, we haven't | ooked
at it, and the question that | aminterested in is whether
>x not, if we do see some prelimnary discussion of it here,
vhether or not it would be critical, whether or not the
commttee thinks it would be critical for us to look at that
..sely and establish that there is or is not an effect on
mal es, let's say, fromthat study before we take an action.

I n other words, we née§ to. know whether or not you
think that data woul d gfgéritical for an action or for a
specific indication.

DR TAWM NGA: So, the conpany should understand
when it shows it‘to us that we could recommend that you be
given the data and take a careful look at it.

DR KATZ: Right, and that anything you recomend
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bout ultimate action on the application, whether it should
e approved at all or whether or not it should be approved
or a specific subgroup woul d depend upon what we think of
he data when we actually look at it closely. Is that
| ear ?

DR TAMM NGA:  Under those conditions, would the
onpany |ike to present any additional data?

DR RYAN. Dr. Farfel wll present a very brief
werview Of these additional studies.

[Slide. 1

DR FARFEL: Pfizer conducted t;_woiong-term
xtensiontrials. They were extension studies of two of the
‘our doubl e-blind, placebo-controlled 12-week trials. The
nitial studies that fed into the long-termstudies were
sjtudies 671 and 682, and | will remnd you that Study 671
showed a treatment effect in favor of sertraline while Study
;22 did not.

Subj ects who conpleted Study 671 or 682,
regardl ess of treatment group ofﬁﬁesponse data', were
antitled to enroll in §E§%xtension study 672, which was a
six-month open |abel study with open |abel treatment of
sertraline in a flexible dose fornat.

At the end of the six nonths in Study 672,
subjects 'who net response criteria,which | will elaborate

in a mnute, were allowed to'enroll in the rel apse
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revention study 703, in which subjects were re-random zed
o either sertraline or placebo.
[Slide.]

It is inportant to note that in these two feeder
tudies, 671 and 682, there were 380 random zed subjects and
75 conpleted, so were eligible to enter open |abe
reatnent. O the 275 conpleted, 252 entered the open |abe
rial. 155 conpleted the six nonths of open |abe
reatment, and of those 155 conpleters, 139 net the
-esponder criteria, SO were eligible to enroll in the re-.
-andomization trial. e

O the 139 who enrolled in the re-random zation
:rial, 96 actually chose to enroll in the re-random zation
:rial, and so 50 were random zed to placebo and 46 were
random zed to sertraline.

[Slide. 1

P Just to restate, the eligibility criteria for

antering the six-nonth open | abel trial was sinply
sompletion of one of the doublé-Blind feeder studies. INe
21igibility criteria f%ig%ntering the re-random zation
study, the additional six nmonths, was to neet responder
criteria for two consecutive visits, the subject's last two
consecutive visits, and this is where the responder
criteria, as we discussed earlier, were devel oped, a 30

percent decrease in the caps-2 total severity score fromthe
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ssubject's initial baseline from the double-blind studies,

firomthe first visit that they came to this investigator
In addition, the subject had to have a CA

inprovenent score'of 1 or 2 at both of the final visits.
[Slide.]

This slide shows the nean daily dose by selected

fvisit week, it was a long trial, in Study 672 for the safety

anal yzabl e subjects. Again, we start wth 252 subjects and
end with 158 subjects.

Because subjects comng into the open |abel tria
were either on sertraline or placebo, all szfjects began
again at 25 ng per day at week 1, and then were flexibly
itrated between 50 and 200 ng, and the nmean dose at week 14
vas 138 ng, which is consistent, which was also seen as the
nean dose in the 12-week studi es.

[Slide.]

& This slide shows the nean change on the CAPS tota
severity score during the six-nonth open label trial, and
this point here, about 74, repfégents.the mean on the CAPS
for these same subjecfﬁﬁaﬁen they entered the initial
doubl e-blind, 12-week study, Study 671 and 682.

so at the beginning of the 12-week trial, they
had CAP scores of about 74. After 12 weeks of treatnent,
and this is the placebo and sertraline groups |I believe, O

just sertraline--1 am sorry, -we Wil clarify that in a
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inute--they had a nean CAPS of about 45, and then this was

heir inprovenent over the six nonths of open |abe
r eat ment . This is the observed cases, and then this is the
OCF at endpoi nt.

[Slide.]

The readings on the Davidson Scale and the CA
nprovenent Scale followed the sane pattern

In Study 703, Wwhich was the re-random zation
study, the doubl e-blinded continuation trial, the primary
:fficacy paraneters were the tine to relapse, so that the
taplan-Meier estimates of the tine to rel gPSg, and then the
>roportion of subjects who actually net relapse criteria.

