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I DR. CASEY: Good mMOIming- -= is my plessuze =0

+nie meeting tTo ordel and to welcome everyone To The :

mee=ing oI the ?sy:hﬂpha:ma:ﬂlsgical Drugs AdviSSI:

Commitiee. is Dr. Daniel Casey.

My name I am from perzlanc, \

I 2m on the scafsf ol

| Oregon where ~he VA Medical Centerl and l
|
|

the Oregon Health Sciences University. have the pleasute ocf

5 = - |
being the Chalz=2n of this Committee. ‘

pur Zi-st :zask should be to have other Committee I

I \
| =
rmemna:s and pecple at +he table int-oduce themselves.
|. DR. LESER: I zm paul Leber, Director cf the
I|
ipivision. |
| l
| pR. SRI=N: Robert prien, DizscTol of Clinical
I
|?E chopharmacclocy, pivision of r1iniczzl Research oI NIME. \
| pR. EavMvEp: I am Bob Hammes. T am a psychiatzy
| )
land a statistics prozessor ar the Medical College of Viz-ginie.
l [R. TAMMINGA: I am C=rpl Tamminga.

1 am proisssor l

at the University o< Ha-—x'ri?_nd

¥=z=n: I am Linda He=2l and I am a professcT

”af nirsing at the University pf ¥issouzi, Xansas city.

| w2, ESRNSTEIN: I am Mike Z=-nstein. I am the
i'ﬁxe:u:ive Secretary cof this Committes.

| 0e. SIiT=Cc £F &)

. DR. LIZ2=AMAN: Jefi-ey Lisbsmal, Long Island

| jawish Medical
|

|Ii DE.

and Albert Tinstein College of Madicine.

Jonn Davis, -ilinois S5tats Psg::_at:;:
01114
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i JInSt;tE:E. .
g ﬁ DR. ESCOBAR: Javisz Tscobzr, p-ofessor C= o5¥- l
3 ' chiat—y, Univessity of ConnecTicus. !
- DR. LAUGERSN: I am Tom Langh=en, GIoup Leader foT !
|
5 | psychopharmacclogy at TDA- 1
& L DR. CASEY: Next, Mr. Bernstein has regquested time |
i
7 ;fn: some administrative mattezs. Michael?
B MR. SERNSTEIN: Thank you, DI. Casey. I wish to
§ |welcome each of the Committee members to the 33rd meeting of
10 !:he ?sy:hapha:maculcgi:al Drugs Advisosy Committee. Addi-
11 i:i nally, 1 would liks to welcocme TWO % pur new members TO
|
12 ithe Committee, Dr. mamminga anc Dr. Hezel.
!
13 ! My name s michael Bernmstein end I am the Executiva
14 | Seczezacy of this Committes, which functicns within the
—_— .
is |[Divisien of Neurooha-mecological Drug p—oducts. Plesse bear
I.
16 b'ith me while I make & “ew administrative announcemenss.
17 i {Administrative Ennouncements)
!
ig | A review of the agenda by the Committee Management
1e HE:anch personnel indicates that no Commitztes member regulrses
59 |limitztions on their participstion 2t today's session, based
21 [lon reported inzerssts as oI November 15, 19350.
32 mhe follswing announcement addresses the issus ot
22 |confliczs of iaterest and is made & part of the record To
24 ?Edﬁ:EES evern the appearance ci such at this mesting:
- Tt has been dete-mined that all interests in

01115
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44 i
| = maeal 3 P i
: [zegulated by =38 ranter Zor Drug Evaluzticn anc ResszT=h _
o | - =
2 hwhi:h Have been Tepotec by the Commiz==ee memhe-s ©IssSnt n0 l
Gl Il - :
z i H 3 = - - P £ I - - e
3 |potential IoT 2R zppearance oI & confizer 0f Interest 2s k=S |
4 ijEting when evaluated against the scheduled agenca. ,
5 i 1n the event that the ciscussions invalve &0Y l
L
E |p:cduc:5 or firms nct already on the agenda for which a
7 !szecial gcvernment employee has 2 financial interest, they |
B ﬂa:e aware of the need to exclude themselves Ifrom such
a | invelvement anc +heir exclusiocn will be noted in the record.
10 0 With respectr LO 211 other participants, we ask, in
I
11 ||the interest of Iz2irness, that they address any current or
12 Lp:eviuus £inancial involvement with any f£irm whose products
!
13 | they may wish To comment upon-
14 | Lastly, KOA 19-832, Sert=aline, will be the only
|
15 Hissue discussecd oy the Committss at ~his meeting. Thank you
1a hicr your 2Tt a=ion and this concludss mY comments, Dr. Casesy.
I'I
- | o _ i
- 17 | OR. CASZY: Thank ycu. Next we will have some

18 |opening remacks by Dr. Leber.

