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Call to Order, Introductions

DR. TAMM NGA: | would like to call this neeting
s order. This is a neeting of the Psychopharmacol ogic
rugs Advisory Conmmittee. W are here today to discuss the
ndication of sertraline in PTSD.

| amthe chair of the conmttee and ny name is
arole Tanm nga. | come fromthe University of Maryland.
as hoping that we could just go around the table and have
verybody i ntroduce t hensel ves.

Dr. Brewerton, mght you like to _s‘t_f;\rt?

DR BREVERTON: Yes. M name is Tim Brewerton.
.m Professor of Psychiatry at the Medical University of
jouth Carolina in Charleston.

DR CGELLER: | am Bar bara Geller. | am Professor

£ Psychiatry at Washington University in St. Louis, and |
~#a child psychiatrist.

DR. NORTH. | am Carol North, Associate Professor
»>f Psychiatry al so at Washingtb;?University in St. Louis.

DR COX: Eﬁ?@m Cook, Associate Professor of
ssychiatry and Pediatrics at the University of Chicago.

DR LACEY: | améE|a Lacey, consuner
representative. | am Professor Eneritus, Southern Illinois
Jniversity at Carbondal e.

DR. WNOKUR:  Andy: Winokur, Professor of
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Psychiatry and Pharnmacol ogy at the University of Connecti cut

Health Center.

DR HAMER: | am Bob Hamer. | am Associate
Professor of Psychiatry at UVDNJ, Robert Wod Johnson
Medical School .

DR TITUS: | am Sandy Titus. | am the Executive
secretary for this commttee. | amon the staff. of the
advisory committee.

DR SQUTHWCK: | am Steven Sout hw ck, Professor
of Psychiatry at Yale University.

DR DOM NGUEZ: | am Roberto Domiflﬂuez, Pr of essor
of Psychiatry at the University of Mam.

DR HEARST: | amEarl Hearst. | amclinical
reviewer wth the FDA

DR SMTH | am Dave Snith, FDA statistician.

DR. LAUGHREN. | am Tom Laughren, Team Leader for

F_#chopharm at FDA

DR KATZ: Russ Katz, Acting Drector, D vision of
Neur opharm FDA. o
DR TaMMINGAT “¥7hank you very much.
Now, we wi || have Sandra Titus read us the
conflict of interest statenent.
Conflict of Interest Statenent
DR. TITUS: The follow ng announcenent addresses

the issues of conflict of interest with regard to this
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eeting and is nmade a part of the record to preclude even
he appearance of such at this neeting.

Based on the submtted agenda and the information
rovided by the participants, the Agency has determned that
.11 reported interests in firns regulated by the Center for
)rug Eval uati on and Research present no potential for a
ronflict of interest at this neeting with the follow ng
sxception: a waiver has been granted to Dr. Robert Haner.

A copy of this waiver statenent may be obtained by
submitting a witten request to FDA's Freedom of Information
£fice, | ocated in Room12a-30 of the Parkyﬁzp Bui | di ng.

In the event that the discussions involve any
>ther products or firns not already on the agenda for which
an FDA participant has a financial interest, the
sarticipants are aware of the need to exclude thensel ves
Erom such invol venrent and their exclusion will be noted for
.2 record.

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

DR. TAMM NGA: Thank you very nuch.

Now, Dr. Katz will give us a wel cone.

Vel cone

DR KATZ: Thank you. M remarks will be briefer

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

18
19
20
21
22
23
24
25

than any walk I would take to the podium so | will just do
it fromhere if it's okay.

| just want to extend ny personal thanks to the
conmttee nmenbers and welcome. | would like to welconme back
the old menbers of the commttee and in particular Drs.
Brewerton, North, and Southwi ck; who have graciously agreed
to serve as consultants to the conmttee, and Drs. W nokur
a.nd Cook, who are not technically new nenbers, but | believe
i,t is their first meeting with this commttee, as it
basically is mine, SO | hope we will learn together and have

an interesting tinme. -~

You know we are going to be breaking new ground
here today, so we wll have sone generic questions about
I TSD, about the nature of it and the best way to study it.
We Will also have some, of course, Since we are discussing a
particular application, we wll have specific questions
z-wut this application.
There are some interesting facets of the data that
rai se questions, not about this 8rug in particular, but also
overlap with questions' “Bsut the fundamental nature of the
condition: So, hopefully, it wll be an interesting
discussion, | think it will be.

Again, | want to welcone you all back. Thank you
very nuch for the work you have done SO far and for the work

you are about to do today. ‘
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Wth that, | willturn it over to Tom who wll
Ive us an overview of the issues.

NDA 19-839 (8), Zoloft (sertraline hydrochloride)
Pfizer Proposed Indication: Treatnent of PTSD
FDA Overview of |ssues

DR LAUGHREN: | would also like to welcone the
onm ttee back.

Wienever we are bringing a new indication to the
iomittee, we like to broaden the discussion. The focus
were clearly today is on this application, but basically,
rhat | amsaying- is that we would welcome &My comments from
.he comm ttee about the generic issues having to do with
his i ndi cation.

[Slide.]

These are the three areas that | would like to
iddress this morning. As | say, We welcome the commttee to
r-,.& conmments on PTSD as a new indication, and al so comment
about sone of the general issues having to do with the
devel opnent of drugs for PTSD. “-#¥  __

As | say, théﬁ%@cus of today's neeting is on this
application, and there are sone very interesting issues that
deal specifically with this application. Finally, at the
and of the day, as always, We will ask you to vote on the
questions of safety and effectiveness for this drug.

[Side.]

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




aj h

10
11
12
13
14
15
16

18

19

20
21
22
23
24

25

Now, what about PTSD as a new indication?
ourse, this is recognized in the sense that it is in DSM-
v, it was in DSMI11, it has been around for a long tine.
i'ven S0, there may be sone questions about this entity that
ieed t0 be discussed, for exanple, are the diagnostic
'riteria that have been proposed reasonabl e and acceptabl e.

Sonme have questioned whether or not this mght be
0o broad an indication in the sense that there are many
iifferent kinds of traumatic experiences that may lead to
-his, and one question would be is that all one thing.

At the other end, one nay question whether or not
-his truly is an independent entity. Obviously,, there is
>verlap in the clinical features of this entity with other
ssychiatric di sorders, in particular with depression. If
you | ook at the diagnostic criteria or the assessnent
instruments, there is a lot of overlap in the signs and
s--aptoms that are'included, and, in particular, najor
depressive disorder is often a conorbid diagnosis.

So, in that sense, one’may ask the question is
this a pseudospecific 3§§§ty in the sense that maybe this is
just a subtype of sone of other psychiatric disorder

[Slide. 1

Now, in addition to those generic issues, as
say, We woul d wel cone any comments the commttee may have on

general issues in the devel opnment of drugs for this
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di sor der. In doi ng studies, how should one go about
recruiting patients and are these DSMIV criteria the right
criteria to use, are there other inclusion criteria that nay
be appropriate in adding patients to these studies, and what
ki nds of conditions should be excluded in these trials of
patients having major depression as the prinary diagnosis
were excl uded.

Now, of course, secondary conorbid depression was
permtted and was quite common. There are pros and cons to
excluding other psychiatric disorders. |If the entity in
clinical practice exists in association witELFany ot her
di sorders, one would |like to know how those patients respond
in addition to those patients who may have a relatively pure
di sorder, so there are pros and cons.

[Slide.]

Now, what about the design of these studies?
O~zinarily, for chronic disorders, we ordinarily use
paral l el group studies although one may ask whether or not a
crossover study mght be approprfate even for a chronic
condition, if that condi®on is very stable over tinme and
there is return to baseline if treatnment i s stopped.

Now, what about the duration of these trials? In
"this program the trials were 12 weeks in duration. IS that

'the right length of tine to' study this disorder?

Anot her issue is the issue of dose/response. The
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terials in this program were titration studies. How
important is it to explore this issue of dose/response for
this di sorder?

[Slide.]

Then again, the issue of how you neasure it. In
this program the CAPS-2 and the |ES were the primary
instruments for assessnent. Are those valid and reliable
instruments? Are there other instrunments that may be
dppropriate for studying this disorder? Wth those
instruments, what would be the appropriate prinmary outcones
in those trials?- -

[Slide.]

Again, as | nentioned, this is a chronic disorder
and one nmay ask the question whether or not there is a need

Eor long-term data and at what point in devel opnent should

that information becone avail abl e should that becone an

Lzaue for approvability.

Now, as an aside, | should say that we have never,
1p until now, made that a requirément .for approving a new
indication in psychiatfi%hdisorders.

[Slide.]

As you are well aware, in recent years, FDA has
deen Very interested in trying to get conpanies to do
studies of psychiatric disorders in pediatric populations

because obviously, these disorders exist in these
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opul ations, sothat is another question for this disorder -
.oes this entity exist in children and should we be
ncouraging sponsors to develop drugs in this popul ation.

[Slide. 1

Now, | want to switch to focus nore specifically
mn this application. One of the questions again is whether
»r not these clinical trials for Zoloft in PTSD denonstrated
in effect that is specific to PTSD, and the corollary of
hat is was this effect independent of Zoloft’s recognized
wntidepressant effect, 1S this an inportant question, and
ould this be necessary froma regulatory standpoint to have
lemonstrated sone | evel of independence fromits
intidepressant ef f ect.

[Slide.]

Now, there are a nunber of ways one m ght explore
-his question. One approach, of course, is to |ook at
r-;ients at baseline, |ook at their baseline
characteristics, and one could |ook at PTSD responsiveness
with or without conorbid depregs¥on, and that has been done
here. So, that is one*é%%roach

Anot her approach woul d be to | ook at the response
itself and try and assess whether or not a response on what
m ght be consi dered PTSD neasures is independent of an
antidepressant response.

Now, one way of doing that is to look to see if

M LLER REPORTING COVPANY, | NC
507 C Street, NE
Washington, D.C. 20002
(202) 546-6666




aj h

10
11
12
13
14
15
16

18
19
20
21
22
23
24
25

13

here are measures of PTSD that are in some sense unique to
hat di sorder and whether or not you can show a response on
hose neasures.

Anot her approach woul d be again to | ook at the
orrelation of the response on PTSD and on depression, and
hat has been done in two ways here. The sponsor of this
pplication has | ooked at that correlation directly. Qur
wn reviewers' used a slightly different approach in which
hey categorized the patients on the basis of whether or not
hey were showi ng a response on depression and then | ooked
it the PTSD response in those two SUbQFOUDS;‘u

[ Slide.]

Anot her inportant question here that cones up is
:he fact that there is a very obvious gender interaction.

f you look at the two studies that succeeded in show ng an
verall effect of Zoloft on the identified prinmary outcones,
:~3 then you go back and | ook at the subgroups, nmales and
females, it is clear that the effect is derived, it appears
o be exclusively fromthe womer? and so a question for the
commttee is, is there’E@&e explanation for that finding, is
chis finding consistent with what is being seen in other
trials with this disorder, and again, how should this
finding be factored into a regulatory decision about the
approvability of this application

[Slide.] ;
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Anot her issue is the preponderance of evidence.
There were four trials submitted in this application. As |
mentioned, two of those four studies were successful in
showing an overall effect. Again, a question would be is
there an explanation for that finding and how should this be
factored into a regulatory decision

Again as an aside, | should nention that in
psychophar macol ogy, of course, it is not at all uncommon for

some studies not to make it. That is nore the rule than the

exception.

[Slide.] .

Finally, the issue of safety. This program
overall was relatively small, and so in meking a judgnment

about the safety of Zoloft, Wwe are very heavily relying on

the safety experience in other populations. So, a question
is, is that a reasonable extrapolation

v [Slide.]
Finally, at the end of the day, of course, we wll
ask-you to vote on these two quedtions - has the sponsor

provi ded evi dence for %2?% t han one adequate and well-

controlled clinical investigation that supports the
conclusion that Zoloft is effective for the treatnent of
posttraumatic stress disorder and has the sponsor provided

evi dence that Zoloft is safe when used in the treatnent of

PTSD.
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I will stop there.
DR. TAMM NGA: Thank you very nuch, Dr. Laughren
or your introduction. It seenms the committee has a rather

xtensive task before itself today, and significant in that
his is a drug that is presented for an indication in which
drug has not been previously approved.

Now, we are going to hear from the drug conpany,
rom Pfizer about their submission. | would like to point
ut to the conmttee that we have the overheads in the
fizer book that is sitting in front of you in case you

ould like to follow al ong. ol

| would also like to tell the conmttee that
eople are invited to ask questions during the Pfizer
resentation, but if you would limt your questions to
:larifying questions, hot questions of discussion, since we
1111 hol d the discussion at a later tine around the

--zstions which Dr. Laughren just put before us, but

clarifying questions to the Pfizer presentations are

C g N
sertainly invited.

Dr. Gary Ryaﬁ?ggll take over the presentation for
Pfizer.
Dr. Ryan.
Pfizer Presentations
I ntroduction

DR RYAN: Dr. Tanm nga, Dr. Katz, Dr. Tenple
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members of the Advisory Commttee, |adies and gentlemen: I

am@Gry Ryan, Goup Director of Cinical Research with

pPfizer.

As you know, sertraline is a selective serotonin
reuptake inhibitor which is currently approved for worldw de
use in patients diagnosed with major depression, obsessive
compulsive di sorder, and panic disorder.

Today, we will present the results of our clinical
development programin patients diagnosed with posttraunatic
stress di sorder or PTSD. Wen we began our clinical trial
program in 1993, only a few small placebo—cg&}rolled trials
for PTSD had been publi shed.