Rel apse criteria had to be nmet for the last two
sonsecutive visits in order to be called a rel apse patient,
and then the other primary endpoint was a conbi nati on of
subjects who net relapse criteria, as well as discontinuing
-4 to insufficient clinical response, which is the ICR
abbrevi ation, because sonme subjects, when suspecting they
were on pl acebo and begi nni ng £5°relapse, My have chosen to
exit the study after o;;§§eek of meeting relapse criteria or
one visit rather than two.

The secondary efficacy neasures for these trials

were the nmean changes from baseline to endpoint on the

efficacy rating scales.

For two consecutive visits, subjects had to have a
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G inprovement rating of 3 or greater. VW had considered a
esponder one who had a C3 inprovenent of 1 or 2, so al
ubjects in Study 703 began the trial with Cd ratings of 1
r 2. In addition, they had to have had their CAPS-2 score
ncreased by at |east 30 percent, which was a mninmm of 15
oints, from the baseline of the relapse trial, not the
baseline of the original feeder study, but they had been
onsidered responders when they entered the relapse trial if
hey had their CAPS increase by 30 percent in addition to
he CA change, that was considered relapsing, and the
nvestigator had to concur with the rating iﬁéle.

[Slide. 1

This slide shows the doses across selected visit
reeks in the study for sertraline and placebo. !N this
:ase, Subjects began the trial on the same doses that they
had been on at the end of the open |abel trial, and the nean
.se at endpoint is simlar to what we have been seeing in
the' -other studies.

You can al so note heféﬁthe,decrease in Ns from 46

to 28 in the sertraline-t

-eated group and from50 to 20 in
the placebo-treated group

[Slide. 1

This is a slide of the first primary efficacy
paraneter, the Kaplan-Meier estimate of the probability of

not relapsing, and the red line indicates the sertraline-
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reated subjects who had an extrenely |ow probability or
el apsing during the course of this trial, and the subjects
n placebo had a significantly greater probability of
el apsi ng.

[Slide.]

The proportion of subjects who actually did
liscontinue--and discontinuation if you net relapse
riteria, you were required to be discontinued fromthe
itudy--the proportion of subjects who discontinued due to
eeting rel apse criteria, there were 2 of 38 in the
;ertraline-treafed group and 12 of 46 in the placebo-treated
jroup, and this difference was statistically significant.

[Slide. 1

This is the probability of two things, not
rel apsing and not discontinuing due to insufficient clinica
response, and again, the sertraline-treated subjects had
-»gnificantly | ower probability of these events than the
>lacebo-treated subj ects.

(Sl de. ] -

This slide s§§%§ the proportion of subjects who
di scontinued for either of these two reasons in both groups.
six of 38 sertraline-treated subjects conpared to 21 of 46
slacebo-treated subjects, and again this difference is
statistically significant.'

[Slide.] ’
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These are the main changes in sone of the efficacy
paraneters, the CAPS, the DTS, and the IES. Sertraline-
treated subjects are in the red bars, placebo-treated
subjects are the blue bars, and some of you may be realizing
that the fact that the change is always positive indicates
that, in general, all of the subjects were having a
worsening of their synptoms at endpoint--the nean, the nean
change was a worsening of synptons at endpoint.

| would like to go to the next slide and put this
in perspective for you.

[Slide; 1 a—

At the beginning of Study 703, subjects had CAPS
scores of about 74. \Wen they finished 12 weeks of double-
blind treatnent and entered the six-nonth open | abel trial,

they had CAPS scores of about 38.

For those who el ected the doubl e-blinded

(.Atinuation study, their CAPS scores at the beginning of

that--and all of them were de f?cto defined as responders--
:heir CAPS scores here were beféﬁ 20. -

So, what youﬁggﬁ here is the fluctuation in the
*APS scores over the course of this additional six nonths of
-:reatment i ncludi ng those who m ght have di scontinued due to
rel apsing on placebo, and then who were responding on
olacebo, who continued in the trial

So, although there‘was an increase in synptom
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icores for the group as a nean in both cases, relative to
1ow t hey were when they canme to the trial, isS in not
remar kabl e.

[Slide.]

To conclude fromthese two trials, we feel that
sertraline was shown to be safe and effective in naintaining
1 response in PTSD synptons over the course of a year and
-hat it was nore effective than placebo in rel apse.

Dr. Katz.

DR KATZ: | thought the reason we wanted to see
>reliminary results of this related to the EEPder questi on.

DR FARFEL: We felt it was hard to skip right to
-he gender question without the trial that we have.