18 DR. LE3ER: Good moraning. XY remarks ars going to
fl. ;
20 |be very brisf. I would like to welcome the Committes to

21 | Rockville conce again to discuss this issue which obviously is

ZZ hnf grest intsrsst tO many people. I ga-ticularly want =0
= N - -
23 Lextenc 2 welccme to the two new membars of the Committee, Dr.
]
-
A | — + - = - ]
24 ||Tamminga and Dz. Hezel. Thank you &nd 2 hope you enjcy youz

i
!

MELER REFOATING T2. W l H 3 =
o e -D | a&ssociztion with us over the years.
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(]

Wishout fo-thes ade, z think we sqould gt oOn wizh t
today’'s business, having gotten & few minuzas late sTarz. =

would like to mention too that D=. Markiku Linnoila just came

in and is now sitting on My right, at the 1efx side oi the

ctable.

DR. CASEY: Wwelcome, DZ- Linnocila. It is &

\plensu:E'tn have you here.

We will now move to the open public session, which

progress for thosé ‘whe would like ©o make a public

who wishes to address the Committee?

comment. 1s thers anyone

(No response)

' : belisve that no one has expressed interest in

making & comment TO +he Committse a2t the opel public session.

J.
lwe will, therefozs, move On in our hearing.

! The topic for today’s Advisory Committes meeting is
|wpa 15-83%, Sertraline safety and efficacy considerations.
ﬂD:. #illa-y Les, clinical raviewsr To- the Division eif
Neurspharmacological Drug Products, will be the first

Dr. Lee?

19

20

21

speaker.
FRESESRTATION BY J. EILLARY LEE, Ph.D.

DE. LEZ: As you all probably know, Sertraline is 2

new antidspressant. Ani;al studies sugges: it is a potent
and selective inhibitor of neuzonzl ce-szonin reuptazke and

has only very weak effscts on norepinephzine and dopamine

Tn this respect it is similac ©o fiu-
01117
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I the parent compound has 2 ca—minal eliminsticn

i

hha“-liie ocf 25 houss and the major metabclite, N-desmethyi-
ise:::aline, which is believed to he far less &cTive, has &
|tE:m nal elimination half-life of roughly 60-100 hours.

f The NDA submi ssion contains & double-blind,

iplazebc-cnn::c‘led r-ials evaluating Sertraline in majoz

ldegressive disorder. There were 4 putpatient rrials, 2 of

|which showed Sertraline to be mOIE e"e: -ive than placebo and
\thEEE will be the focus of ®mY presentation today. A thizd
lau:?;tien: =rial compared Sert=zline, amis-iptvline and
placebo and found amizriptyline Tto be more effective than
[;latebﬂ, mhe ciffs-ence betwesnh ger=-zline and placebo,
hwnile in the sxpected directicn, was not significant.

H The first study was & continuation tzial and it
ﬂsu?purted +he results of the positive s=jals. I will include
\

hscme comments on it in my presen ~. mThere were also 2
ﬂstudies in ippatisnts which failed to demonstrate & dif-

.

fzrsnce DETweEn Sercraline and placebo.

(Slide)

The first study IS protocol 103. This was &

-~andomized, fixed-dose desigm, which compared 3 doses of

sert-raline (5C, 100 and 200 mg) daily znd placebo, without

| mne gzucwy began with 2 4-day tD 2-week single-blind
01118
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o2 acebc washout whiSh was f-1lpwez by the S5-wesK coutle-

|
- : -
- |lpliné chase. FTatlienis WeIe ceen weskly ZoT evaluazlicas znc § |
' - j
| ics !
3 ||cence=s par-ticipated. |
1
4 (Slide) i
5 I The subjects wWere outpatients with a DSM-IIZ
§ |[diagnosis of major depressive disorder anc were reguired to
<= |lhave a minimum EAM-D cotal of 22 on the l7-item scale.
g | Subjects were excluded if they reguired psychotropic medi-
¢ ||lcations beyond ~hose allowed in the p:n:ﬂcul, if they were
10 [[not healthy oI if they were resistant TO antidepressants.
11 (Slide)
& 12 The primary efficacy assSesSsSments Were the Hamilton
| :
13 Iﬂating Sczle for Depression, the Clinical Glocbal Impression
12 |Scale and the Pzoiile of Mopd Stzte. They yielded 3 key
:5 llvaziables. The change from baseline for the HAM-D total
|
1z | scors, E2M-D deprassion item, CGI severity item and POMS

. 17 | depression facter and +he actual score for the CGI improvement

i8 (| item.
19 (Slide)
- 290 Some demographic characteristics: The mean 2ac¢= wWas ‘
» 21 || 37-38 years but the range was 1B-83 y=2<sS. There was a

[
]

o-eponderance of fsmales in the Sertraiine-treated group, N0t

in the placebo. The majority cof the patient diagnosss were

1
Led

ri
e

major deprsssive disorder recuzzent. That was approximately

§0 perzent cif the subjects. That was followed DY majex
| 01119
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i wdeg:essive cisordes sincle episodes 237 3¢ percent.