The data to be reviewed today from our sertraline
clinical program represents the largest controlled PTSD
dat abase presented to date. Qur data will not only help

zlucidate the response characteristics of this debilitating

34 ;order, but al so denonstrate that sertraline is a safe and

effective treatnment for PTSD

Qur PTSD clinical triaf program consisted of four
pl acebo-control | ed triﬁigkenrolling a total of 757 patients.
One study was conducted in veterans at VA centers, and three
aere conducted at non-VA sites in a general population of
catients wWith PTSD.

The results across all primary efficacy neasures

revealed a statistically significant treatnment effect in

M LLER REPORTI NG COVPANY, |INC
507 C Street, NE
Washington, D.C. 20002
(202) 546-6666




aj h

10
11
12
13
14
15
16

18
19

20

21
22

23

24

25

17
avor of sertraline versus placebo in two of the three
eneral population trials. Nosignificant treatnent effect
as observed in the fourth trial conducted in the VA
etting.

We believe that our presentation today wil
rovide information relevant to the overall interpretation
f the sertraline PTSD program outcore.

[Slide. 1

The objectives of our presentation today are
wofold - first, to provide a brief overview of
osttraumatic stress di sorder including its‘fgmmmoms,
revalence, chronicity, and severity of this disorder

This will be reviewed by Dr. Charles Marmar,
rof essor and Vice Chairman, Departnment of Psychiatry, at
he University of California, San Francisco. Dr. Marmar has
onducted clinical research in the PTSD field for over 20
~AYS.

Qur second objective today is to review the
-esults of the sertraline pTSD ciinical program This wil
e presented by Dr. Gaif%Farfel, Seni or Associate Director
rith Pfizer.

Following Dr. Farfel's presentation, | wll
oresent a brief overall conclusion highlighting the issues
that both we and the Division believe nmerit discussion here

t oday. '
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In addition to Drs. Farfel and Marmar, we al so
ave Dr. Mchael Gaffney, Pfizer bionetrician, and or.
atthew Friedman, Professor of Psychiatry and Pharmacol ogy,
artmouth Medi cal School, and Executive Director for the
"ational Center of PTSD, Dartmouth VA Medical Center, who
i1l all be available to answer your questions.

Thank you. Dr. Marmar will now present an
wverview of PTSD.

Overview of PTSD

DR. MARMAR: Thank you very nuch, Dr. Ryan, and
rood morning. | amvery pleased to have anpportunity to
yresent t0 you an overview, however, brief overview of sone
£ the nost salient aspects of posttraumatic stress
lisorder, and what | am going to be enphasizing are the
liagnostic criteria, the magnitude of the public health
>roblem, and the prelimnary understanding of neasurenent of
»*+come and what we know about psychophar nacol ogi cal
:reatment to date prior to this current famly of studies.

[Slide.] -

Wth respect "”*’,—é&the di agnosi s of posttraunatic
stress disorder, since 1980, there have been a nunber of
refinenents, but basically PTSD is. now understood to consi st
of five criteria.

The first is this is psychiatric disorder which is

preci pitated by exposure to a markedly traumatic or

M LLER REPORTI NG COWPANY, | NC
507 C Street, NE

Washi ngton, D.C. 20002
(202) 546-6666




aj h

10
11
12
13
14
15
16

18
19
20
21
22
23
24
25

19
stastrophic, often life-threatening, event, and not only
ust the event occur, but the individual's reaction at the -
ime the event occurs nust be characterized by intense fear,
anic, hel pl essness or. horror, SO there nust be an event and
rof ound enotion enphasizing fear and terror at the tine.

Second, should the event occur and the enotional
eaction occur at the tinme, there are three sets of synptom
| -asses, which nust persist over tine in order for an
ndi vidual to qualify for a diagnosis of posttraunatic
tress disorder.

These are the reexperiencing or rE&}ving synpt ons,
fforts to avoid rem nders of the trauma, enotional nunbing,
.nd physiol ogi cal hyperarousal, and we will say a little
wre in detail about each of these in a nonent.

These three classes of synptons nust persist for
it | east one nmonth, often they persist for nonths, years, or
_.en decades. In addition to having the event, having the
smotional response to it, and reexperiencing it in this way,
-he Synptoms nust cause significhnt inpairment in work and
rel ationship function.fj%g

[Slide. 1

Now, to be a little bit nore specific with regard
to the psmiv criteria enphasizing the three broad cl asses
of synmptom response, which are reliving, nunbing, and

avoi dance, and hyperarousal reaction, each of these is
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haracterized by a nunber of typical features.

Wth regard to the reliving of the traumatic
vent, this is nost often seen in the form of painful
inbidden, unwel cone thoughts or inmages that pop into the
ind during the daytinme, disturbing dreans of the event,
thich may be very literal and al nost a novielike sequence of
-eplaying t he event, or sonetines a variation of that, and
.ncluding i ntense psychol ogi cal distress when the person is
rem nded of the event, of course, notivating efforts to
woid rem nders.

The second class actual ly consistihff t wo
subclasses - effortful avoi dance and nunbing of avoi dance.
iffortful avoi dance really represents a very strong w sh on
che part of the individual with the disorder to not be
axposed t0 cues in the environnment which would bring back
unbi dden pai nful nenories of the event.

o That could be individuals, places where the event
>ccurred, or their synbolic equival ence, people who are
associated with the events of tndt kind, so there tends to
se a network of cues whi&s can evoke painful reninders of
the event, and they are avoi ded.

Nunbi ng of avoi dance consists of feelings of
detachment, often a kind of a fairly broad |oss of interest

in significant activities, and | would also enphasize

difficulties in experiencing |loving and tender enotions and
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| ose relationships.

The third class of criterion for the hyperarousa
ynptons includes sleep difficulties which are very
ervasive and perhaps often clinically represent the nost
ifficult conplaints of PTSD patients, irritability and
nger managenent, anger, this controls a major public health
robl em of chronic severe PTSD, concentration difficulties,
ypervigi l ance, which neans being on guard when it is not
ecessary to do so, and increased startle reaction and

.xaggerated startle reflex to unexpected stinmuli, typically

jounds.

In order for a person to qualify for a DSM 1V
liagnosis of posttraumatic stress disorder, they nust
»xperience a catastrophic event, have disturbing enotions,
:xperience a pattern of synmptons in these three classes, at
.east one in the reexperiencing, three from the nunmbing of
- »idance, and two fromthe hyperarousal symptom category,
and, in addition, these synptons nust persist over tinme.

| would like to addres% briefly the nagnitude of
he public health probié@hof posttraumatic stress disorder
and | think that posttraumatic stress disorder is not
necessarily broadly understood in the scientific or public
community to be the substantial public health problem that
it is now being denonstrated to be.

[Slide. 1 ;
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The first thing to note is based on a recent study
published by Kessler and col | eagues froma nati onal
conorbidity study of over 5,000 subjects, a representative
sample of Anerican adults, nen and wonen, the lifetine
prevalence of posttraumatic stress disorder in the American
adult population is 7.8 percent. That is substantially
higher than the |ifetime preval ence of other well-recognized
disorders, such as panic disorder and OCD

In addition, posttraumatic stress disorder is a
very substantial public health problemdisproportionately
affecting women. Ten percent of wonmen and ELPercent of men
vill experience a diagnosable posttraumatic stress disorder
at sometime during their lifetime. The point prevalences
ire lower in the 1 to 3 percent range.

The other thing which is of great interest in
terms of public health issues is the answer to the question
*-« many people in their lifetine will be exposed to one of
chese catastrophic events - rape, severe notor vehicle
accident, severe exposure to a ndtural disaster, combat, and
ot her kinds of traunatr%ﬁ%Vents, how many of us in this room
w |l be exposed to this event at sonmetinme during their
lifetine.

The data now strongly suggest that 1 out of 2

Arerican adults will experience such a catastrophic event at

sometime in their life, and, of those, 10 to 20 percent of
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nose exposed will develop posttraumatic stress disorder.
hat |eaves then, if we take that proportion of the overall,
t leads to the 7.8 percent lifetine rate.

O interest also is the fact that not al
raumatic events carry an equal risk of resulting in
osttraumatic stress disorder, and anong the different kinds
f traumatic events, those that are particularly
raumatogenic with regard to the risk for PTSD, sexua
ssault is perhaps the nobst substantially inportant one,
onbat and severe accidental injuries.

Nat ural disasters, by contrast, pﬁEPably because
hey affect very large nunbers of people with relative
oderate | evel s of exposure for many, but not all, certainly
ot for those who | ose their honmes and have famly and
iriends even killed, but for the mgjority of people in a
.arge-scal e earthquake or a large-scale hurricane, |levels of
—posure tend to be nore noderate. So, the rates of PTSD
fter | arge-scal e disasters are substantially |ower than
after sexual assault. g

| suppose andtirer question, to cast this in a
broad framework, there was originally a kind of bias in this
field 20 or 30 years ago, that stress reactions follow ng
catastrophic events would be fairly tinme-limted and would
be more anal ogous to an adjustment reaction or a normnal

grief reaction, and we now have data to suggest that once

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




aj h

10

11

12

13

14

15

16

18

19

20

21

22

23

24

25

24

osttraunmatic stress di sorder becones established, it tends
0 be chronic rather than spontaneously remtting, and that,
n addition, specifically, the nedian time to remssion is
t least three years, and one out of three patients who
evelop posttraumatic stress disorder will continue to
xperience it for nore than a decade.

Just as an exanple of this, anong Vietnam conbat
eterans who served in the Vietnamtheater, who devel oped
osttraumatic stress disorder after the war, one out of two
ien and one of three wonen still have full-blown PTSD today

vased on the national preval ence study.

[Side.]

Py

As | mentioned, the traumatic events nost I|ikely
:0 precipitate posttraumatic stress disorder in the general
sopulation are rape and physical assault. | think it is
Important to note that these are disasters which occur at
-+ ; hands of other human beings as opposed to being natural
di sasters. The prevalence is twice as high in wnen, and
1ot only are twice as many womes’affected [ifetime with
>TSD, according to the “wiken’s health issues in
sosttraumatic stress di sorder, but once PTSD occurs, wonen
have a much longer duration of illness until average
spont aneous rem ssi on.

[Slide. 1

Posttraumatic stress disorder, |ike other anxiety
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i sorders, of course, rarely occurs in its pure form The
ure, nonconordid forms of posttraumatic stress disorder
hat are seen clinically tend to occur early on after the
rauma, in single event traumas, in well-functioning people
ho are hit unexpectedly by a single event, but where

ndi vi dual s have been repeatedly traumatized, as in
hildhood abuse or in conbat or in sexual assault and
omestic violence, it stands to be a repeated trauma, and
'here symptoms occur over tine, nonths, years to decades,
he pattern typically is one of high levels of conmorbidity.

[Slide.] .

What are the primary conorbidities of
josttraumatic stress disorder? First, mjor depression
‘ndex cases With posttraunatic stress disorder, nearly one
ind two wi Il have a diagnosabl e maj or depression either
>efore Or as a consequence or conplication of posttraunatic
=+ sess di sorder.

Second, substance abuse disorders. These are high
rates of conorbidity in PTSD randing from 27 percent for
drug abuse in wonen wich 2TSD to 52 percent in nen having
al coholism as a conorbidity in a man with posttraumatic
stress disorder.

| think if you were to ask the question in Amrerica
or internationally, Wwhat is the treatment of choice for

chroni c posttraumatic stress .disorder, it is not
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sychopharmacology, it is not cognitive behavioral therapy,
t is self-nmedication with alcohol and drugs conpoundi ng the
.ong-term negative consequences of posttraumatic stress
l'i sorder.

There is also a high conorbidity for diagnosabl e
nxiety disorders including 7 percent for panic disorder and

p to 31 percent for sinple phobias and spreadi ng phobic

avoi dances.

[Slide.]

Vll, if posttraumatic stress disorder has now
veen defined clearly with specific diagnostLE'Cfitefia' SO
‘hat we can arrive at a sense of the magnitude of the public
iealth problem and it tends to be a prevalent and chronic
rondition, the next question then becomes how disabling is
-his condition, and | think there was a bias early on in
his literature that not only were stress reactions
-—-ansient, but they wouldn't greatly disrupt working
rel ationship functioning. This has now been shown

sonvincingly in a number of stuafes not to be the case and

chronic PTSD, particul &2 in its conorbid form is highly
di sruptive of both somatic and psychol ogical interpersona
functi oni ng.

[Slide.]

There are a nunber of studies which indicate

hi gher medi cal and psychiatric conorbidity, a study by
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Jonat han Davi dson, who note the increased risk of attenpted
suicide.

| mght just diverge for a nonent for a persona
anecdote. This week, three clinicians from our PTSD group
in San Francisco are preparing to |leave for Taiwan to
>rovide training for nental health clinicians follow ng the
Tai wan earthquake.

The reason we were invited to go to Taiwan is
because there has been a dramatic increase in the suicide
rates follow ng the Taiwan earthquakes because of
destruction of property or injury of family’mfmbers.

So, suicide rates are an inportant issue both in
the acute and chronic form of PTSD and al so, of course, work
and social inpairment. Mst studies that have |ooked at
medi cal conorbidities have found higher rates of nedica
conorbidities in PTSD cases conpared to individuals who have.
e-zerienced g catastrophic event and never devel op PTSD.

In a study of our own group of male and fenale
Vi et nam conbat veterans, We show*poorer physi cal health, a
nunber of physi cal heafEﬁ%indices and wel | -being indices
showing poorer functioning and poorer enpl oynent.