DR KATZ: Wll, again, as | say, ny concern or
the question that we need to have answered from the
commttee is whether or not additional data on the gender
rastion fromthis trial or'some other trial, is critical
for us to have in hand before we make a final decision on
the application. -

That is real?;Lihe question, not whether or not
the study is positive or negative. The committee has
already said that long-term data may not be necessary for an
approval, but it's the gender question we thought this was
trying to get at.

DR. FARFEL: W have that. Do you have the slide
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f the-men, the change over the course of 672 and 7032

[Slide.]

This is for Study 672, the six-nonth open |abe
reatment study. Is this men? This is not men. (kay.

In Study 672, of the 244 subjects who entered, 67
ere male. Their baseline CAPS score was a 42, which was
imlar to the baseline of the females who chose to enter
he study, and their endpoint mean CAPS score was a 27
ompared to a 28 in the femal e cohort.

So, the nean point change for the males conpared
o the femal es was conparable, and in this gomewhat enriched
jopulation, the nean percentage change of the males who were
o this six-nonth open |abel trial, compared to the fenales
/as al so conparable, approximately a 36 percent change.

DR KATZ: Maybe you will get to it, but this is
>pen | abel data.

- DR FARFEL: The next slide.

DR KATZ: | want to nake it clear that this
joesn’t address the question thé% we-are aski ng.

DR. FARFEL: #Eg%you have the simlar slide for
Study 703 by gender?

[Slide. 1

In Study 703, the discontinuation study, there

were nine males in the sertraline group and 18 males in the

pl acebo group. The mean change from baseline to endpoint in
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he sertraline-treated group for the males was a decrease in
core of 12.8 points, soO that is inprovement in synptoms to
he tune of 13 points, whereas, on the placebo group, the 18
ales had an increase in score of 17.5 points.

DR KATZ: \What about the prinmary outcone, which
as time to relapse or proportion of relapse?

DR. FARFEL: Could you bring up the Kaplan-Meier
or the males in 7037

DR GELLER: Could go back to the slide you just
adz

DR. FARFEL: Bring the slide bacgdap.

DR GELLER On this slide, it may just be I am
ooking at it quickly, but there is a negative change for
vales and a positive change for fenal es?

DR. FARFEL: Yes. That goes to the females, as a
jroup nean, were actually increasing slightly in synptons.
L.4in, the mean score on the CAPS for the study cohorts when

they entered at the beginning of the double-blind trials was
about a 75. -

Wien they beégggafter six nonths of open | abe
treatment and were called responders, they had a CAPS score
of about 18, SO they are fluctuating now around what may be
floor effect.

DR. HAVMER. Wiile we have the slide up, those p-
val ues, exactly what are they testing?
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DR FARFEL: This is quite a back-up slide. 1It’s

a, significant difference in terns of the sertraline group
compared to the placebo group. | amnot sure which analysis
was used. But the asterisks next to the placebo nunbers are
extra.

DR TAMM NGA: So, in both of these genders, male
and femal e genders, placebo causes relapse significantly
different fromsertraline, which causes |ess relapse.

DR FARFEL:  Yes.

DR TAM NGA: Dr. Wnokur.

DR W-NXKUR  Wiere were the mgleiat the start of
this, that they inproved or they had a further decrease of
12.8 points? This was at the point that they were
wesponders and then went into the--

DR FARFEL: Could you back up to the slide

previous to this one? They were not in order. Because

t’.ese were males who el ected to enter the double-blinded

continuation, their levels of synptonms on the CAPS were
roughly the sane, so they had iieln scores of about 20 when
they entered this doubfig%élinded continuation study, and
then they decreased further by 12 points conpared to
increasing by 17 points on placebo.

DR. WINOKUR: so, in effect, they were al nost
super-responders, they inproved to close to zero,

DR FARFEL: Yes. :The nunbers of subjects in the
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1 ale sertraline group was 9.
2 DR KATZ: | really hate to sound |ike a broken
3 ‘ecord, but we are not going to be able to adequately
4 |[wnalyze these data here. That is why we ordinarily don't
5 | iave a sponsor present data. This just is not the

6 tppropriate forumto do that.

7 | will ask it again. Wat we really need to know
8 I's whether or not data of this sort are necessary in order
9 ||Zor you to be able to recommend a particular action. If you

10 || :hink it is necessary, We wll have the sponsor submt it,
11 se Will reviewit, and if we confirm what QBEy say, then, we
12 || vill take an appropriate action.

13 That is really the question that we need to have

14 | addressed by the committee, not so nuch whether or not at
15 || the noment we think this study is positive or negative. W
16 || are not going to be able to do that.

w7 # DR TAMM NGA: But thank Pfizer for your

| 18 || presentation on the spot.