% ]

| mhe-s was = =otal OF 147 patients =% che inTans-to-

2 | |
I

3 ;::eat population €T 2 g:ﬂximﬂ:ely g0 patients PB= r-gaTment
' [

4 \g:uu?+ The high dose Sercraline cZouUpP had the smallest ‘

5 Hnumh&: of completers. Only 42 percent completed the tzial. !
|

6 % (5lide) \

7 ‘ gere are the reasons £or dropouts. The £irst 1

8 H:alumn is the number of patients ancering the study. The

+he total number chat dropped out- The first

ul
__H,‘_

EJ
=a
v
H
n
&)
=
:
P
wn

10 [cwo Teasons, adverse events and 1sck of efficacy, Were the

11 |only ones that differed among ~he Treatments- High dose

1

12 fse:::aline had the moSsT g-opouts 0T adverss events, and
I

13 hplacebn for lack of efiect.
r

ig | (Slide)

mhis slide on -ime of dropout chows that &3 percent

LM

vsf -he high cdcse Serczraline &zopoutTs cccnrred in the first 10
1
[

1—]
o

¥ 17 ldays cf the erial (19 plus 1li)- This compares with 38
18 %?EICEHE of the mid-dcse group. and 25 percent of the placebo

19 |lgroub; 78 percent =% the low-dose Se-traline group- The

-g |effect of these ezrly dropouts will be discussed quite
23 iextensiv&ly in the next secTion.
22 ” In the presentation of the zesulus I will be
>3 | focusing on TWe TFPES of analyses which differ in the way
24 \:hey deal with the data ZZOm g-opouts. Taé fi=gt is the last
WiLLER REPOSTRG T0 [ 8 l - . = . =
=S s qcbse:va_;:n ca=——ied forward {LOCT) anal¥ysis, which is often

01120
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F | B

. | —z2z——ad to &5 the endpcint znalvsis. In RIS enzlysis

2 lwneneve: s oatient £-0ps5 cSut of a t=ial, his scores &% the 5

| = - |
1! . . N 1 : |
3 (=ime ©f d-opout agpeiac in each SuSseguent weekly analys:zs l
¢ | =m-ough the end oI =he —rial. To= example, if a Tzisd is & -

| wesks long and & patlient d-opped out 2t week 3, his week 2 |

Ln

§ ||sco-es would be used in the week 4 th-ough week 6 analyses.

\The numbec of patients in the analysis is the same for each

=1

g |lweek.
E l The crher type of analysis, the ohbhserved Cases
1¢ lan2iveis, is often referred to as the ccmpleter analysis. In

.
=t
i
1

nis analysis cnly subjects who aze actuzlly assessed 2t &

:2 ltime point are included in the analysis. 1£ a patient drobs
i|
1

13 tzt the beginning © week 4 after appeaTting for evaluation a3t
|

4 rwseks 1-3, he will be included only in the analyses for weeks

- It‘ - 3 P

3 b;—J- mhe number of subjects decr=asaes srom one week to the
!

is

Hnex: when 4zopouts occur.
I

- |I
17 |

|
5 |

|
39 th& observad casss analyses for the in=snz-to-treat population

for each cf the key varizbles, am going to show

vou the results Ior the last observation carcied forward and

. -5 ||because the results of these analysas g:ffar for a number of
21 -llizems. I would like to begin with the HaM-D depression item.
22 (Siice)
23 Wwithin each table are change fzom baseline sScoOres
24 |foz each week and sa2ch dose. The ac-erisks indicate the
WLl ER AEFORTNS CD. MO = P e e . s
s SR 3 |significant ZI-tal-. COmMDAIlsOns with placebo. The total group

Timpen, o0 mRC 1 01121
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ig 211 3 Ss-tzaline cIOuUDS comtineg.