O interest in this particular study from our
group, a very careful effort was nade to control for the

effects of the major conorbidities of PTSD. So, in

regression nodeling, e€ven after one controls for depression
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panic di sorder, alcohol, and drug abuse for its effect on
functioning, there is still a major independent effect of
keing di agnosed with PTSD in the conbat arena on poor

£ uncti oni ng.

The other studies,, | think are basically very
supportive of this general picture in poorer vitality,
social functioning, and a recent study by North and
colleagues fromthe Okl ahoma bonbi ng cohort indicate also
the very substantial inpact on work and relationship
function.

So, the posttraunmatic stress disoigsr is a
yrevalent, and where chronic especially, a disabling
di sorder.

[Slide.]

Wat do we know about the psychopharnacol ogi ca
.reatment of posttraumatic stress disorder? There is a |ot
-f . data on this slide, and | amgoing to try to sinplify and
say What are the major themes which energe fromthis review
>£ the published literature Of wduble-blind controlled
st udi es of medication #rSztment for PTSD

The first thing to notice is for a condition which
affects 7.8 percent of the American adult population at sone
-ime in their life, and can be very chronic and disabling,
tthere are a tiny handful of psychopharnacol ogi cal studies.

This a very badly under-researched area in a major public
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=alth arena.

The second thing is none of the nedications shown
ere are approved for the treatnent of posttraumatic stress
isorder. | think the other things to say is that if one
ooks--and this is kind of an informal way of reflecting the
ffect sizes for these studies- -you can see for the nost
art the effects, while neaningful, have been nodest. In
articular, With one notable exception of a study of a
onoam ne oxi dase inhibitor, the effects in veteran
opul ations, for reasons that are not conpletely understood,
end to be poorer than the effects in the ggngral
opulation.

As one exanple of that, a study by van der KolKk,
hich exam ned both veterans and general population with
i.SSRI fl uoxetine, showed good effects primarily in wonen
wurvivors of chil dhood sexual abuse and poor effects in
w» sdominantly mal e vet erans.

The other thing to note is if one |ooks at the
-otal N of all patients enrollew’in randoni zed controlled
trials in the world pucTZthed |iterature for posttraumatic
stress disorder to date, including those assigned to the
pl acebo conditi on, it is only slightly over 400 in the

entire world literature.

[Slide.]

| would like to conclude by saying just a few
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brief remarks concerning neasurenent of PTSD in a clinical
trial outcone setting and comment on a few measures.

| would like to say with regard to the Inpact of
Event Scale, which was a nmeasure devel oped in our own group
at the University of California at San Francisco in the late
1970s, this is a broadly used measure. It has been used in
over 250 publications worldw de on the psychopat hol ogy and
treatment of PTSD.

It was the first nmajor patient self-report neasure
to be widely validated for posttraumatic stress disorder.
The neasure does, however, have a si gnifica&limtation,
and that is, it measures only the reliving and nunbing and
avoi dance synptoms of PTSD, and entirely does not assess
very inportant hyperarousal synptons of PTSD, and for that
reason, in our group, We have revised the Inpact of Event
Scale in 1997 for the formwhich we now call the IESR which
d~zs include all 17 of the synptons of DSM IV PTSD, and we
no |longer recommend the use of the Inpact of Event Scale,
because it neglects a major domafn Of PTSD synptom response.

Wth regard cobther | nportant neasures, in terns
o clinician assessnent of posttraumatic stress disorder,

there is now a structured diagnostic interview protocol,
referred to as the cAPS, Cdinician-Admnistered PTSD Scal es.
There are several variations of this.
Thi s nmeasure has been devel oped by the Boston
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Division of the National Center for Posttraumatic Stress
Disorder, and is broadly considered to be the gold standard
of assessnent for posttraumatic stress disorder froma
clinician eval uat or perspective.

Finally, Jonathan Davidson and his colleagues at
Duke have devel oped the Davi dson Traunma Scal e, which unlike
the |ES and nore like'the |ESR is conprehensive for
@assessing from patient self-report perspectives all 17 of
the reexperiencing, nunbing/avoidance and hyperarousal
synptons as defined by the DSM

| would like to conclude at that ffﬂnt and before
introducing Dr. Farfel, who will continue with the next
presentation, | would be pleased to answer briefly any of
your questions, and Dr. Matthew Friedman, who is also here,
is the Executive Director of the National Center for PTSD

and | will be working closely to answer questions you have

t-day of a general nature about PTSD.

Are there any questions at this point?

DR. TAMW NGA: Do any &f the committee have
questions for Dr. Marmdros

[No response .1

DR. MARMAR: If not, | am pleased to introduce Dr.
Farfel, who wll give the next presentation

PTSD dinical Program Efficacy and Safety
DR. FARFEL: Thank .you, Dr. Marmar.
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[slide.]

Good norning. | wll be presenting to you now
fizer’s clinical devel opnment programfor sertraline in the
.reatment of posttraumatic stress disorder or PTSD.

Il will reviewwith you the design and conduct of
-he four clinical trials, as well as the efficacy results,
tnd then provide a brief review of the safety results.

[Slide.]

There were four doubl e-blind placebo-controlled
.rials in Pfizer's clinical devel opment program  Two
.nitialtrials, Studies 640 and 641, were rga’from 1994
:hrough 1996, and two confirmatory trials, Studies 671 and
582, were run from 1996 through 1998.

The design of the four trials was essentially the
sane, and the major difference anong them was that Studies
540, 671, and 682 were conducted in civilian medical
c~3ters, recruiting primarily from the general popul ation,
while Study 641 was conducted at VA nedical centers,
recruiting primarily fromthe veferan population.

Al four tridiZwere of 12 weeks in duration, and
the mean nunber of subjects in each treatnent group in each
trial was approxi mately 95 for a total of 376 subjects
treated with sertraline and 381 subjects treated with
pl acebo in the program

[Slide.] )
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The subject selection criteria for the four trials
re listed here. Subjects were to be outpatients of at
east 18 years of age, Who met DSMIII-R criteria for
osttraumatic stress disorder with a duration of symptoms of
.t least six nonths.

Subjects were to have a CAPS-2 rating of at |east
.0 at baseline, and were not to have a concurrent prinmary
wod or anxiety disorder, although they were allowed to have
v mood or anxi ety disorder considered secondary to PTSD.

Subj ects were not to have a current or lifetine
1istory of a psychotic disorder or bipolar 9L§order, nor
vere they to have nmet criteria for substance abuse disorder
vithin six nonths of trial entry.

Last, no behavioral therapy was to be initiated or
bngoing at study entry.

[Slide.]

P In all four of the clinical trials, subjects began
aith a one- to two-week single-blind placebo run-in followed
oy 12 weeks of random zed treatwént with either sertraline
or placebo, and there {z#+a one-to-one randomization to
sertraline and placebo.

Subj ects were dosed once daily beginning with 25
mg/day in the first week and then continuing flexibly

titrated between 50 and 200 ng/day thereafter.

Study visits to assess the efficacy and safety
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ere conducted weekly fromweeks 1, 2, 3, and 4 followed by.
iweekly visits at weeks 6, 8, 10, and 12.

[Slide. 1

This slide here lists the prinmary efficacy
ieasures that were used in Pfizer's clinical trial program
"he dinician-Adm nistered PTSD Scale has two parts, Part 1
mnd 1. Part 1 is used for diagnosis of PTSD as it was used
n these trials, and Part 2 assesses all 17 of the
liagnostic synptons of PTSD covering all three of the
symptom cl usters - reexperiencing/intrusion
woidance/numbing, and hyperarousal . The Cﬁﬁf-z I's rated by
he investigator.

The Davidson Trauma Scale mrrors the same 17
juestions as the CAPS-2, covering all three synptom clusters
>£ PTSD, and is rated by the patient.

The I npact of Event Scale, as Dr. Marmar just
=~ske about, assesses mainly synptons of intrusion and
avoi dance, and is rated also by the patient.

The CG, the Clinical  &lobal |npressions, ratings
>f severity of i 11 ness "% i nprovenent are rated by the
I nvestigator.

At the time Pfizer began its clinical devel opment
program the Davidson Trauma Scal e, or DTS, was being
proposed as a replacement for the IES because it assessed

all 17 diagnostic synptons of PTSD, however, at that time in
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993, the DTS had not been validated, soit was denoted as a
econdary efficacy neasure.

Since conpletion of our clinical trial program
he validation of the DTS has been conpleted, and it has
>een shown to be a sensitive and specific and reliable
weasure of change in PTSD synptons. For this reason, we
7ill be presenting the Davidson results along with the other
>rimary nmeasures in this presentation.

[Slide. 1

Addi tional specifics about the PTSD specific
symptom nmeasures-are |isted here. The CN”iif a structured
interview of 30 itenms which assess the core diagnostic and
issociated synptonms of PTSD, associated synptons being
symptoms, Such as homcidality or survivor guilt.

The primary efficacy nmeasure concerns the CAPS
-otal severity score, Which is the sumof the first 17
irams, the 17 diagnostic synptoms, assessing both the
frequency and the intensity of the synptom on a scale from
zero to 4, so the nmaxi mum posstie total score on the CAPS
total severity score i¥ %86 points.

The Davidson Traunm Scale is a patient self-report
I nstrunent which also assesses the.17 diagnostic synptons of
rrsp, @l SO in terns of frequency and intensity of the
synptom on a scale of zero to 4. So, the maxi num score on

the Davidson Scale is also 136 points.
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The I npact of Event Scale is a patient self-report
nstrunent which assesses mainly the intrusion and avoi dance
ynptoms of PTSD, and not nunbing or hyperarousal. There
re 1s items on the Inpact of Event Scale, rated from zero
eaning not at all, 1 meaning mld, 3 noderate, or 5 severe,
or a maxinmum total score of 75 points.

[Slide. 1

The next three slides present the subject
‘haracteristics and denographi cs of the subjects in the PTSD
rogram. IThe three studies run in the general population
studies 640, 671, and 682 are to the left, gng the study run
n the VA nedical centers, Study 641, is to the right.

Overall, in terns of denographics, there were no
lifferences between treatnent groups or anong the three
yeneral popul ation studies, whereas, the subjects in the VA
study, Study 641, were different, and | wll note that an
. «erisk does denote statistical significance at the 0.05
Level, red underlines, red underscores denote that the

- '
. _ _ a
>roportion of subjects in that Study differe

R,

fromthe other

chree st udi es.
In terms of gender, there were significantly fewer
females in the VA study, approxi mately 20 percent versus 75
percent in the general popul ation studies. 'here were fewer
whites in the VA study conpared to the general popul ation

studies, and the nean age in the VA study was approximately
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5 years conpared to 39 years in the general popul ation
tudi es.

The mean weight in the VA studies was slightly
igher than that of the general population studies, which
ould be expected in a study populated primarily by nales,
nd the mean duration of illness in the VA study, at 18
‘ears, was |longer than the nean duration of illness in the
-eneral popul ati on studi es.

[Slide. 1

Many subjects who suffer from posttraunatic stress
| i sorder have been exposed to nore than pnedﬁyaumatic event,
o the index traumatic event was defined at study entry as
:he trauna that was nost troubling to the patient at the
:ime of study entry.

In the three general popul ation studies,
>rimarily, sSubjects were the victinms of sexual or physica
~ssault, and the majority of themsuffered from chil dhood
abuse. That category included childhood sexual abuse,

chil dhood physi cal abuse, Of chirldnood enotional abuse.

In contrast, Tif*study 641, the VA study,

significantly fewer subjects were the victims of childhood

abuse, and the mgjority of the subjects had suffered

traumati c events connected to being in war or conbat.
[Slide.]

As stated by Dr. Marmar in the introduction,
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omorbidity with-PTSD is conmmon. In these four double-blind
rials, approximately 40 percent of subjects had a conorbid
epressi ve di sorder diagnosed by the investigator, and
pproximately 22 percent had a conorbid anxiety disorder

In terns of conorbid drug abuse or al cohol abuse
\istory, a significantly greater proportion of subjects in
he VA Study 641, had a prior history of drug abuse, and
ignificantly greater proportion of subjects in study 641
ad a prior history of alcohol abuse.

These proportions of conorbidity are consistent
rith what was seen in the National CbnnrbiQLLy Survey
ncluding the proportion of history of alcohol abuse or drug
ibuse in which it has been shown in several studies that
nal es tend to have a higher conorbidity of alcohol and drug
ibuse t han femal es.

In terns of history of prior treatment, there were
~#di fferences between treatnent groups or anong the four
studies in a proportion of subjects who reported a history

>£ prior treatnent. *

[Slide.] R

N

The nean dose of sertraline anong the four studies

oy visit week is shown on this table. In all four studies,
subj ects began at 25 ng once daily for one week, and then

were flexibly titrated between 50 and 200 ng based on

efficacy and tolerability. .
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There was no difference anong the four studies in
the rate of increase of the titration, and conpleters at
week 12 in all four studies were at approxi mately 150 ng per
d ay, and at endpoint were at approximately 135 ng per day.

[Slide.]

The baseline scores of subjects in the four trials
are shown on this table. As a reninder, the Qinical @ obal

Impression rating of inprovenent is not assessed at
baseline.

On the CADS and the DTS, both of which have a
maximum possi bl e' score of 136, and which hazi.identical
question structures and scoring, there was consistency
between the treatnment groups and anong all four studies in
the baseline scores, indicating patients of noderate to

narked severity of illness.