19 N So, the commttee neé&g to xeally continue talking
20 || about the gender quest§;§% & have seen what additiona
21 || kinds of data the conpany has and can submt.
22 The issue that | would like to see the conmttee
23 || discuss is gender issue, to what extent gender is a factor
24 || in drug action as we see it in the data presented here. W

£y ... 25| have said a |ot about it already.
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Dr. Haner.

DR HAMER: Cee, | wasn't going to say very nuch
:oday. | have got two snall pieces of slightly opposing
information, if you will. One is whatever difference we saw
in the pharmacol ogy leading to different blood |evels,
different areas under the curve, and different half-lives
setween the two sexes, and not knowi ng how that m ght be
related to differential response rates, but it is sonething
chat bears investigating, and then the other is the confound
oetween sex and all of these other things which may well be
related to differential response rates. b

The only way to get at those is to do sone studies
with sufficient sanple sizes in various subgroups, so you
can ask the questions. As | said earlier, | would have a
hard tine concluding that this drug is effective in wonen,
and not effective in nen in the absence of being able to
a-¢ribute that difference to these other'confounders.

DR TAMM NGA: Dr. Katz.

DR KATZ But in the absence of that additi onal

information which we wis all love to have, what evidence
Is there that it should be indicated in nmen?

DR. TAMM NGA: W have, in fact, seen data from
several subgroups of men that showed significant--in
expl oratory analysis, showed significant responses. |
woul dn't guess that clinicians would like to have their male
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patients denied this. | don't know if any of our experts
want to speak to that.

DR HAMER  But it's all a matter of [|abeling.
They coul d approve it, but put in the appropriate clinica
trial information, so that the physicians had information
that there was nore evidence currently in fermales than
mal es, which woul d then perhaps provide sonme notivation to

the pharnaceutical conpany to provide other evidence.

DR. TAW NGA:  Dr. Wnokur.

DR WNOKUR  In his presentation and anal ysis,
Dr. Smth advised us or questioned us about paking
concl usi ons about subgroups for which studies were not
adequately powered, and | am struck that we are needing to
make calls, if we do get down to the gender difference, on
sanpl e sizes that are strikingly |ow

DR. KATZ: -Of course. I amwe certainly are very
wafry about doing that, as Tomsaid, and lots of others have
said. There is one slide that Dave showed, that | think
that is interesting in;?his reéa?d, what ever you make of it,
which was a slide | gﬁéﬁs that looked at the men, not in the

VA study, but maybe it was just the men in the two studies

that were positive.

If you ook at that slide, there was.--it could
still be, | suppose theoretically it could still be a power

question-- there are | think 50 nen on drug and 50 nen on
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placebo or sormething like that. The scores on sertraline
and pl acebo were identical except for the global, which
actually had the same response as the wonen did, but all the
others were right on top of each other.

It was suggesting that it's not really a power
question. They didn't have the sane treatnment size effect,
it just wasn't significant. Really, nothing was going on in
that anal ysis anyway. | just throw that out, and | would be
interested what people think about that.

DR TAWM NGA: Dr. Smth.

DR sMmITH: If | night just clarify, the slide
that Dr. Katz is referring tois the slide titled wonen
versus nen, PTSD-specific synptons 640-671.

It is lots of colums of p-values. If I mght
rTepeat what Dr. Katz said, it sounded Iike the colum for
wonen did show an inprovenent, the colum for nen were
. sentially the same, So if you go across the rows for each
of the specific synptons, Women showed an inprovenent, nen
were essentially the sane for §é§traline versus placebo. |
think that was his pofgﬁ%

DR KATZ: Right. In fact, in some cases, it goes
in the wong direction. That would just suggest then to ne
that it is not really a power question, it's maybe somnething
el se is going on.

DR TAMM NGA: Dr.: Cook.
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DR COK: This relates to the way that 1 was
aught that things happen in statistics, meaning that you
et different results when you pull different sanples out of
he barrel, so | amstill reluctant to call that a gender
.ffect knowi ng that genders don't have the sane--there is a
iood chance that we have sanpled different popul ations.

So, if we had, let's say, a pathologically defined
lisorder in the, sense of under the mcroscope, a very
specific condition, sanpled from exactly the sane clinics,
‘or exactly the same problens, exactly the same histories,
tge of onset, then, | mght say yes, these are t he sane.

| get a strong sense of apples and oranges by
Tender .

DR TAMM NGA:  Thank you.

| am going to ask one nore question first. Is
:here anybody on the commttee who woul d take the opposite
..#ition to the one just articulated by Dr. Cook?

DR DOM NGUEZ: | am not going to take the
opposite position, but I wonder 1f perhaps this is the tinme
to nmake a notion for tﬁgﬁéonnittee to consider the question
whet her indeed the gender issue has been inadequately
studi ed versus whether the study drug has failed to show an
effect in nen, and | submt that notion to the chairperson.