.
—— e e

+p this tsble it is ciesr that the restlfts for The

LOCT and OC analyses wers similac. The LOCT is apova znc the

o is below. Mcst of the compazisons Zrom week 3 on wezre
cignifizant. Each dose was alsc significant, as were the
scores fo- the combined Sertraline group.
(Slide)
The HAM-D total presents & very diffezent picture.
'Here the 2 methods of analysis give different results. If we
-lunk 2t the end of the trial (week 5) the LOCF znalyses were
significant Zer 1/3 treatments, low-dose Sert—aline, compared
with 2 significant OC analyses.
(Slide)
The same difference between LOCT and OC aznalyses
appears with the CGI severity scoze. A week & again, 1/3
| creatmenzs was significant for the LOCF analyses and 2/3 fox
':he OC analyses.

(Slide)

For the CGI improvement score, 2 LOCF analyses and
2 OC analyses wers significant at wesk §.

(Siide)
I In the SOMS the majority of both the LOCT and OC
znalyses were significant from week 3 cnward.

¢ when we look at the results for each variable, 2

‘va:iablﬁﬁ wers consistently sicnificant by both metheds, the

01122
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- |s2v-p depressicn item and the P0Ms deprassion facTos. The |
d - - % - - -
5 llgthar 3 varizbles showed We2KNEesSs in 2as LOCT analyses.
~ |
3| (Slide)
4 | when one looks at the results by individual |
5 |t-eatment, there are several trends. TRhis is the same >
| — P > |
¢ |tables you saw before condensed into 1 slide. Here the
|
|
| - 3 = s s s = s
7 | asterisks indicate a significant comparison with placebo.
I
r L3 +
8 | There ara severzl trends I would like to point ocut
8 |here. As we saw in the individual slides, there were more OC
10 llthan LOCF analyses significant Zfor each tTreatment. These arce
11 |the LOCF and these a—= the 0OC. As vou can see, there is more
|
1
= _ : A .
12 |down here for each treatment except the low-dose Sertraline
13 |;:ﬂu;, which was the only t-satment without numerous early
|
14 ld-opouts.
|
15 Dropouts, particularly early d-opouts, that occcuxs
16 |differentizlly across treatment QIOuDs can alrect 1ocr
|
i
i 17 |anElTEE5. So we see that high-doss Sertraline, with the
|| & =
18 ];a:gest number of early dropouts, had the smallest number of
19 ||significant LOCT analyses. Among the individual trsatments,
I0 | the nighest number of significant compac-isons for both the
|
<1 |lLOCE and the OC occurrsd with the Sertraline combined gIoub,
22 |lthe group down here.
23 The HaM-D total score had the smallest number of
- || .
| x P = H - .
24 |significant LOCF and OC compariscms. This is the one
MILLER RESORTRS CO. T | . B¥e WHIEH Shél x . .
2 N %5 lveziable which includes 2 range of symotoms in this score.

-

Tunineren, T !

-

01123
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1 | When one examines the iltems oOn ~he ERM-D Sczle, 1- ‘e Im-
- | mediately appazsnt +hat a number of jcems —=ilect Z—-sguent
5 lside effects with Sert-aline, foI example, gas::oin:es:ina;
4 || sympLtoms, insomnia, agitation and znxiety. When these 1Tems
5 |are dropped from the analysis, the comparisons ~and to D
5 | more significant.
7 one coculd alsc argue ~hat the CGI items, bY theirs
g tglabal nature, have & Tange of symptoms, whereas, the 2
g |lvarisbles which focus narzowly on depressive mood are
T
10 rsignificant,
11 1n conclusion, this study had problems using a2
I
12 Hfixed-dcse design with immediate assignment Lo the maximum
1
=3 bdﬂEE and probably would have fared betiel with titzation te
|
iz “:he maximum cose in each ¢Iouz- Patisnts were unable to
is ?adjus: to 200 mg and to some extent 100 mg and large numbe=s
16 |dzopped out gzrly in the trial. This particularly affected
l.
- 17 jthe LOCF znalyses wheze the high early scores are carried
1|
18 |fc:wa:d znd bizs the ocutcomes against the groubs with early
13 %drapnuts.
: 20 l Srozocol 104 is differsnc f-om protoccl 103 in 2
i 21 |[number of impcITant wWays. T will note these differsnces as

ﬂwe go along.