On the Inpact of Event Scale, with a nmaxinum total

c”»75 points, there was a nean at baseline in all four

studies with no difference between treatment groups of
approxi mately 39 points, and oni-the CGI severity rating, the
mean across all four Séﬁ%&es was approximately 4.5, again
i ndicating subjects with a noderate to market severity of
I 11 ness at baseline.

The next series of slides will present the
efficacy results fromthe four trials. ! would like to take

a monent to orient you to this slide first.
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[Side.]

This slide shows the nmain efficacy results from
study 640, the adjusted nmean change from baseline to
endpoint on the primary efficacy measures.

Sertraline-treated subjects are represented by the.
red bars and placebo-treated subjects are represented by the
bl ue bars.

In the first panel, the results of the CAPS and
t he Davidson are shown. The second panel contains the
results of the Inpact of Event Scale, and the third panel
contains the results of the CAd ratings of ffyerity and
| mprovenent .

In Study 640, on all five of these neasures,
sertraline-treated subject were significantly inproved
conpared to placebo-treated subjects on all five of these
measur es.

o The next three slides will show you, first, the
adj usted mean change by visit week for the observed case

anal ysis for Study 640 for the ‘wAps and the DTS, Fol lowing

that, we wll shom;you“ﬁtw mean change in the CAPS by
subjects, by discontinuation, by visit week, and then we
will show you the LOCF analysis

[Slide. 1

On the CAPS-2 for Study 640, subjects began to

separate, sertraline-treated.subjects pegan to separate from
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placebo at week 6 and continued separated through week 12,
but reaching statistical significance only at endpoint.

On the subject-rated Davidson Scal e, separation
began at week 1 and conti nued reaching significance at week
12 and at endpoint.

[Slide. 1

This graph shows the nean change on the CAPS-2 for
study 640 subjects at time of discontinuation. The visit
week is on the bottom and the nunbers up here are the N's,
the nunber of subjects that discontinued at any, given visit
week. The week 12 nunbers represent SubjeCEE,Who conpl et ed
the trial, and then the LOCF analysis is here over to the
right.

Sertraline-treated subjects had inproved to a
clreater extent conpared to placebo-treated subjects at tinme

of discontinuation at each visit week except for visit week

K pin which two sertraline subjects had worsened as opposed

to i nproving.

[Slide.] -

In the LOCF gﬁ@&ysis of the nean changes by visit
aeek for the CAPS-2 and the DTS for Study 640, sertraline-
zreated subjects were inproved conpared to placebo at week
5, but reached statistical significance only at week 12,
vhereas, Wth the patient-rated Davidson Scale, sertraline-

treated subjects were inproved conpared to placebo-treated
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ibjects at each visit week except for weeks 3 and 4.

[Slide.]

The primary efficacy results for Study 671, the
=cond general popul ation study, are shown here. On four of
he neasures, the CAPS, the DIS, and the CA ratings of
everity and inprovenent, sertraline-treated subjects were
ignificantly inproved conpared to placebo subjects.

In the Inpact of Event Scale, sertraline-treated
ubjects nunerically were inmproved conpared to placebo with

significance level of p equals 0.07

[Slide.l .

In the observed case analysis on the CAPS and the
TS in Study 671, referring to the CAPS panel to the left,
iertraline-treated subjects were significantly inproved
:ompared to pl acebo begi nning at week 2 and conti nuing
-hrough the renmai nder of the study.

o On the patient-rated DTS, sertraline-treated
subjects were inproved at nmultiple time points during the

S
rourse of the study.

(Slide.] O™

Turning to the graph | ooking at the nean change in
>APS score for subjects who di scontinued Study 671,
rem nding you that the conpleters are over here at week 12
and the LOCF analysis is here to the right, sertraline-

treated subjects who discontinued prior to endpoint had
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inproved conpared to placebo-treated subjects at each of the

other visit weeks.

[Slide.]

On the LOCF analysis of the CAPS-2 and the pts for
study 671, sertraline-treated subjects were significantly
inproved conpared to placebo-treated subjects begi nning at
week 4 and continuing through the remainder of the study on
both of these neasures.

[Slide.]

The primary efficacy results for Study 682, a
third of the general population studies arq‘§homn here. In
this study, sertraline-treated subjects, signified by the
red bars, were not inproved conpared to pl acebo-treated
subjects on any of the neasures, and on the Inpact of Event
Scale, placebo-treated subjects were significantly inproved
compared to the sertraline-treated subjects.

P The by week anal ysis of the CAPS or the Davidson
for Study 682 did not show the emergence of a treatnment
effect in favor of sertraline aﬁxany,of the visit weeks.

[Slide.]  T=®

In the fourth study, Study 641, the study
conducted in VA nedical centers, the sertraline-treated
group was not inproved conpared to the placebo-treated group
on any of these five efficacy measures.

What is notable here is that the nmagnitude of the
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c1ange for the sertraline-treated patients conpared to the
placebo-treated patients is less in this study than was seen
i1 the three general population trials.

Again, the by week analysis of the CAPS and the
Drs data did not show an appreciable sertraline treatnent
eifect at any of the visit weeks.
[Slide.]
A post hoc responder anal ysis was conducted where
tae definition of a responder was a 30 percent decrease in
the CAPS-2 total severity score and a CA inprovenent rating

cf 1 or 2 at endpoint corresponding to mucﬁdiyproved or very

nuch inproved.

The responder criteria were determned as a
consensus of clinician experts who were not famliar with
the results of the trials at the tine that they were

¢letermined. Again, the sertraline-treated subjects here are

-wresented by red bars and the placebo-treated subjects by
he bl ue bars.

In the two positive trials, Study 640 and 671, a
significantly hi gher pyév rtion of sertraline-treated
subj ects achieved responder status conpared to placebo
subj ect s.

In the other two trials, 682 and 641, there was
not a significant difference in the proportion of

sertraline-treated responders and placebo-treated
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asponders.

[Slide.]

To summarize, tw of three studies of subjects
rom the general population demonstrated the efficacy of
ertraline in the treatnent of posttraumatic stress
isorder.

In a fourth study, conducted prinarily in veterans
n a VA setting, the fourth study did not provide evidence
haf sertraline was efficacious in treating PTSD in this
opul ati on.

[Slide.] -

In order to further characterize the effects of
ertraline in the PTSD popul ation, we conducted additiona
nalyses to examne the effect of sertraline-treatnment on
he symptom clusters of PTSD to al so exam ne whether there
ras a treatment by gender effect, and last, to investigate
'« issue of conorbidity and the overlap of synptons between
?TSD and conorbid disorders.

| will note that none &f the studies was

srospectively power ed Eﬁ%ﬁconducting t hese additiona
anal yses.

The next three slides show the results of the

anal yses of the synptom clusters of PTSD, the
reexperienci ng/intrusion, avoi dance/ nunbi ng, and

hyperarousal clusters. !
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[Slide.]

The adjusted nean changes at endpoint are
epresented by these boxes, the red boxes being sertraline
reatnment, the blue being placebo treatment.

The two positive studies, 640 and 671, are shown
o the left, the third popul ati on study, 682, next towards
he right, and then the VA study, 641, to the far right.

In the two positive trials, sertraline-treated
ubjects were inproved conpared to placebo-treated subjects
n synptons or reexperiencing and intrusion. On the CAPS
he I npact of Event Scale, and the DTS, ;hezhfre i nproved
wmerically on all three ratings, reaching statistical
significance on the I ES and the DTS in Study 640.

[Slide.]

For the avoidance/ nunbing cluster, sertraline-
:reated subjects were significantly inproved conpared to
-"acebo on neasures on the CAPS, |ES, and the Davi dson Scal e
in Study 640, and also on the CAPS and the DTS, the Davidson
Scale, in Study 671. i .

I n Study 682*?%8 641, there was no treatnent

effect in favor of sertraline, and in Study 641, as I failed
to nmention on the previous slide, but it is simlar here,
the magnitude of the treatment response is nuch |ess than

was seen in the general population, studies.

[Slide. 1 i
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On symptoms O the hyperarousal cluster--and the
mpact of Event Scale is not here as it does not assess
iyperarousal--sertraline-treated subjects were inproved in
:he two positive study conpared to placebo subjects on al
‘our nMeasures, reaching statistical significance on both the
'aPS and the DTS in Study 671, and on the DIS in Study 640.

As was seen with the other clusters, there was no
significant treatment effect in favor of sertraline in Study
;82 or 641, and the nagnitude of the response in 641 was
Less than what was seen in the other general popul ation
studi es. —

[Slide.]

To sunmmarize, two of three studies in the genera
sopulation have denonstrated the efficacy of sertraline in
che treatnent of posttraumatic stress disorder. In these
cwo positive studies, sertraline-treated subjects were
i_sroved conpared to placebo on synptons of all three
clusters - reexperiencing/intrusion, avoidance/nunbing, and
hyper arousal, reaching statisticdl significance on 10 of the
16 neasures. ij%&

[Slide.]

Addi tional analyses were also conducted to |ook at
potential gender differences in the treatnment effects- The
analyses | wll be presenting are pool ed anal yses fromthe

three general popul ation studies as none of these trials
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were individually powered to conduct these anal yses.

[Slide.]

The efficacy results on the five efficacy
measures, the CAPS, the Davidson, the IES, and the Cd
ratings of inprovenent and severity are shown here for the
pool ed studies 640, 671, and 682.

In the woen, there was a significant treatnent
effect on the CAPS-2, the Davidson, the CAdIl, and the Cd-S
and the wonmen had inproved nunerically conpared to the
pl acebo group on all five of these ratings. The IES was the
rating scale in Study 682 in which there was, a signi ficant
effect in favor of placebo.

In contrast, for the men, there was not a
significant between group treatnment effect on any of the
five ratings, and the nean change in the men did not appear
to differ between the treatnent groups.

o The treatnent by gender interaction effect was

0.02 for the Davidson Scale and at the 0.08 |evel for the

CAPS- 2. e

[Slide.] %

nzp

This slide shows the sane five efficacy neasures,
but for the pooled positive trial 640 and 671 only, and here
the effect in wonen is significant in all five of the
efficacy measures and still there is no significant

treatnent effect energing for the nen.
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[Slide.]

This slide shows the nean change at endpoint in
he efficacy neasures for only the wonen in the two positive
rials, Study 640 and 671, |ooking at the CAPS, the Inpact
f Event Scale, and the DTS, the PTSD-specific synptom
easur es.

On these three neasures in both studies,
ertraline-treated wonen were significantly inproved
ompared to placebo-treated women in both trials. | want to
nphasi ze here that although the treatnent by gender
nteraction was noted in a pool ed analysis,ﬁgp both trials

ndi vidual ly, the sertraline-treated wonen were
ignificantly inproved conpared to the placebo-treated
romen.

[Slide. 1

The scores from the wonen from Study 640 on the
:-see clusters of PTSD synptonms are shown here, the
reexperiencing/intrusion cluster to the left, then
avoidance/numbing, and the hypetdrousal.

Owthesymn&ﬁ%Hmtms, wonen treated with
sertraline were significantly inproved conpared to placebo
>n the Inpact of Event Scale and the DTS with a trend toward
significance in the CAPS.

For the second cluster, avoidance/ nunbing, wonen

treated with sertraline were significantly inproved on the
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'’APS and the DTS conpared to placebo, with a trend on the
‘mpact of Event Scale, the |ES.

In hyperarousal cluster, the sertraline-treated
vomen were significantly inproved conpared to placebo on
>oth ratings.

[Slide.]

This slide shows the results from Study 671, the
second positive trial on the three synptomclusters, on the
ZAPS, the IES, and the DTS

Here, on all three of the synptom clusters,
sertraline-treated subjects were signifiqanziy i nproved
conpared to placebo on all of the measurenents.

[Slide.]

In two studies in the general population, wonen
treated with sertraline were significantly inproved on all
efficacy neasures conpared to placebo. In addition, the
cJStraline-treated wonmen in the two positive studies were
i mproved on synptons of all three synptom clusters,

)
reexperienci ng/intrusion, avoi dance/ nunbi ng, and

hyper ar ousal , reaching';" tistical significance on 14 of the
16 assessnents.

[Slide.]

As stated earlier by Dr. Ryan, and Dr. Laughren,
as well, one of the issues of this application is the
potential of overlap of synptoms between PTSD and conorbid

MLLERs(F)e?EP%RTétm&e%A@, I NC,

Washington, D.C. 20002
(202) 546-6666




ajh

10
11
12
13
14
15
16

18
19
20
21
22
23
24
25

51

depressive di sorders.

Addi tional anal yses were then conducted to
valuate the relationship between PTSD and depressive
isorders in terns of overlap of synptons.

[Slide.]

This table shows the nean baseline HaD scores
or the two positive trials, Studies 640 and 671 pool ed.
he HAMD 24 item scale was the scaled used in these
linical trials. Subjects were stratified by whether or not
hey had a SC D based diagnosis of a depressive disorder at
asel i ne. On the HAM D 24, the baseline schg for subjects
ho did have a diagnosis of a depressive disorder was 24
onpared to 19 for subjects who were not diagnosed with a
onor bi d depressive di sorder

We have also calculated the baseline scores on the
AM D using the nore traditional HAMD 17 item score. In
wis case, Subjects with a conorbid depressive disorder had
. mean at baseline of 18 conpare to 15 for subjects with no
-omorbid depressive disorder.

Thus, patienZ&®sith PTSD, whether or not they have
a conprbid depressive disorder, have nmoderate scores on the
4AM-D, which may be a reflection of the HWMD s ability to
regi ster PTSD synpt oms.