DR TAWM NGA: In my opinion, we are not quite

ready to address that notion/yet since | would like sone
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more discussion on both sides of the question first.

There are a nunber of people on the committee that
woul d suggest that with the data at hand, these is not
enough data to suggest that this drug would only be
effective in PTSD in wonen.

I's that a proposition that is shared by the
comm ttee?

DR HAMER  Just one other point about the
subgroup anal yses which applies less of an extent to the
gender issue sinply because that is really nandated
bef orehand, so to some extent, it's a plannsgnhypothesis,
but there is a multiplicity issue, and in addition to the
power. issue in subgroups, the nore subgroups we have, the
more tests we do, and the nore tests we do, the nore likely
we are to pop one up by chance alone. So, we need to filter
that issue in, as well as the power issue.

- DR TAMM NGA: Dr. Smth.

DR SMTH | understand what Dr. Hamer said
Because of the multiplicity«iséﬁ%, the results that we are
seeing woul d be diluteéiﬁ%sentially, is that correct? kay.

DR TAWM NGA: Dr. Katz.

DR KATZ: Certainly, multiplicity is a concern,
but this is a difference. It seems to be fairly robust in
the sense that wherever you look for it alnmost, certainly at

least in the positive studies, it is clearly there.
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| am wondering what are the differences, what

iakes Us think that there is lots el se going on besides
lender. is it the type of initiating event? |f you look at

.he slide that we just tal ked about, that Dave put up, those
rere men who, again small nunbers, but those were nen, who
iad not been in conbat. Those are nmen who had the sane
soxrts of initiating trauma |argely as the wonen did.

So, duration of the disease in men, | don't think
.t is really much different, certainly the non-traumatic
nen, so | am just sort of wondering what the differences are
:hat woul d suggest to people that there is 5E?lly--we real ly
zan’t say anything about the difference.

DR. TAMM NGA: Dr. Brewerton.

DR BREWERTON: |Is there, in fact, a data slide
-hat shows us what exactly the types of trauma are in the

oy-gender?

- DR TAMM NGA: W haven't seen it.
DR. BREVERTON: | don't think we have.
DR TAW NGA: | have% procedural question for

the comm ttee. I

g to gauge whether we ought to
nove forward or stop for a lunch break. |f people could
make a slight nod of their heads one way or the other.
Mmove forward? Ve wll nove forward
W do have one issue that we haven't approached

yet, and that is the independence of Zoloft's antidepressant
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ffect, the independence of the sertraline effect on PTSD
‘rom depr essi on.

Nobody really responded to Dr. Katz's |ast
uestion, and | amnot sure that we have anynore to say to
-hat question than we have already said. | would like to
iave uUs focus some on whether the conmttee saw this pTsSD
:ffect as an independent effect on PTSD synptons separate
‘rom its antidepressant effect.

Dr. Sout hw ck.

DR SOUTHWCK: Cbviously, that is a very

romplicated question as the data suggests. oL think t hat
>ecause of the overlap, for exanple, the HAMD, | think is
>bviously picking up a ot of PTSD sorts of synptons.

| found one of the analyses to be illumnating,
and that was to | ook at PTSD with maj or depressi on conpared
to PTSD without major depression, and which showed that the
E.#D W thout nmjor depression responded as wel|.

| also think it is inmportant that PTSD specific
symptoms r esponded, but | think to pul | them apart is
>bviously very conpl i ciely.

DR WNOKXUR. One other point that at |east would
make me cautious about sone of the analysis that Dr. Smth
provided, and | did feel that sonme of the presentation from
the Pfizer investigators in terns of separating out patients

di agnosed with primary or significant najor depression and
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Lso the inprovement being across the spectrum of including
more, quote, unquote, "PTSD-specific synptons," sone of the
amnal ysis that you presented took the item fromthe Hamlton

spression Scale, the depressed nmood, and | think one needs

> be very cautious about using that itemas clinical

epr essi on.

There are so many circunstances in which people

i ght acknow edge points on that particular item where they

ould not be, by nost clinician's or researcher's judgnent,

ignificantly clinically depressed, and | think that it

ould al so be expected that with overall iqgipvement in the

rimary disorder, that that item mght well be expected to

hange.
So, | think that some caution in terns of
eneralizing fromdata with that itemto depression per se

n proving is crucial to PTSD responding would really be in

_der, and ny overall weight of things was to feel that the
wwidence nore supported specific' effect.