22
23 m (Slide)
zs 1 Study design -- one very imporzant diifersnce is
WILLFR REPORTING TT. WL ]E:'I . 3 i H i 3 . g a s
o Bl R R H_,ex;ble dosage. HNotice also thaz in additlion =0 placebo, we
. g1iz24
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’ I
i |
x :rcu heve 2 ?CELti;E con==cl. The duizL-=@ of active tC-eaTment
— |
z !was £ weeks instead ol £. Uops=gs weIES —i==—z2tad duzinc the |
K 3 | £izst 3 weeks anc +he re=maining 5 woaks wWeIE considerad the ?
¢ | maintenance phase. l
5 (Slide)
& The ent-y criteriz are cimilar, except for the HAM-
- |y tortal score where failure to reach a minimum score of 18 on
g |the £irst items or & decrease in to=al score of 25 percent oI
¢ |lmore during the baseline period was r=ason éc: exclusion.
10 (Slide)
it Efficacy assessments are +he same, except for the
4 12 | substiturion cf the symptom check list Zor the FOMS.
i3 | (5lide)
14 i Patient pcpulation -- the meEan age is the same, 38-
I
15 |40 years and the range wWas 18-64. Sex -ztio —-- again, there
& iiE a preponderance of females, 54 percent in this s+tudy
= 17 |versus 53 percent in 103. The total population is somewhat
.
18 | lazger, 448 subjects entered and the-e are 427 in the intent-
|
13 [to-treat population.
20 Completers —- another big gifference. In this
21 ltrial the numbsr was much higher, 80 percent against 52
22 |percent. Im addition, +he proporticn cof completers was
23 ||similar among treatments.
24 (Siice)
ML FR RERORTMG OO WS
e s 23 Dropcuts -- 40 percent versus 438 percent in the

Tuserer JC 002 01125
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agverse eifects IoT acziwve Tresstment and lack ©

i [(5lide)

| mhe maintenance dosage -- 104 for amitriptyline.
No-ice that the average for Sertcaline, 145 mg, Was not
permitted by the protocol. The doses were 50, 100 and 200
f{or Sertraline.

i (Slide)

| mhese are the efflicacy results for protocel 104 in

-

|2 summarized form. The population used was the intent-to-

' =-sa2T group. The -asults are given fp= 2 time points, wesk

|
I = . ; - -
5, the: time wnen 70 percent of each gZoup were gtill presenct,

|eand wsek B, the $inal week of the «-ial, and again fgr the
ruDE? and OC znalyses. The change from baseline is shown for

leach of the 5 vaziables. An asterisk indicates & significant

compazison with placebo. 211 comparisons for Sertraline and

amitristyline were significant for the first 4 variables.

h
I

-
-

;=h the SCL depression factor, the 32 amitriptyline com-=

|
1
|

pac-isons wers significant and Z of -4e Sert-aline, &lthough

lat a less significant level. These rssults are suppozted by

-ne anazlyses dons fo- other +ime points which generzlly

:ty over placebo from week 3

01126
Motus/Bfizer




-

" ]

Lald

e

un

s |

LTa]

=
L dw

fo=it

=
=1 (AL

m

Ll

-1

! The —ssuits Zor the =am-p total score &Te alsoc |

=

| shown c-zphically. In the LOCT analyses +he scores cfop =TSR
| |
|
! : - : = _” = e
la;;::x;ma:ely 53 a2t baseline to 13 &t -ne end cf the bl |

| zor placebo, the least improvemeat, eo 12 for Sertcaline anc \

lep 11 for amitzziptyline, the most improvement. |
(Elide) |
mhe same is t-ue for the OC znalyses. The final

‘pltcebn score is 12; Sertraline, g; amitriptyline 7.
i
I
”;la:ebn and this was the case for all variables.

1n conclusicn, this study provided consistent

evidence that Sertzaline produced more improvement than

-

“ 1 would also like p-iefly to mention a l-year

L]
lerial, protocol 320. This +-ial treatsd 457 depressed

patients with open cerc-aline for B weeks. Those patients

lwho had a satisfactory  respense werse =—hen randomized TO

|
|£nuhle-blind t-eatment of Sertralines C©T placebo for 44 weeks.

So it was &n opSEn +-ial for 8 weeks and double-blind for 44
|
wezks.
The idea of ipcluding mainTEnancs studies in an NDA
for depression is cone which we, &t ths TDA, would like ToD

fmster because such studies mors closs

{=
e

u

'

oproximate the wWaY
zntidspressants 278 used.

s=otocol 320, however, had major problems. In the

T;rntn:tl +he critical vaziables were =ither not defined at

jall ex the definizion was insufficiently detailed to be
i 01127
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+o decide whether €T not tae patisnt had shown 2 satisiactes

-esponse to cpen Sarts 1ine, an objeczive deiinition oI

satisfactory response was not provided.

Another crizical variable =hat was not defined wes :
what constituted 2 relapse in the double-blind phase.
Relapse is a major outcome vaciable in maintenance studies.