[Slide. 1

This tabl e shows the correlation of the change in
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di stingui shed from an effect on depressive disorders.

52

the HAM-D from baseline to endpoint with the change on the
three PTSD-specific synptom scales from baseline to
¢ ndpoi nt .

This is again Studies 640 and 671 pool ed, the two
positivetrials. There is a strong correlation on all three
of the PTSD synpt om neasures between the HAM D change from
baseline to endpoint and the PTSD neasure regardl ess of
whether the subjects were treated with sertraline or
placebo, so the effect seen here is not necessarily a
sertral i ne-based effect.

[Slide': 1 -

Because of the issue of conorbidity with

W conducted two types of analyses to address this
i-pue. One was to stratify subjects by the presence or

absence of a SC D-based diagnosis of a conorbid depressive
di sorder, and another was an aﬁgfysis‘of t he individua
itens of the CAPS-2, s@igkof which are not common to

subj ects who have depressive. disorders.

[Slide.]

This slide represents the stratification with or
wi t hout a conorbid depressive disorders of subjects in the
two positive trials, Studies 640 and 671. The nean change
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frombaseline to endpoint on the CAPS, the Inpact of Event

Scale, and the DTS

In both groups, with sertraline again represented
in red, sertraline-treated subjects were significantly
i nproved conpared to placebo-treated subjects regardl ess of
whet her or not they had a conorbid diagnosis of a depressive
di sorder at study entry.

[Slide.]

This slide shows the sane type of analysis, but
conducted on the cohort of wonen in the two positive trials,
Studies 640 and 671. Here, too, sertraline;}ieated subj ects
were significantly inproved conpared to placebo-treated

subj ects whether or not they had a conorbid diagnosis of,

depressi ve disorder.
[Slide.]

Looking to the analysis of the 17 individual itens
cthe CAPS-2, this is again the cohort of men and wonen in

the two positive trials. Sertraline-treated subjects were

nunerically inproved conpared é7'placebp-treated subj ects on
nost neasures, but spegzi'cally, | ooki ng to nunbers 5 and 6,
avoi di ng thoughts of the traumatic event or situations, a
significant inprovement in the sertraline-treated group on
these synptons that are not Iike synptons of a depressive

di sor der.

Simlarly, items 15, hypervigilance, and 17,
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physiologic reactivity, are also significantly inproved in
the sertraline treatnent group.

[Slide.]

On this slide, we have the results of the 17
individual itens of the CAPS-2 for the wonen in the pool ed
positive trials, 640 and 671

Here, nost of the synptons were significantly
inproved in favor of the sertraline treatnment group.

Notably, items 1 and 2, intrusions and distress at rem nders
of the traumatic event, No 6, avoiding situations, and No.
15, hypervigilance, all of which are not comron synpt ons
that are comonly seen in subjects with depressive disorders
al one.

[Slide.]

Sertraline then is effective in treating subjects
wth PTSD with and wi thout a conorbid depressive disorder
<4 it Is effective across the range of PTSD synptons,

i ncluding synptons that are characteristic of PTSD, but not

. . o 4
of depressive di sorders.

(Side.] B

This table is a summary of the results from the
three general population studies in all subjects and in
wonen. The sertraline-treated subjects were inproved

conpared to the placebo-treated subjects on five of the

primary efficacy neasures in-Study 640, and four of the five
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measures in Study 671 with a trend on the fifth neasure,

In addition, in all patients in the two positive
trials, sertraline-treated subjects were inproved on 10 of
the 16 measures of the symptom clusters of PTSD

In the cohort of women in the positive trials,
women treated with sertraline were significantly inproved on
all of the efficacy neasures conpared to placebo, and in the
symptom cl uster analysis, the women treated with sertraline
were | nproved conpared to placebo on 14 of the 16
assessnents.

[Slide; 1 -

| would now like to present a brief review of the
safety of sertraline in the treatnent of PTSD. The safety
was investigated in 757 subjects, and nothing that was found
in this devel opment program suggests a risk that has not
already been identified in previous trials and indications,
e-4 is already not described in the |abeling.

[Slide. 1

This tabl e shows the“ificidence of the nost
Erequent adverse event & Been in the PTSD clinical program at
an i nci dence | evel of at |east 10 percent in the sertraline-
treated group

The nost frequent adverse events were diarrhea,
headache, nausea, insomnia; sommol ence, dry nouth, nalaise,

fatigue, and ejaculation failure. Those with the asterisks,
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i arrhea, nausea, Insomia, et Cétera, are statistically
ignificantly higher in the sertraline-treated group
onpared to the placebo group

[Slide.]

The incidence of adverse events associated with
iscontinuation including | aboratory abnormalities with
dverse events are shown on this table. Ten percent of
ertraline subjects and 5 percent of placebo subjects were
liscontinued due to an adverse event or |ab abnormality, and
his difference was statistically significant. The two
dverse events nost comonly associ ated witELEreatment
liscontinuation were nausea and headache.

[Slide. 1

Overall, the incidence of serious adverse events
n this programwas low, 2 percent in the sertraline
:reatment group and 1 percent in the placebo group,
-~presenting 8 of 374 sertraline subjects and 5 of 376
>lacebo subj ects. ¢

None of the serious auderse .events was consi dered
-0 be treatment related 8 the investigators.

[Slide.]

Hemat ol ogy and chem stry profiles were conducted
for each patient at baseline and during the study, as well
as endpoint. W looked at the incidence of |aboratory

abnormalities exceeding defined criteria for each paraneter.
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This table shows the paraneters with an incidence
f at least 1 percent in the sertraline treatnment group.
werall, the incidence of abnornalities on | aboratory
>arameters was | ow and there was no statistically
significant difference in the incidence between the
:reatment groups.

[Slide. 1

Overall, treatment with sertraline was found to be
safe and generally well tolerated in this clinical program
and the safety profile of sertraline in the PTSD program was
found to be consistent with that of the curfEPt | abel i ng,
and I would refer you to your Table 25 in your briefing
docunent for a conparison with the other |abeled
I ndi cations.

[Slide. 1

To conclude, the efficacy of sertraline in PTSD
v-5 established in. two adequate and well-controlled clinical
trials. The safety of sertraline in 757 patients with PTSD
was-consi stent with the currenﬁg?ébeling for the two ot her
approved i ndications. R,

| would now like to ask Dr. Gary Ryan to cone up
and provide a brief summation.

DR. TAMM NGA: Before you leave, | would like to
ask the committee if anybody has any questionsfor You.

DR  DOM NGUEZ: Yes, | do.
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How representative was your population in the
sample that you col |l ected versus the population with PTSD
with regards to marital, status, with regards to race, and
wi-th regards to ethnic origin?
DR FARFEL: W only collected marital status in
-wo of the trials, and in ny understanding, it seens to be
representative, that a large nunber of the patient
population was not married currently.

Wth regards to race, We had primarily Caucasians

in these studies, primarily whites, | am not sure that the
literature--1 don't know if Dr. Marmar or Dr‘_‘_.Friedrran want

t0 address this--1 amnot sure that the literature has

established that this is not representative in any trial.

Do you have anything to add? No, | don't think
that there is anything in the literature that would
e:stablish that this was not representative.

o DR TAM NGA Dr. Tenple.

DR TEMPLE: The FDA review notes that you have a
rwumber of trials, Of placebo-confrolled trial s ongoi ng of
<rarious kinds. ! jus‘tv%dered.if those contribute anything

t-o the gender analysis in particular or anything else.

DR. FARFEL: No. Sonme of the trials are still

1indergoing data analysis currently, and to our know edge,

110.

DR. TEMPLE: And the long-termtrial, does that
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rontribute?

DR. FARFEL: No, not in a considerable way, no

DR BREWERTON: Wen you refer to the PTSD
>atients Wi th and w t hout depressive disorder, are you
referring specifically to najor depressive disorder, or are
rou i ncluding other depressive disorders, such as dysthym a?

DR FARFEL: Yes, we are including dysthyma in
-hat categori zati on.

DR BREWERTON: The HAMD was 19 in your
1ondepressive group. It seens fairly high for a
rondepressed group. -

DR FARFEL: The subjects with dysthyma were
counted in the depressive disorder group.

DR TAWM NGA: Dr. W nokur.

DR WNOKUR  Are there any comments to be nade
about Trial 682, the third of the general population studies
r-sative to the other two that showed significant
di fferences?

DR FARFEL: | am sorrgy? _.

W

DR WINOKUR: X.;

ze there any comments to be nade

about analysis of the one general population study that did
not show significant treatnent differences, 682 relative to
640 and 6712
DR FARFEL: In terns of understanding the
results? No, we saw a relatively high placebo response
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ompared to the other trials and a bit of a |ower sertraline
esponse conpared to the other trials, and that seenms to be
he results.

DR HAMER  In examning the relationship between
epression or the effect on depression, the effect on pTsD,
id you do an analysis in which you used the PTSD scale
cores, the CAPS or the Davidson as the response variable
nd covariate it out, either baseline Haml|ton depression or
hange in Ham lton depression?

DR FARFEL: | will let Dr. Gaffney address that.

DR TAMMINGA: Would you identify;zfmrself bef or e
ou Start.

DR. GAFFNEY: Good norning. M chael Gaffney. |
ras the statistician on this project for Pfizer.

To answer your question, we did both of those
mnalyses. Specifically we [ooked at the Ham |ton depression
.«scline score as a covariate. It is a very weak predictor
>£ response for the CAPS total and the Davidson total
\1so, the Ham | ton Depression schles are fairly evenly
salanced at basel i ne, ﬁgﬁ% so that the adjustnment that one
vould make in the covariate analysis is negligible and the
significant results hold.

Regardi ng the changed score, though, the effect of
sertraline on reduci ng the Hamilton Depression Scal e is

| arger than the placebo group. There about an eight- to
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ine-point drop on sertraline group conpared to that of a
hree- to four-point drop for placebo.

So, using the covariate in Ham |ton Depression
cale there, it is strongly related to the change in the
APS total and the Davidson total, and you have this
mbalance in the effect sertraline and placebo, so that
here is a considerabl e adjustnent there.

You change maybe a nine- or |o-point sertraline
ffect on the CAPS-2, reduce it to about a five- or six-
oint change, and that is statistically significant still
oth for the CAPS and for the Davidson. o~

DR HAMER.  So, even though you covariate out
thange in Ham |ton Depression Scale in the studies in which
ou did have positive results, you still had a significant
lifference between drug and placebo on the CAPS or the
yavidson after covariating out change in Ham|ton?

P DR. GAFFNEY: That is true. |"also want to point
>ut that, as | amsure you are aware, if it is a very

:onservative approach because Tt%s assuming that the change

>n the Hanmilton Depreséi%@ I s somehow causing the change on
-he CAPS-2 when the results could be the opposite or

neither, but you still have, after. covariating out the
differential effect of sertraline on the Hamlton Depression

Scale, you still have significance on the CAPS total and the

Davi dson. )
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DR HAMER: Did you do those analyses also in just

omen?

DR GAFFNEY: Yes, the analysis that | am
eferring to specifically is in just women. | did the
nalysis also in the two positive studies, as well, and the

-esults, as | said, hold as well.

DR HAMER: And if you do the analysis on the two
ositive studies, you nean nen and wonen pool ed?

‘ DR GAFFNEY: Yes.

DR HAMER  But, of course, those studies had nore
romen than nen in them e

DR GAFFNEY: It i s dominated by wonen. The
| unbers that | gave you were the nunbers that are specific
o the analysis in wonen fromthose two trials.

| do have a slide | could put out if it's helpful
:0 the comittee.

P DR. HAMER. | would appreciate it.

DR TAMMINGA: Wiile we are waiting for the slide,
t would like to ask Dr. Farfel*gg'clarify sexua
dysfunction. How did ?E%%assess sexual dysfunction in the
satients, and did you do it differently in the nen and the
vomen, did you use a specific scale?

DR. FARFEL: No, we just used self-report fromthe
patient or if the investigator chose to probe with

questions, but we did not use a rating scale
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[Side.]

DR GAFFNEY: This slide summarizes the
information 1 was giving verbally before. This is in the
worren pool ed over the two positive trials, 640 and 671.
These values here are the values of the response on all of
the variables unadjusted for the change in the Hamlton
Depression. One can see that there is statistica
significance for the CAPS-2 total, the DTS, the IES, and the
Cd inprovenent. These are basically the results that Dr.
Farfel showed.

When we | ook at the adjusted analxgls, these now
again, to reiterate, are adjusted for the differential
change in Hanilton Depression total. Again, sertraline
effected about an eight- or nine-point change, placebo,
about a three- or four-point change in this dataset, so
adjusting for that larger effect on the Ham|ton Depression
c~ale, we reduce what we see for the sort of pure effect of
sertraline and reduce it to the nunbers that one sees here
under the Adjusted col um, howev8r, the statistical
significance still holds™

Again this is a very conservative anal ysis because
it is taking two outcone variables. and adjusting one for the
other in a sense of a causative way when that relationship
doesn't need to be hol ding:

DR HAVER: And this is in the nodel that had
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enter effect in it?

DR GAFFNEY: This was a nodel that had a center

ithin study, as well as a study effect in it, SO it is not
conpil ation of the data over the study. It is using a

orm of meta-analytical nodel for it.

DR HAMER  Thanks.

DR. TAMM NGA:  Dr. Sout hwi ck.

DR SOUTHW CK: Were there any anal yses directed
't t.he rel ationship between duration of illness and
reatment efficacy?