W heard fr0n1severaI:%eOple i ncl udi ng Dr.

| rewerton on our commiﬁf%% that anxiety disorders tend to be

.mportantly overl apping w th. depression comonly, so | think

chis is a challenging issue that is difficult to sort out,

aot just with PTSD, but with virtually all of the anxiety

ijisorders that have been | doked at in terns of drug

efficacy. !
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DR SOUTHWCK: | just want to make it clear, if |

didn’t, that is what | was actually trying to say, that |
feel that, reading and listening to all the data, to ne it
woul d appear that sertraline has an independent effect on
PTSD synpt ons.

DR. HAMER. | have two coments about that issue.
The first is that when we |ooked at the slide with the
correl ations between the Ham |ton Depression Scal e scores
and the various PTSD indices, they were all correlations in
the 0.6 range, which nmeans that in terns of shared variants
ketween the two scales, the Rsquares for tgefe are about
a. 36.

So, to put it another way, even though there is

some overlap between at |east the scales that nmeasure the

severities of the two diagnoses, there is two-thirds non-

overlap, SO that is to ne sone evidence that, in fact, there
:_sat | east a difference between depression and PTSD. There
‘s an awful |ot of non-shared variation.

The other was that thé}analysis in which you
_ooked at the differenééﬁ%Etween the two treatnments on the
PTSD scal es after covariating out the Hamlton, there still
femained a significant sertraline effect, and | find that to
e reasonably convincing that there is a sertraline effect
on PTSD above and beyond that which may be due to
depression. !
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Now, | nmay be wong. One of the things about

statisticians is that statisticians demand the right to be
wrong 5 percent of the tine, and so | could be wong, but
what | see is that it certainly looks like it is not just
dl epressi on.

DR. TAMM NGA: Any nore di scussion or coment on
this question?

| think, Dr. Dom nguez, we may be ready to
consider what your question was, if you could restate it for
1 s .

DR DOMINGUEZ: | would like to make the motion
ffor the chairperson to consider that based only on the acute
data, the 12-week data, Whether the issue of the gender
«ifferences were either inadequately studied or whether
indeed that was a failure to show a response based only on
the 12-week acute studies, the positive studies.

- DR TAMM NGA: So, perhaps the commttee can
«di scuss the proposition that we cannot fully answer the
gender question fromthe data presented. |s that it?

DR DOM NGUES~ ™It's one opinion versus another
whether it was again inadequately studied, in other words,
there have to be nore studies to answer the question, or
whet her indeed the data that was presented failed to show an
effect in nmen

DR.  TAWMM NGA: Can 'we have sone discussion on Dr.
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Dominguez’s proposition? | understand that these studies
were not powered to separately denonstrate a prsp effect in
men and wonen, SO the idea that that be studied gave us
independent information on sertraline effect in nen and
women | S true,

DR DOM NGUEZ: Yes, | agree with you. On the
other hand, as | understand it, it’s a free country, and the
Agency may . indeed wi sh to hear the opinion of the conmttee
with regards to those two questions.

In fact, | think that the question was presented
as such in Dr. Smth's presentation, correct? Ckay. \asn't
that a question in your presentation?

DR KATZ: | amsorry. Could you repeat that? |
would appreciate it.

DR DOMINGUEZ: Versus whether it was inadequately
studied versus whether it failed to show an effect in nen.

- DR KATZ: To answer the question whether or not
the conm ttee thinks the drug can be approved, and if it can
Im approved, Wwhat would the conﬁfttee-propose as an
indication, 1in other wgggé--and | think we have sort of been
tal king about this a lot, Wwhether or not it should be
approved, if you believe it should be approved as a genera
treatment for PTSD, and then sone statement |ater on about
where the data came from oOr whether it should be restricted

to approval in wonen only, if you think it should be
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ipproved, whether or not you think nore data of any kind,
out specifically with regard to the gender question needs to
>e reviewed before you can even recomend an action.

DR TAM NGA: | think it is inportant for the
:ommittee t0 keep in nmind, | think that everybody here would
recommend nore data in gender, nore information since all of
1s are of that bent in any case.’

The question that you want our opinion on is
vhether or not they need nore data before approval. |s that
zorrect?

| think it is time for me to address the first
question, which actually requires a vote and take sone
di scussion on this:

Has the sponsor provided evi dence from nore than
one adequate and well-controlled clinical investigation that
supports the conclusion that Zoloft is effective for the
L.atment of posttraumatic stress disorder?

Do we have any additional discussion around this

_ L
question?

[ No responsefﬁ‘

DR TAMMINGA: Then, | would like to call for a
vote on the question. There is three non-voting nembers of
the conmttee - Dr. Brewerton, Dr. North, and Dr. Sout hw ck,

so | think we should just go around the table and vote on

the question: Has the sponsor provided evidence that Zoloft
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is effective for the treatnent of posttraumatic stress
disorder?