Secause the protocel did not describe these major

decisicns adeguately, they became poStT hoc decisions with the
co-responding procblem of datz-conditioned analyses. Thezs
wers other prerlems, including a very lzarge number of

investigaters (38) and va-ious protocol vioclations. Alsc

over &0 percent ©f the patieats in both czoups received
|

L

concomitant psSychoizopic medicaticns.

Dropouts because of inadeguate therapeutic Iesponse

wers much higher in the placebo group. I =2m just going to

|talk about ons finding that interssted me because the
 investligatocss checked on the case reccrt fom why they were
dropping the patisnz. So I lopked zt the inadeguate thera-
peutic responss dropouts. ropouts Zcr this :Eﬂsaﬁ were much

higher in the placsbo group (42 percent) than in the Sertra-

olacebo cropouts for lack et

|.....|.

| iine growp (S pexcent). Of 2l
r—eatment effect, 48 percent occurrsd in the first 8 weeks of

he double-blind phass. Only 22 psrcesnt of Sexczraline

d¢rcpouts for lack of treatment ellsct cccurraed in this same
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|
1 lperimd. i
2 Seczuss of the ssfious protocol geficiencies, }
. 3 l=asulzs of this study cannot be considszed gefinitive. The 1
4 "d:u?nu: data do suggest, however, :ha:ton:e cartrazline has .
5 |been sta-ted, it may be advisable to continue it beyond &
& |jweeks.
7 My conclusion about the efficacy section of the NDA
g llis that the sponsor has provided two studies, one of which is
5 |mo-e consistent than the other, =; demonstrate the effective-
10 |[ness cf Sertraline.
11 DR. CASZY: Thank you, Dr. Lee. In addition to our
8 12 |p-esentations scheduled today, next will be D=. Nevius, ZIrom

13 ||the Agency.

14 | DR. L=3tR: TFor the recoxd, Db=. Nevius is a Group

15 ILeade: in the Division of Biomerrics.

18 TRSSENTATION BY ED NEVIUS, Ph.D.
. 17 DR. NEVIUS: Thank you. I would just like to

18 lhighiight 2 few of the elements of the statistical review oI
15 |an NDA that are pertinent to the Sezt:aliﬂe NDA that we are
- 20 |[discussing now.
X “ (Transparency)
22 mhe points I will briefly touch on are shown on the

23 |overhead. First, is the design of the studies approprizte

22 |Ifor the cbjectives?
sy FR RESORTG CO- 9T . - : = -
Wi Ctwem N2 S0 | %ith regca=d to this first point, Dr. Lee has
Tuhengee, 30 D000 i 01128
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ral:eady pointed out gscolems with —sgaz< o the desicn ol two
;; |
]ci -he studies, namely, the absence cI si==ation 1o STUCY i03

ﬁ . : :
|which caused & la-ge number C= ga-ly d&=-opouts, partitulses-y
|

‘in «he 200 mg Serzraline gZoOupb. znd the design problems in

!s:udy 320 with regard 1O the inadeguate protocol definition
‘cf endpoints.
]
l [T:ﬂnsparency}

with regard to the data set analyzed, we always
1ike to see an analysis utilizing ;ll patients randomized TO

che study in addition T2 gther various evaluable patienz TYPE

analyses which may be performed DY the sponsor. We call this

!:he intent-To-TIEET population of patients and usually deiine

|it to be all patisnts —andcmized to the study who actually
|

Jreceived at least one dose of ~he assigned tTeatment.

' Analyses of this pocpulation will avoid possible biases caused
| by patient deletions made afters ~andomization for various
| Teasons.
|
| (Transparency)
l Wwith regard to the sratiscical analyses of the
| 3 P = - x

dara, we check whether we agree with the specific analyses
and mechods for pecforming those anzlvses, as well 25 whether
1

orher egually plausible analyses procuce razsonably similar

rasults.

*1j

or examsle, in study 103 which, you remember,

]involveﬁ th-ee dose lesvels and placsbo, the sponsal relied
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ugpon an analysis which combined datz fzom these thres

———

separately rzndomized g-oups and +rpavald them as Oone GQIoiE.

D= Choudhury, the statistical seviewer for this application,
performed a test Ior cose response tc see if there was
evidence of inc-easing efficacy with increasing dose. Pr. ‘
choudhury will show the results of a non-parametric test Zor |
\this purpose, called the Jonckheere-Terpstra test foTr orderad

alternatives.

(Transparency)
In some c¢-ug classes where the primary endpeint 1s

survival it may make sense 1O talk abcut the intent-to-tre=at

analysis. In that cass, patients who do not remain in the
study until the end may be t-eated by the statistical
analysis as censcred observations and their time in study
will =till be taken into consideration in the analysis.