DR GAFFNEY: VYes. | wll put upifew slides to
\ddress t hat .

[Slide. 1

I will just take a second to orient you to the

structure of the slides. This slide summarizes the anal yses

:hat were done stratifying patients according to whether the
»-gation of their synptons of PTSD were greater than five
sears Or not.

Down the |eft column nére, those that had their
synptons within five y%gg%, the results are summari zed.
Jver on the righthand side, Patients where the synptoms are
| onger than five years are summarized, as well.

The information that is given for the three
general popul ation studies; for the two conprehensive

scales, the CAPS-2 and the patient-rated Davidson Scal e.
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TInese nunbers are the mean responses, the nean changes from

bsseline within that particular strata. The sanple size is
iven in parentheses, soone can see the distribution of
atients according to the stratification

Down at the bottom again, in a sort of form of
eta-anal ytical way of conbining the information over the
hree general population trials, one sees the overall nean
esponse versus placebo by strata.

This is for all patients, nen and wonen, in the
hree general popul ation studies.

If we go to the next slide, we can see this broken
ut by wonen.

[Slide.]

This information now is the sane as was in the
receding slide, but just confined to women. | think that
ne thing to point out is that 682 in a sense, when one does
-ese anal yses, Yyou can nmake the case that it really doesn't
:lucidate the point, it obscures it a bit because it's a
study with no effect, and if ome®looks at 640 and 671, |
:hink you can see that'%%% significance is there for wonen
in the strata which is synptonms less than five years versus
-hose that are greater than five years.

The bottom line I think of this would be that

vithin thi s dataset, women are responding sort of equally

wel | whether or not their synptons are within five years or
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ot.

The next slide would be nmen, which shows that the
on-effects seen in nen is consistent regardless of strata.
"here may be a little bit of an effect here that one can see
ith men whose synptons are within five years, but we have
roken this data according to nmany of these potential
redictors of response, and one is always getting a little
ronet hing on one side or other, but I don't think there is
uch to nmake out of it, but in general, the durations in
his trial are not real predictors of response.

DR SOUTHWICK: | have one other question.

Was there an attenpt to conpare single traumas to
wmltiple traumas in terns of efficacy?

DR GAFFNEY:  Yes.

[Slide. 1

This is the same structure to the slide as was

~eown previously except nowthis is stratified by patients

,resenting With nore than one trauma. FPatients categorized

TE
>ver here are those that present with.a single index trauma

>atients categorized on-2ne righthand side are patients who

ire presenting with the index trauna plus sone additional

rauma.
Again, this is for all patients in all three of

t he general popul ation studies going down to the bottom

line, which is probably the clearest way to viewthis

M LLER REPORTI NG COVPANY, |NC
507 C Street, NE

Washi ngton, D.C. 20002
(202) 546- 6666




aj h

10
11
12
13
”
15
16

18
19
20
21

22

23

24

67
nformation, in the conposite, one sees significant
sertraline effect versus placebo regardl ess of whether one
>resents With a single trauma' or with nultiple traumas.

[Slide.]

This is again the effect in wonen al one, the sane
ssults since the overall result is driven by wonen. Again,
E you confine yourselves to 640 and 671, you even get |
aink a clearer picture of the effectiveness of sertraline
itﬁin both of these strata, and for the sake of
smpleteness, let's put up the men after that.

| think we see here that again, rsgﬁrdless of

‘resenting with a single or multiple trauma, there is no
ignal for effectiveness of sertraline in the nale
opulation.

DR SOUTHW CK:  Thank you.

DR. TAMM NGA: Any ot her questions from the
- amittee? Dr. Geller.

DR GELLER  Could you show anal yses by substance

<R
ise?

DR GAFFNEY: -

[Slide. 1

This is actually quite an interesting
stratification because when | show it with nen, it is very
indicative of some effect of sertraline in the strata where

nmen have had a history of drug abuse, but | amgetting ahead
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f nyself a little bit, going back to all patients in the

hree trials.

W have stratified again by whether they have
resented With a history of drug abuse, no versus yes. This
yes, " of course, would have to be previous to six nonths
nrollment in the study. | think Dr. Farfel nentioned that
s an enrollnent criteria.

In all patient population, we see that sertraline
:ff;ctiveness Is smaller actually in those who are
yresenting W thout a history of drug abuse, quite a bit
.arger I n those patients who present with %JE}StOrY of drug
wbuse. The sanple size is relatively small, these are not
.arge sanpl e sizes, but the conposite does give you this
information and a somewhat |arger effect in this
subpopulation conpared to those presenting without it.

If we go on wonen, We can see it is consistent
..hin womren, as wel | .

[Slide.]

Again, wthin monen,:§%u W ll see a larger effect

>f those snal | nunberAéé; omen presenting with a history of
drug abuse relative to those who present w thout one, but
again, there is dimnished effects, but they are
significantly in favor of sertraline versus placebo.

The interesting slide is the next one where we go

on to nen. !
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[Slide.]

There is no real signal in these three studies and
n the VA study about the effectiveness in nmen except for
his very snall strata of men presenting with a history of
.rug abuse, you actually do get statistical significance for
ertraline versus placebo in this group, and it is confirned
lso in the DIS. This is nearly significant, there is just
to asterisk up there. Nothing at all going on in the
ajority of patients who are presenting without a history of
irug abuse.

| mght add, although it is not qghpere, that in
i41, the VA study, Wwhere you have nore nmen with substance
ibuse, | believe there is probably 19 on sertraline and 10
>n placebo, if | renenber the numbers. This is confirned.
'here is a 20-point drop in the GAPS total for nen with a
ristory of drug abuse, a |o-point drop for placebo. The
- abers are reduced quite a bit, but the separation of a 10-
>oint separation is there.

I f you put all those“gﬁmbers t oget her, the four

trials of men who have™a’

istory of drug abuse, you do get a

significant effect in favor of sertraline.

DR TAMMNGA: As | recall, Dr. Farfel, the

exclusion criteria was six nonths of active drug abuse?

DR FARFEL: Yes.
DR. TAMM NGA: Additional questions? Dr.
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Do nguez.
DR DOMNGUEZ: Yes. | would like to refer to
y our responder analysis, which | believe is the post hoc
analysis. First, a clarification. |In sonme of the pre-
meeting materials that we received, it said 30 percent
decrease in CAPS and/or a C3 of 1 or 2. | want to clarify

that, is and a C@ score of 1 or 2, am| correct?

DR FARFEL: That is correct, it is "and."

DR. DOM NGAUEZ: The second question is and why 30
percent? What criteria did you use to establish that a 30
percent drop was a clinically significant dﬁffease in the
symptoms?

DR FARFEL: In the 30 percent drop was a
consensus of experts in PTSD. W originally devel oped
responder criteria for one of our |ong-term protocols that

I ad responder status as an entrance criteria, so the

r~aponder criteria were devel oped by this consensus group

outside of analysis of these 12-week trials, and they felt
that a 30 percent drop due to t=Z chronicity and the effect
on daily life functionffﬁgPTSD subj ects, PTSD patients, they
felt that a 30 percent drop, Which in other disorders m ght
be consi dered a nodest drop in synptonms, could actually be a
profound drop in these highly chronic patients if it is also
acconpani ed by an overall inmprovement on the CE, and there

was a mnimumcriteria that the 30 percent had to be at
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east 15 points.

DR. DOMNGUEZ: Did you by chance conduct any
nal ysis using a higher percentage?

DR FARFEL: Yes, we did.

[Slide. 1

These are the two positive trials, 640 and 671,
oth nmen and wonen, and these are the cal cul ations of
ercent responders. \Wen the criteria were varied using a
GI | mprovenent rating of 1 or 2 and either a CAPS decrease
£ 20 percent from baseline, 30 percent, which is what was
shown, 40 percent, or 50 percent, and the d’i‘l:j erence between
.he treatment groups hol ds regardl ess of the CAPS criteria.

DR. DOM NGUEzZ: Thank you.

DR. TAMM NGA: Any other questions by the
ommittee? Dr. Brewerton.

DR. BREWERTON: Yes. Did you do any anal yses that
~pked at the possible role' of the age at the first trauma?

DR FARFEL: Dr. Gaffney?

) DR GAFFNEY: Was it ‘ade or-aged? No, we didn't
lo a specific analysi sl‘ﬁ’mkl ng at that. W did |look at age
>£ the person, and | showed stratified by five years. I did
also | ook at a nultivariate anal ysis using both age and

duration of synptoms which would in sone way capture their
age at the time of occurrence. In those cases, there was no
significant--
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DR. BREWERTON: How about presence of child abuse?

DR GAFFNEY: | did a stratification by that as
he index trauma, if you would like to see that information.

[Slide. 1

This is the results stratified by whether the

atient presented with an index trauma of chil dhood

hysical, sexual abuse. Those that did not are |isted here
n the left side, those who did are on the right side. One
an see the distribution of patients in these three trials.
"here again are all patients.

One can see again here that pa;ieEE? presenting
ith a chil dhood physical, sexual abuse, effectiveness with
£ sertraline is significant and quite a bit |arger than one
,ees here in those that are presenting without a physicgl,
iexual abuse. |

Again, | think that 682 naybe obscures a little

.- the effectiveness of sertraline in the strata for 671,
and a little bit for 640.

If we go on to the women, 1-think we see the

ef fectiveness shown a Y% le bit better

[Slide.]

This is in women. Again, Wwe always see a stronger

effect when we parse out the nmen because there really is no

effectiveness in the men. 'Again, Whether the wonen are

presenting with childhood physical, sexual abuse or not, one
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has overall significance, and | think if you look at the two

positive trials, 'you will see that the effect of sertraline

is not really dependent on this.

If we go onto the nen, we will show that for the
sake of conpl et eness.

[Slide.]

Here, this is another indicator simlar to what |
Inad shown with the history of drug abuse, where if you | ook
at the small nunbers of patients--and again you can add them
up as well as | can--there is only 10 patients on sertraline
who came with a childhood physical, sexu;l ﬁ]iuse’ 1322 on
pl acebo, one does see a separation out and effectiveness of
sertraline in this very small subpopulation. Again, these
are all post hoc analyses, exploratory analyses to try and
understand what is going with the data, particular as it
regards men.

- DR TAMM NGA: Any nore questions fronithe
conmittee to Dr. Farfel? Dr. North.

DR NORTH Yes. | wolider if you have any data on
the percent who had cl ﬁf@eal rem ssion from PTSD.

DR. GAFFNEY: W do not have data on that. Ve did
not stratify or look at that as a response criteria.

DR TAMM NGA: It appears as though the committee
is finished with the questions for you, Dr. Farfel. Thank
you. ,
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Conclusion
DR RYAN As Dr. Farfel just reviewed, results

rom Pfizer's PTSD clinical program revealed a significant
ertraline treatnment effect in two of the three studies
;onducted in the general patient population. No significant
reatment di fference was observed in the fourth trial
ronducted I n the VA setting.

Sonme of the issues which will be discussed today
1ave been observed before in the devel opnment of drugs to
.reat psychiatric indications. One is the realization that
>oth positive and negative clinical trials Egye been
reported in NDAs of marketed psychiatric drugs.

In addition, PTSD, as with other psychiatric
illnesses, exhibits overlapping synptonms and conorbidities
vith ot her diagnoses including nmood, anxiety, and substance
abuse disorders, however, as just described, patients wth
»T3D al so present with distinct synptons for which a
oeneficial effect of sertraline has been observed.

Anot her point for disclission will relate to the
difference in the treatﬁ@&t effect of sertraline in men and
wormen in these data. An analysis by gender in these studies
revealed a strong response in wonen who were random zed to
sertraline conpared to placebo.

This finding was -replicated in the two positive

trials. In contrast, NnO significant treatnent effect was

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




aj h

10

11

12

13

14

15

16

18

19

20

21

22

23

24

25

75

bserved in men. Clear answers to the observed gender
ffect are not readily apparent, however, we wll| be happy
oday to discuss the interpretation of these results with
ou.

Thank you.

Are there any additional questions?

DR. TAMM NGA: Does the conm ttee have any
mestions for Dr. Ryan?

[No response. 1

DR TAWM NGA: | think the conmttee does not have

mny additional questions for Dr. Ryan, and :vithank Dr. Ryan
ind his teamat Pfizer for a clear and lucid presentation of
-he information to us and for answering many of our
juestions.

| think we will take a break now and return at ten
ninutes after 10:00. W wll restart the hearing at that
Lde .

Thank you.
[Recess. 1 -

DR. TAMVIINGP;ﬁ:i’ - would like to call the neeting to
order again for the continuation of our discussion of
sertraline and PTSD. | would like to say that after the FDA
presentation, Wwe are going to have the open public hearing
for those of the public speakers who are here.

Before the commttee begins its deliberations for
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ooth the conpany data and the FDA presentation, we wll hear
irom the public speakers.

Wth that, | would like to call Dr. David Smith
sho is the statistical reviewer fromthe Ofice of
3iostatistics for the FDA. | would like to point out to the
sommittee that Dr. Smth's slides are in your blue folder,
if you would like to follow al ong.

Dr. Snith.

FDA Presentation
Statistical Review

DR. SMITH: Thanks very much

PV
[Slide. 1
| amDavid Smith. | ama statistical reviewer at
the FDA. First, | would like to say that while | am
speaking, | would like the conmttee to junp in and ask me

for clarifications as we go through in case | don't make ny

»-ant clearly or if you have a question 'about the tables,
and things like that.