Dr. Geller, mght you start?

DR CELLER: I think yes with sone | abel
consideration to the need for further studies in certain
areas, types and gender.

DR TAWM NGA: Dr. Cook.

DR COX: Yes with the caveat that it is only in
the age groups studi ed.

DR TAWM NGA: Dr. Lacey.

DR. LACEY: | think the sponsor haé&provided
evidence from nore than one adequate study, but | don't feel
comfortable voting that there is sufficient data in the
studi es presented, so | would be no.

DR. TAM NGA: Dr. Wnokur.

DR, W NCKUR: | would vote yes overall for
ismonstration of efficacy, and | agree with the need to
discuss |l abeling guidelines in light of the limtations of
che information that we have. -

DR TAMM Noa®"%r. Haner.

DR, HAMER: | vote yes also with the trust that
the FDA Wil |l be judicial and careful in its |abeling.

DR TAMM NGA: Dr. Domi nguez.

DR DOMINGUEZ: M vote is yes, as well. M bias

is toward my belief that the'sponsor failed to show efficacy

M LLER REPORTI NG COWPANY, |NC
507 C Street, NE
Washi ngton, D.C. 20002
(202) 546-6666




ajh

10
11

12

13

14
15
16
17
18
19
20
21
22
23
24
25

178

DR TAMMNGA: M vote is also yes, that the
ponsor has showed that sertraline is effective for the
reatnent of PTSD wth all the caveats that people have
| ready submtted.

Dr. Katz.

DR KATZ: | take to heart Dr. Hamer’s hope and
ish that we will do the right thing, and we will try. But
gain, is there a general sense fromthe commttee--1 don't
now that this needs a fornmal vote--that the specific
ndication should not be limted to wonen? _,_

| just want to sort of make this explicit. There
re ways that labeling can be witten. The indication
tself coul d say approved for PTSD in wonmen or it could just
vay approved for PTSD as a treatnent for PTSD, and then in
mnother pl ace describe where the data conme from
- | amjust trying to get a sense fromthe commttee
vhich of those two or perhaps sone other option would be

i
>referable.

DR. TAMMINGAi»f*nat | would say is that we just
voted on the general efficacy of sertraline in posttraumatic
stress disorder and previously had a discussion about the
gender question, and that in the gender discussion, although
there was a universal call for nore data, the najority of

the group was not willing to’exclude men fromthe efficacy
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uestion. |f | am msstating that, would sonebody from the
ommittee--

DR BREVWERTON. | don't think that we really took
. formal vote on that.

DR TAMM NGA: W didn't take a vote on it.
said that was the gist of the discussion.

DR BREWERTON. | would feel nore confortable
Limting it to wonen personally. | see absolutely nothing

in the data that would supports its efficacy in nen.

DR TAMM NGA: More discussion on this issue?

DR LAUGHREN: |If | can just clarify, the question
chat | framed in ny mnd clearly was focused on the claim
generally, not limted to nmen or wonmen or any other
subgr oup.

Again, we have great flexibility in witing
| abeling to describe the findings in the clinical tria
vwetion, but the question that everyone voted on in ny mnd
was a question on a general claimfor PTSD

DR TAMMNGA Dr. KatZz. .

DR KATZ: Tﬁié'is | think what we nmeant when we
wote the question, but again, it is useful to us to know
explicitly how people feel about that, because | am not sure
that everybody, when they vote on it, voted on it the way it
was technically worded.

For exanple, Dr. Brewerton suggested he would Iike
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t to be restricted, the indication itself to be restricted
ust to wonen.

DR TAMM NGA: Wuld you like us to take a fornmal
ote on that/

DR KATZ: O at least poll the commttee, | don't
are really about a vote, but if you could poll the
ndi vi dual nenbers of the committee, this way we woul d have
t on the record, we would know what people think.

DR TaAMMINGA: | would like to then repeat this in
equence, hot taking a vote, but having a statement from

ach nmenber of the committee on their posigsgp on the
| ender .
Dr. Geller, could you start?

DR GELLER | would like it not restricted by

render because ny experience is the FDA will do its usua
sutstanding job of including information on the trials in
...€ [ abeling.

DR TAMM NGA: Dr. Cook.

DR COK: | woul d agrée that it shoul d be | abel ed

and obviously, data neégg%to cone in. | really want to

enphasi ze that although we aren't presented wth anything
that suggests stratification by previous history, age of
onset, that this should be |ooked for, maybe nore inportant

in terms of getting the truth of what should be [|abel ed.

So, for exanple, wonen with conbat experience, we
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don’t know that they respond any better than nmen With child
g buse. So, it's just a little caveat. W can't say what we
don’t know, and | guess we have to label for what is
presented.