Tn tzizls of depression this situation is more
Icsmpli:a:ad. 1< the patient is not catesd in the study, then
there is no optimal way to include thé patisnt in the
lanalysis. The LOCT (last observation carried forward)
snalysis, oftsn czlled endpcint anzlysis when restricted to
+he last time point in the study, has been widely used in
psychopharmacological drug trizls but has inherent biases
when there ars diffsrsnctial dropout cztes. Patlents gensrally

|get better cver =ime, that is, their HAM-D sCOIes O0 down -

o

aAs peinted out by Dr. Lee, the LOCT analysis, Zeoc
01131
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|

% ﬁaxample in stady 103, will then ca==¥ forwas-d a2 lac-gers
2 Tg:a;n::ian of sazly high HAM-D scores fo- the nigh-doss cIT=u2 \
3 ?:han the placebo g=oup, making it cifficeult to show efficecy ]
& ﬂfu: the high-decse group by this analysis. '
5 ] Tncidentally, this problem also arises in attempts H

I

¢ leo show evidence of dose response. ¥ou will see in a minute
2 lthat Dr. Choudhury has also analyzed study 103 for dose

g |iresponse with this high dose group with large early dropouts

g ||(200 mg gzoup) omitred. On the other hand, the cbserved

il
10 |{cases analysis completely ignoxes the effect of a large
i

11 i;::;n:ticn of randomized patients being lefr out of the

ol
hd

| F ¥ Ta -
tanalysis. 3o we lock for similac results for these I Types

13 llof analvses and look for reasons for any discrepancies.

=]
=

Ciearly, methodological research is —sally needed in this

larea in the Iuture.

T
L

15 (Transparency)
i 17 Finzlly the last two peints, w= look at how

1§ ||similarly warious standards behave in & multicenter trizl, as
19 lwell as how results of the variocus studies in the HDA

20 lcompare. Dr. Chouchury will present g-zphs showing Tesults
21 |5v center in studies 103 and 104, a5 well as descriptive

=3 |statisrics comparing the various szudies in the NDA.

23 We should D2 awars that multicenter studies were

24 ldesigned +o be able to show significant rasults frem the

MELSER AEPOETING DT NS |'I

o-imary comdined analysis and nominally significant results
01132
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| fo- a center anzlyzsc alone &r= oot psually expectec. Buat,

'\on the eozher hand, nominally significant resuits for 2 few

gut of many cente-s In one mulricenter tcial should not
~outinely be taken 2s independent co-—oboration of eiiicacy.

in conclusion, I would like tTo mention that the D

values we calculaze are only approximations as various

assumptions for statistical analyses never exactly held and

| there is rarely cne correct p value for making conclusicns

‘ﬂbcut a particulac study. Wnile dropouts are problematic in

the efficacy stucles ¢or this NDA, I believe it is clear that
15:udy 104 produces significant results no tzer how the data
| 2-e analvzed. Study 103 has similarly robust results for 2

'varizbles, including the HAM-D depressed mood item.

=. Choudhury will now present some statistical
info—mation zbour the two studies. A few of the tables ill
contain more information than you can absorb by 2 brief lock

at the slides but we have provided copies of his tables and

'his graphs in your handouts for latzex reference. You may

notice cne slight discrepancy betwesn the p values that we
have been cuoting and that Dr. Choudhusy will guote and the
ones thaz I believe the sponsor will guote. The FDA presen-
tation gives 2-sided p values for Sertraline versus placebo
compazisons, while the sponsoI’'s siides I believe will give
l-sided p values for these comparisons. Dr. Choudhury will

chow some of his ccaphs and tables for the primary zesults
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now .

statTist

and tab

T would

gccusTe

croups

parenth

evident

cocmplet

d-opoat

I
|
i both OC

+he presentaticn by Dr. Choucdhury, who will

supplied to the Committee.

200 mg cdose.

Tl
129

-

DR. CASET¥: Thank you, D=-. Hewvius.

ical reviewv.
PRESENTATION EY JAPOBRATA CHOUDHURY, Ph.D.
DR. CHOUDHURY: Good morning. The va-ious graphs

les I shall be presenting aze contained in the handoutz

will

First I go over study 103.

1ike To show you gzaphically how the cropouts

d over time in study 103.

(Slide)

This gzaph shows the retention cates by treatmentc |

over time. Similar graphs, giving the percentages in

esas, are in the handounts. The light gresn is for the

The early losses in the 200 mg gzToup are

with only 43 r-ent of the patients in this gTzoup

ing the study. The high dropout Iates and differential
rzzes among the treatment gIOUDS lead us to lock 2t
and LOCT results for various analyses.