[Slide. 1 E
| am goi ng tgj%%esent the FDA' s review experiences
while reviewing sertraline for posttraumatic stress

disorder. Here, of course, is the proposed indication
sertraline is indicated for the treatment of posttraunatic
stress disorder.

| am not going to repeat the sponsor's
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»resentation. | thought they gave an excellent overview of
some of the issues that we are facing. | amjust going to
>resent the FDA s perspective and a few of the issues that

soncern US as a regul atory agency.

[Slide. 1

As Dr. Laughren pointed out in his earlier
comments, this is the FDA's first experience for
costtraumatic stress disorder as an indication, and we
invite the committee to give their perspective on some of
the issues that we are going to present.

The issues that i would like to Pﬁ&?ent'there is
three of them three main ones. The first is the relevance
of Study 641, the veteran study, and Study 682

The second issue is, of course, the gender
difference, and the third is the issue of PTSD inprovenent
oeing rel ated to depression inprovenent.

- | am going to go through each one of these in turn
and then sunmarize the points after these three issues.

(S de. ] vr

Here, we seéffﬁé denographi ¢ characteristics of
the three studies. This is the veteran study here, and the
other'three studies are 640, 671, and 682. 640 and 671
again are the two pivotal studies.

The sponsor had a sinilar slide earlier. What |

would Iike to showin this slide, and for 641, it appears on
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ne surface that we are dealing with a different aninal

are, that gender ratio is different, the mean age of the
atients is older, the duration of illness is older, 18
ears versus 11 to 12 years. O course, conbat is the
rimary triggering event, and tine since traumatic event is
uch longer in the veterans population. Dr. Gaffney from
fizer addressed this question, tine since traumatic event
nd how that affects PTSD outcomne.

The other three studies hang together nuch better,
hough. 640, 671, and 682 are simlar denographically, at
east on the surface. SO one of the concer ns t hat FDA has
s, as | think Dr. Laughren nentioned earlier, is that of
eproducibility or robustness of the results.

640 and 641 had identical protocols. 671 and 682
tad identical protocols.

[Slide. 1
& Here, are nean changes from baseline on the three
srimary endpoints - CAPS-2, IES, and CG-S. Again, we see
that 640 and 671 showed statistiZal significance on these
three endpoints. 641Z£¥%§S is striking to ne that the
i mprovenent in the PTSD scales aren't even in the sane
bal | park as the other three studies.

| have to say that the way we interpret these

scales is that large negative differences inply patient

benefit. SO, here, for CAPS+2 and 33, this says sertraline
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s better than placebo, because sertraline is nuch nore
yegative in magnitude.

So, one concern is, of course, that the veterans
just don't seemto have the sane type of response on PTSD
rhe other concern again is the lack of reproducibility or
~obustness in 682. Even though the scores are in the sane
sallpark, it has been nentioned that this could be just a
Large placebo effect that washes out any difference and it
nakes the p-val ues not significant.

What is interesting is that on the Inpact of Event
scale, Dr. Farfel mentioned that placebo patients i nprove
nore than sertraline patients on the Inpact of Event Scale,
and that is statistically significant.

[Slide. 1

Again, for 641 and 682, one issue that we have is
the | ack of confirmation for these two studies. G ven that
_.s denographics for 640, 671, and 682 are nostly wonen
anrol led, 641 nay be the best evidence that we have for a

. . A":"".?’
sertraline effect in nmales, howéver, there was no

E

difference, but there s iots of other things that come

along with the veteran study, as well, and | have nentioned
some of them that it could be a different biochemstry

going on--1 am just guessing--or it could be an ol der

popul ation or nore duration of PTSD.

How woul d FDA interpret? V& would like
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uggestions fromthe conmttee for their perspective on how
e should interpret 640 and 671 in light of these two
upportive, yet not significant studies. That is the first
ssue.

[Slide. 1

The second issue is the gender difference. The
ponsor showed that there was a significant gender by
reatment interaction. The way | interpret that is that the
reatment isn't consistent across genders, and it is
tatistically significant, and that was tested.

A question that | have is do we hiZ? enough data
o evaluate efficacy in men. This is nore of a power
uestion, do we have enough information to detect
lifferences t0 begin wth.

Finally, a gender difference issue gets us into
he area of subgroup anal yses, and subgroup analyses are
-—acky sonmetinmes to work with due to the fact that often
studies are powered for specific subgroup type analyses.

[Side.] ®

| would Iikegé: present’ the FDA s perspective on
subgroup anal yses, and sone of this information comes from
:he | CH gui del i ne.

Subgroup anal yses are €asy enough to understand.
If you have an entire population, you may split this

population jnto two different subgroups, so, for exanple, we
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have all patients in this study, we can split it by gender
mal e and femal e.

What m ght be happening here, one coul d
hypot hesi ze, let's just assume sertraline works in females;
but doesn't work in males, the overall effect that we are
seeing of sertraline overall, an entire population, is
significant, but since nore wormen were enrolled in these
studies, the wormen could be driving the overall analysis
That is subgroup anal ysis.

To get into this question, FDA has somne
gui delines, and-that is what | would |ike ;Shfalk about
right now If this type of difference, this sort of
differential subgroup analysis effect is known before the
study is begun, then, there are ways to design the study
around the subgroups, so that, for exanple, you may stratify
and then you can perform a stratified anal yses whenever the
ctady i S conpl et ed.

This idea is fromthe |ICH guideline, Volune No. 9,
the. statistical volume. Neithégﬁthe.sponsor nor we expected
this differential gendﬁgg%ffect, so this first one doesn't
really apply. Instead, we are in the realmof the second
one here.

We found a subgroup differential, males and
females. The ICH guidelines then say to test'interaction

first, and this is what the sponsor did, and they found a
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ignificant gender interaction.

Wiat happens then? Well, given that the
ertraline effect isn't consistent across genders, we nove
o the last thing, which is where things get a little bit
ricky. Wiat we are now faced with are post hoc anal yses on
he subgroups.

They are necessary post hoc because we didn't
:xpect these comi ng up through the course of the trial or in
he design stage of the trial, but remenber that to draw
:onclusions about subgroups, We have to recognize that
subgroup concl usions weren't specified in tQELprotocoI, and
so we don't have fundanental |y enough power sonetines to
iraw stri ki ng concl usi ons about subgroup anal yses.

| am going to suggest that we exam ne the subgroup

anal yses, but consider them exploratory and interpret them

W th caution.
J [Slide. 1
This is a table that is simlar to the sponsor’s.

Wiat we have here are specific “y¥nder by treatnent effects

for the two pivotal stdd®ss, 640 and 641. What | want you

to get fromthis study is look at the significant effects
for wonen and the lack of significance in men.

The final colum here are the interactions on all
of the types of clusters that were measured. Adain, We see
of course, that wonen are in,the ngjority here. This is why
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we have to be careful of the subgroup anal yses because we
have so few nen, and to junp to conclusions about nmen is not
recommended. W have sonmewhat tenuous concl usions whenever
we make judgnents about nen.

However, you can see that there is a big
di fference between the wonmen's effects, the differentia
bet ween wormen scores and the difference in nen. Recal
again that for all of these scales, large negative
differences imply patient benefit. So, whenever sertraline
I's nuch nore negative than placebo, that inplies a wn for
sertraline. .

The exception to that is the C3 inprovenent row
here. Cd inprovenent is a scale type question, so the
closer that you get to 1, that inplies patient benefit. The
closer that you get to 7, that inplies a worsening in
patient synptoms. So, again, the smaller nunbers for CA
e~2 good for the patient.

Again, what | wanted to show you is that even
t hough the men and the wonen are*in the sane ballpark in
terns of their inproveﬁégé, either we don't have enough
power to detect the difference in nen, and that is why the
p-val ues are significant, or perhaps nore |likely, that there
just doesn't seemto be anything going on in nmen whenever
they are admnistered sertraline versus placebo.

That is our perspeative on the gender effect.
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[Side.]

Finally, the last issue that we would like to
invite the conmittee to address is that of the relationship
bet ween depression and PTSD, and we have already talked
about that. | have a few analyses to add to the discussion
perhaps and we would invite your feedback.

Just to reiterate that PTSD does have simlar
clinical features to depression, and we saw that the patient
popul ations do have quite a bit of conmorbid depression,
anywhere froma third to a half. These actually, the 36 and
the 49 are both-extrenmes, and both of them&a_rre from the
pivotal trials. The veteran study was in between, and the
682 was in the mddle there sonmewhere, too.

What we asked ourselves at the FDA is can we

quantify how depression inprovement contributes to PTSD

inprovenent. Now, this is a different question | think that

-".at We have seen earlier, nanely, that we are talking in

ternms of inprovenent now. That is the difference between
baseline and the last visit. =%

Before, we mtal ki ng about baseline, just
basel i ne depression, are you diagnosed as depressed at
basel i ne and how that does that affect your PTSD. Now, we
are talking in terns of inprovenent in depression over tine.

There are two analyses that | would like to

present, and | amgoing to call them Analysis 1 and Analysis
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[Slide. 1

Again, here is the question: Can we neasure PTSD
nprovenent in the presence of an antidepressive effect?

One way that we can get at this question, it has
1lready been di scussed, is we can consider PTSD specific
ymptoms, and if | can go back, this is an exanple of that.

[Slide.]

Ve already saw some slides by the sponsor. One
:ould argue that these are uni que sonehow to PTSD, not
lecessarily, but it does at |east give us engence that at
.east in wonmen on PTSD-specific synptons, there is an
.mprovement. S0, this is where depression can't get at
>rsD, for those specific synptons, those aren't shared with
?TSD.

Another way to get at this question is to exploit
.« fact that the sponsor measured HAM D t hroughout the
-ourse of the study, and so we can use that data perhaps to
ronitor HAM D i nprovenent, whi & is a-surrogate for
| epression improvementifgmd PTSD i nprovenent, which we have
as nmeasured by the PTSD scal es.

However, again, this gets us into the arena of
subgroup anal yses. Now, instead of having nales and
females, We have depression inprovers perhaps and depression

non-inprovers. This is necessary post hoc again because
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nything with inprovement in depression is outcone based, so
e have to wait until the end of the study to see how
epression inproved.

Again, | have to caution you to take these
esults, consider them very carefully, and don't nake snap
udgnents about them because we don't have the power in
one cases to draw striking conclusion about this, but what
e are trying to do is just do an exploratory analysis and
ry to augnent what has already been done in terns of
epression i nprovenent.

[Slide. 1

P =
Let me set up Analysis No. 1. Ve tried to get a

| epression inprovement based on the HAM-D total scores.
| hat we did was we took our entire population and we split
.t into two groups, those we call HAMD Inprovers, those who
.mproved wWith their total HAMD scores, and HAM D Non-
.-&overs, WwWhich were those' whom | think of as that either
stayed the sane or got worse as neasured by the HAMD.

HAMD is a simlar ty‘p% of instrument as the

25,

>revious ones, the CAP==

#and the |ES, in that large

1egative differences inplied patient benefit.
So, what we did was we split the patients into
-heir baseline HAM D scores, and the difference was around

20 for the baseline. W tried to nake it fair, so that we

didn't require patients who didn't have high HAM D scores,
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they didn't have to inprove quite as dramatically as those
who were nore depressed and had |arger HAM D scores.

This is how we split the data. In this arbitrary
way, this arbitrary split, we tried to quantify our ideas
about depression inprovenment using what we had available to
us. Even though this is arbitrary, the idea is to relate

depression to PTSD based on the scal es that we have

available.

-

Instead of doing nmore like a covariate analysis,
we | ooked at the question in ternms of subgroups instead.
So, it would be two subgroups, inprovers aqShPon—improvers,
as surrogates for depression inprovers and depressi on non-
| nprovers.

[Slide. 1

This is Analysis No. 1. Wuat we tried to get at
here is how does inprovenent in depression affect
i_gprovement in PTSD. So, let's walk through this slide.

Here are the results for 640 and 671, males,
femal es, and mal es plus femal es Rere,. and for all four
st udi es conbined_Thigj%% the colum for HAMD i nprovers,
this is the colum for HAM D non-inprovers. Again large
negative differences inply patient benefit, so this colum
is much nore negative, Wwhich neans nuch nore patient benefit:
than this colum right here, and all those colums are

statistically significant. -
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Now, | only showed this CAPS-2, but | can assure

rou that for IES and the other primary endpoints, the table
s pretty nuch the sane. HAMD inprovers, as defined by our
.ittle arbitrary designation by the previous slide, do much
letter in PTSD synptons than HAM D non-i nprovers.

What is somewhat striking to nme is that HAM D
.mprovers Show -l et's see, how shall we say this--HAMD
.mprovers have a nuch | arger nagnitude of inprovenent over
on-improvers than sertraline versus placebo.

If I go back three slides, here is CAPS-2 total
ere i s the sertraline versus pl acebo diffgsspce, that is
>ne way to split up the data, and conpare that to the HAM D
i mprovers and the HAM D non-i nprovers.

If we didn't expect to see any difference between
-he inprovers, the little arbitrary designation between
i nprovers and non-inprovers, we would expect this nunber to
.-~#the sanme as this nunber across the board, and there is no
statistical significance. Instead, what we have is a kind
>f dramatic i nprovenent in CAP§§§ based on our little
arbitrary split of thégé; a.

So, this is evidence that we think that says that
depression and PTSD are related rather intrinsically. |
have a note down here at the bottomthis is inclusive of
both treatnents. \Wat we were trying to get at here is not

both HAM D inprovenment and treatnent differences. Vé | ust
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ried to get at depression type differences instead of
reatnent type differences. That is Analysis No. 1.