DR TAWM NGA: Dr. Lacey, would you like to make a
st at ement ?

DR LACEY: | certainly strongly recomrend that
the differentiation be clearly specified about differences
in popul ations even though we mght |eave it open

DR TAW NGA:  Dr. Wnokur.

DR. WNOKUR  Taking literally or_as expressed,
the question that we were asked to address, |, as others,
EFelt that we have been presented with convincing data from
two good, well-controlled studies that support the general
efficacy question.

| feel personally, as a conmttee menber, unable
aw*this point, with the information available to address or
project whether in the long run, nmen will be shown to
respond differently or other fééiors,will cone out, as well,
but to me, this is an ?ggﬁe that we commonly face in our
field where we are dealing with disorders that were
primarily describing syndromally or phenotypically, there is
heterogeneity in response, | think having treatnents that
are well studied and shown to respond in at least a fair

percentage of individuals gives us a chance then to go
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forward and do nore specific studies to factor that out, so
gender or age of exposure or type of exposure may well down
the road turn out to be very inportant dinensions for
further research, but | don't feel that we have the

information at this point to. really make appropriate
deci sions about that.

DR TAW NGA:  Dr. Haner.

DR HAMER  One of the first things we learn in
statistics is to not over-interpret a null hypothesis that
we failed to reject. W certainly failed to reject the null
hypot hesis that there is no difference b?tWSEP sertraline
and placebo in males here.

I will nake the statement that in my opinion, the
sponsor has failed to show us that sertraline is effective
in mles, but that is a vastly different thing from saying
that we were shown that it is not effective in nales.

p So, however the labeling gets witten, whether the
| abeling is witten in such a way that says the indication
is_only given in fenal es, or mhefﬁér the labeling is witten
with the indication sayé- the indication is for PTSD in
general and then appropriate |abeling saying the sponsor
failed to denonstrate that it was effective in nales, again,
| leave up to the FDA

They do a wonderful job of this sort of thing, in

negotiating with the pharmaceutical conpany, and then just
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as long as you are asking for opinions, if | were
constructing an ideal world, | would want to construct the
world 'in such a way that the sponsor was notivated to
investigate the issue of effectiveness in nales.

DR TAMM NGA:  Dr. Dom nguez.

DR DOM NGUEZ: Deleting that very, very |ast

statement that you made, since English is not ny primary
Language, | will ditto everything that Dr. Haner said. |
-hink the sponsor has failed to show an effect in nen.

DR TAM NGA: And | also, adding ny opinion in as
the chair of theﬁconnittee, think that this indication ought
to be in PTSD without reference to gender, but that the
data, as it has been presented, go into the |abeling.

The next question that we have to consider is the
safety question. The voting commttee can assune that the
safety question of sertraline as a treatnment in hunmans has
l#n al ready answered by the FDA, and we need to consider
the safety question of sertraline in PTSD

. I e . .
I's there any discussi'on, any specific discussion

by anybody about safeﬁ§f¥ ncerns of sertraline in PTSD?
Conments by the voting and the non-voting menbers of the
comi ttee.

Any concerns that any conmttee nenber has of
ertraline’s safety in PTSD other than the concerns that we

Fight have about human use in general ?
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[No response. ]
DR TAM NGA: | think I would like to go around
again and then take the final vote on has the sponsor

provi ded evidence that sertraline is safe when used in the

treat nent of PTSD.

Dr. Geller.

DR CELLER  Yes.

DR TAWMM NGA: Dr. Cook.

DR. COOX:  Yes.

DR TAW NGA: Dr. Lacey.

DR. LACEY: Yes. v

DR TAMWM NGA:' Dr. W nokur.

DR WNOKUR  Yes.

DR TAW NGA:  Dr. Haner.

DR. HAMER  Yes.

DR TAM NGA: Dr. Dom nguez.

-~ DR DOM NGUEZ:  VYes.

DR. TAW NGA: Dr. Tamminga. Yes.

| cannot believe it, V\z had-no addi ti onal
liscussion.

Wth answering these two quesfi ons for the FDA and
>roviding additional and extensive, if you will, or at |east

sone discussion of PTSD as an independent diagnosis worthy
>f an indication, | would like to thank the commttee, both

tthe voting and the, non-voting nenbers, for their
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barticipation in this discussion, and wonder if the FDA has
any final comments.

DR. KATzZ: | also would like to thank everybody
ary nuch. | think it was an interesting discussion, sone
sugh issues, and | appreciate it very nuch. Ve wll take
our advice to heart.

DR TAMNGA: | would like to bring the neeting
o a close and thank everybody very nuch.

[ Wher eupon, at1:15 p.m, the neeting was

djourned.]
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