[slide. 1

Let me show you Analysis No. 2. Analysis No. 2
as based on HAM D Question 1, which is specifically
ailored to get at depressed nood. So, the patients, as
hey made their first visit, were given these states to
escribe t hensel ves, and how they answered was zero, 1, 2,
or 4, Wwas their score for HAM D Question 1.

We took this score at baseline and we took the
core at the end of the study, and that is EEY we did our
ext subgroups. You can see the progression. You get a
core Of zero if you don't relate any of these states, and
hen versus at 4, this is the only state that you report to
he interviewer.

So, large scores here inply that a patient has
«pressed nood. This is the second slice of the data that we
lid. Instead of doing HAMD type totals, we did HAMD
Juestion 1, and we call ed theséiﬁAM-D.Question 1
| nprovenent . yf%&

So, between baseline and end of the study, we
showed if you inproved on the HAM D Question 1, you were a
HAM-D Question 1 inprover, 1f your score was either zero or
increased until the end of 'the study, then, you were a HAMD

Question 1 non-inprover. So: this is another way to split
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up the data.

[Slide. 1

This is Analysis No. 2. This is a rather busy
slide, but let nme try to walk you through it.

The first thing that | notice is that for ne,
again, we don't see any differences really between
sertraline and pl acebo. Each of these p-values are
sertraline versus placebo. Nonsignificant p-values nean
there i s no sertraline advantage. In nen, there doesn't
seem t0 be any sertraline advantage whether or not you
improve with your HAM D Question 1 or not. -

The sanme is true for HAM D Question 1 inprovers in
women. This is another, sort of hand-fisted way to get at
the filtering out of depression, renmoving depression from
the equation, and seeing what raw PTSD effect sort of shines
t hr ough.

P If you are a wonan and you inprove in depression
there really isn't any advantage to receiving sertraline.
However, Yyou do see a |lot of efréct up here in wonen non-
inprovers. if you didg7é~inprove in depressed nood as
measured by the HAM D Question 1, you do see a sertraline
advant age.

So, It is difficult to sort of interpret these
data, but one thing that | can say is that it seens |ike

depression and PTSD are related, and we have quite a bit of
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evi dence to nake that statenent, not only this type of
anal ysis, but the sponsor's correlation type analysis.

[Slide. 1

Let's |l ook specifically at wonen in 640 and 671.
This is the population you will recall that shows the nost
sertraline efficacy. So, what | have here are the specific
scores on the PTSD instrunents and whether or not they
I nproved on HAM-D Question 1.

The nost inproved group is the wonen who received
sertraline and also inproved in Question 1. The next group
Is those who inproved in Question 1, but wgss'given pl acebo.
The last two groups are those wonmen who didn't inprove in
Question 1 and got sertraline, and then those who got
placebo and didn't inprove on Question 1.

Down at the bottom we see the p-values. This
0.002 is the conparison between mnus 14.3 and mnus 25. 3,
a.d that is significant. That is asignificant difference
in favor of sertraline. This 0.255 is the difference
bet ween 39.8 and minus 44.6. Tﬁﬁt I s-consi stent across the
board for the other enégz nts, as well.

Again, what we are trying to get at is filtering
out depression inprovement and seeing whether or not if
PTSD-specific type synptoms can shine through even if
depression tends to inprove.

[Slide.]
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Let me recap for the committee. These are the
i ssues that we would invite the commttee to engage in and
di scuss.

The first is how wuld FDA interpret Study 641 and
682. W agree with the sponsor across the board with the
efficacy shown in 640 and 671. At least in females there
does seemto be a sertraline effect.

However, we don't really see a robustness of an
effect in Study 682 even though it has simlar denographics
and a simlar design. There is no efficacy difference, and
in the veterans study, there is no efficacy difference.

Unfortunately, we have a mnority of nen in the
other three studies. The veteran study may be the best
evidence that we have for the efficacy of sertraline, so it
is valuable, | think, but it doesn't nake our job really any
easier in interpreting the results for men.

# [Slide. 1

The second is the differential PTSD gender effect.
Can anyone think of some of the Teasoms fOr this effect is
what we would like to 2;%*- Is it because of the triggering
event? The gender by treatnent interaction is shown and
established, but could wonen, for exanple, be diagnosed wth
PTSD nore readily than men. |'s there anything hiding behind
the gender variable that would explain the sort of

differential results of sertraline?

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




ajh

10
11
12
13
14
15
16

18
19
20
21
22
23
24

25

93

Finally, do we have enough evi dence, enough
nformation to detect any difference in males, or is it
imply just a lack of effect?

[Slide.]

Finally, for the depression type question, how
TSD i nprovenent in depression are related, we do see that
emales inproved on PTSD specific synptons, however, nen do
.ot inmprove on the same synptons, so that also nakes it a
ittle bit difficult to interpret.

The final thing is PTSD and depression are
:onfounded in some way, and it is hard to ﬁﬁ&? a PTSD-
jpecific effect in sone cases whenever we filter out
lepression.

That's it for nme. | f anyone has any questions, ny
:olleagues and | would enjoy discussing it with you or
:rying to answer them

P DR. TAMM NGA: Anyone is wel cone to address
clarifying questions to Dr. Smith. | would like us to save
our discussion until just a littie bit later, but any
clarifying questions &z %he statistical anal ysis of the
FDA?

DR COX: | amgoing to ask a difficult question
and that is, was there any attenpt to look at the issue of
whet her the depression drives the change in PTSD, or the

pTSD change precedes the change in depression since this

M LLER REPCRTI NG COVPANY, [|NC.
507 C Street, NE .
Washington, D.C. 20002
(202) 546-6666




aj h

10
11
12
13
14
15

16

18
19
20
21
22
23
24

25

94

hould have been secondary depression allowed in the study?

DR SMTH  That is an excellent question. Al we
id was we split into subgroups, and our working hypothesis
as that depression was driving the prsb because zZoloft i S
pproved as an antidepressant, and that is where we cane
rom.

DR BREWERTON: One of the inportant questions
lave--1 amnot sure if it is appropriate now or |ater--but
.n the materials we received before, you indicated the
\bsence of any kind of post hoc corrections for all of the
statistical conparisons, and | an1surprise§“Epat you didn't
iote that in your presentation.

| am wondering what precedents there are in other
irugs that have been approved for FDA indications in using
:hese kind of post hoc corrections, and | would |ike sone
direction about that, because it seems to be an inportant
LaSUE .

DR SMTH. | can share ny background. |
generally work in the oncology”éiea,.and when you are faced
vith a Iife-threatenin;wgﬁsease, you still mght have a few
andpoi nts, such as survival or progression-free survival
Those questions tend to be |less inportant than whether or
not you do show an effect at all

So, even though you have multiple endpoints, the

mul tiple endpoints adjustnent is secondary. |n this case,
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ne only thing I mght be able to add is that in wonen, it
sems that the trend is so strong, that even if you were to
djust, they would still tend to be significant alnost
cross the board.

So, we kind of lucked out in this case, | guess
ou should say. W didn't really have to face this issue
ecause it wasn't that close. | would invite any of ny
ther colleagues to comment on that.

DR BREWERTON: That seens to be true for the
otal CAPS, for exanple, but when you break down for the
| usters, you have much | arger nunbers and 2E?re it would be
ignificant it seens.

DR SMTH  Right.

DR TAW NGA: Dr. Tenple.

DR. TEMPLE: | would say historically, we have
Despaired of being able to affix true p-values in these
.«£tings, but as David said; there is a requirenent in
regul ations that the effects of gender, race, and age be
Looked at, SO those three are so¥t of . nunber limted, and
are al ways expect ed, ahgﬁé finding in those areas is
sonewhat nore credible with respect to nultiplicity at |east
than all of the others one mght imagine, but nuch of what
you have seen we would call exploratory and throw up our

hands with respect to trying to put a p-value on it.

Fai r enough, Dave?:
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DR SM TH: Yes,

DR TAMM NGA: Any nore questions of the committee
or Dr. Smth?

[ No response.

DR. TAMM NGA: Thank you, Dr. Smth, for your
resentation.

DR SMTH  Thanks for the opportunity.

DR TAMM NGA: We will proceed now to the public
learing part of our schedule. It is slightly out of order.
le have two of our public speakers here.

The first one that we would |ike o invite forward
.o talk to the coomttee is Esther Gller from The Sidran
oundation.

Qpen Public Hearing

MS. G LLER  Good morning and thank you for the
spportunity to attend this neeting and to present
wformation about posttraumatic stress conditions and the
1ieed for increased understanding and treatnent.

| amthe president of\:glihe Si dran Foundati on, which
is a national nonprofi?%ﬁ:gani zation devoted to advocacy,
education, and research in support of people with traumatic
stress conditions. One of our primary focuses is on
education of front-line professionals and the public about
posttraumatic stress and other traumatic stress conditions.

A lot of the comments that | was going to nmake
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ere covered very beautifully by Dr. Marmar, so I am going
o sort of skip around and hit some of the nigh points that
e didn't nention, that | thought were inportant.

| wanted to nention the NIH National Conorbidity
tudy, which found that chil dhood sexual abuse was a very
trong predictor of the lifetime |ikelihood of PTSD. The
rauma nost likely to produce PTSD was found to be rape,
rith 65 percent of men and 45.9 percent of wonen who had
een raped devel oped PTSD. This study also shows that PTSD
.s associated with nearly the highest rate of service use
ind possi bly the highest per-capita cost oﬁjfnrnentm
.llness.

In regard to chronicity, 1998 and 1999, 1995
studies showed that PTSD is al so associated with high | evels
£ use of non-nental health services. An HMO study in 1999
reported substantially increased health care costs anong
~tients who reported chil dhood trauma.

H dden costs include the medical costs for
suicidal and par asui ci dal beha&f%rs,'as wel | as ot her
somatoform and psychopgﬁgiological di sorders. These are
commonly reported by trauma survivors.

Child sexual and physical abuse nay not only
sroduce PTSD in some, but may increase PTSD susceptibility
in response to later, adult stressors.

Peopl e who have experienced assaultive violence
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(i nterpersonal victinization) at hone and in the comunity
have al so been shown to have very high risk for PTSD, as
much as 21 percent.

The noderating effects of PTSD can significantly
conplicate any other co-occurring disorders including
devel opnental disorders. People with PTSD are likely to
have at |east one other nental health diagnosis. Even in
the nost conservative studies, people with PTSD were two to
fouf times nore likely than those w thout PTSD to have
al nost any other psychiatric diagnosis.

Somati zation was found to be 90 tim?s nore |ikely
in those with PTSD than in those without PTSD. This shows
an inportant but frequently overl ooked connection between
PTSD and physical conplaints.

As was nentioned before, many people with PTSD

turn to alcohol or drugs in an attenpt to escape their

captoms by sel f-nmedication. People who are dually

di agnosed wi th substance abuse and PTSD may benefit from
trauma treatment instead of or 2R addition to traditiona
nodel substance abuse'giggraﬂﬁ-

Wien we think about the costs of these various
kinds of treatnent which are often msdirected or
unspecific, we realize the kind of inpact that appropriate
treatment can make.

In a study of rapevictins in 1990, Koss, et al.
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found that severely victimzed fenale nenbers in an amo had
out patient medical costs double those of control Hw
menbers, and findings also suggest that from3.1 to 4.7
mllion crine victins received nental health treatnent in
1991, for an estimated total of $8.3 to 9.7 billion

These recipients represent only a small portion of
the trauma victins in need of treatnment, since people with
PTSD are typically reluctant to seek professional help.

| would like to talk a little bit about the
mar gi nal i zed popul ations, as well. There has been
increasing attention paid to PTSD resultingdéyom high-
profile "single blow" traumas, such as school shootings,
transportation disasters, earthquakes, but PTSD resulting
from chronic trauma, such as experiencing or w tnessing
chil dhood abuse, donestic violence, and interpersona
victimzations in the community is not well known in the
| g«#leral popul ation, among primary health care providers, and
even anmong nental health care providers in many settings.

Al so, nale survivors Gf abuse. perhaps the nost
mar gi nal i zed subgr oup ggﬁilL are frequently overl ooked even
within trauma-focused programs, SPecialized treatment units,
and survivor enpowernent prograns.,

M sdi agnosi s and incorrect or inadequate treatnent
is not unusual for adults and children with PTSD.  FoOr

exanple, refractory depression, substance abuse, eating
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i sorders, anong others, often mask underlying but
ndi agnosed PTSD.

Fl ashbacks and ot her dissociative epi sodes can
requently be mstaken for psychosis, and especially
chizophrenia, and unnecessary antipsychotic nedication can
ndermine treat nent.

School s increasingly report disciplinary problens
rith no understanding at all that sone of the children may
e suffering fromviolence-related trauma di sorders rather
-han ADHD or ADD. Consequently, they are inproperly
Di agnosed, treated with nmedications for a dﬁf?rder that they
lon’t have, and their real problenms remain unaddressed.

Because ny organi zation is very much involved with
sducation, | would like to conclude nmy remarks with sone
information about the need for education around PTSD.

Most treatnent providers have not been adequately
-_ained to recognize and treat PTSD, especially the conpl ex
shronic types. The topic is rarely address in universities
and. professional schools. Pubf%% education about PTSD is
Lacki ng, as well, and by | ay people commonly associate
PTSD with conbat and little el se.

These data clearly indicate the critical need for
recognition and application treatnment of survivors of
traumatic experiences. An FDA indication for PTSD drug

treatment will focus health care attention on this critica
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