(Slide)

L] |

j-st we will look 2t an analysis to investigate
dose-response relationship exists among the

g-oups. The Jonckheers-TerpstIa test is a non-

for this purpese. 211 these p values are

significant and the HAM-D item 1 cleazlv shows

01134
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07 CSuwrm, B2

- |evidence ©f poOsSiTive cose

{24 ]

improvement show =2t lesast
1 |az week & when the 200 mg

4 | (Slide)

5 This slide and the next one gives results for the

¢ |pair-wise comparisons hetween each dose group and placebo.

7 llThese results are for the

g |l inconsistent

9 || for LOCF and the green color is for OC.

10 (Slide)
11 HaM-D items, ONO

17 |(results

(Bl

13 [Elide)

-

=4
Ln

ceEntel.

=

=
o

17 | fo=

18 || celationship between 50 and 100 mg is not clear-cut.

13 (8lide)

20 The same is True
21 (Elide)

22

Lak

far

(4]
=

|

across different analyses.

favoring Sectraline.

14 ~hie slide and the next cne gives results by
mhis pne is for HAM-D total.
centers [(the f£irst 5) show consistant numerical superiority

both 50 mg a2nd 100 mg doses overs placebo, although the

Now I will go over study 104.
| re=ention —ates shows more cleosely comparable retention I2tes
the 3 t-satment gIoups

| = - " )
> HAPPIDKlmﬂtElF 50 percent of the patients completed the

resoonse, wnile <he BaM-D and CEI |

marginal evidence of dose rasponse |

dosa is excluded. ]

HAM-D totals which were rather

The orange color is

+he other hand, show quite robust

Results for laxger

This slide of

+han was the case for s~udy 103.
5 4

c=ial.
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alchough tThe d-oport T&tes g WMOT® similss amenc rTeatment

bad

lg:uu;s ~han in study 103, we g=311 want tO jook at botTh oc \

o
e ——————

| and LOCF cesultis &Gue to the ratheT high overall dropout Z2=&- l

Lad

4 (s5lide) _

I
5 This slide and the nexs give results for the pair- \
§ ||wise comparisons between each active tTeatment group and \

placebo. mhese are the results for vhe HAM-D rotal. All the

=l

| values aze highly gignificant, although results for amitzip-

m

ua

tyline aze moTE significant. The ordecing of placebo showing

I F =
10 ]leas improvement +han Sexrtraline and Sertzaline showing less

I s i -
1 |ngrQVEmen: than amit—iptyline 1S cleza—.

12 1 5lide)
13 l The same COmmERT applies to =am-p izem 1. It caf

=

ﬂbe noticed that in study 104 the P values for EAM-D totals

15 ﬂare more signiZicant -han these fe< HaM-D item 1. The

|..J-
o
"o
il
<
i
H
L
(1}
I.dl
in
g
i
1
9]
1
i
t
[H
.
]
(=

103.
|
17 \ (Slide)
1B Thig slide shows 25 serCcent confidence intervals

15 || for the ser=-zline-placebo compaziscn DY center for EAM-D

20 ~hn al at last visit 211 centers show numerical superiority
21 | for Serzzaline wich centers 2 and 14, suggesting evidence of

b B .--.—

efficacy incivi dually, &5 jndicated oV +hne coniidence

23 \intervals excliuding, er nearly excluding TerC-
4 \ T am noT going TO «alk about scudy 320 due T2 time
|\ -
e prseETE o ™ '| . )
mmmmm—=i=== bpT Thers 2I2 ceve-al pages in the handout fer
01136

Motus/Pfizer




i

m

(el

it
sbw

% Finally, this is comparison of the studies.
Detziled compaziSORS of all studies is mot possible here.

et us compare the scudies with respect 0 HAM-D total fizst
st week 4. Study 320 is of a different kind TO investigate
the efficacy of Sertraline in the prevention of relapse and

is not considered here. Studies 104 and 315 did not have

separate dose groups for Sertc-aline. rrom other studies we

|picked up only the 100 mg group for a clear comparison

graphically. These latter studies £id not have an amitIip-
zyline group. EXCept for studv 310, tTeatment differences
appear reasonably consistent OvVer che studies. Study 103 has

\:he highest treatment giffarence even though the p values aze

|nct quite significant, probably bscause of a2 smaller numbez
1 - * =

lns patients pEC crsatment groud comparsd with study 104. I=
'all the dose gQroups of Sertrzlins =IE combined, study 103

1:E5ult5 beccme highly significant.

(Slige)
Comparison at week & - only 3/5 studies considered
Lin the last slide had durations of & we=ks o more. We still

se= 5 columns Decause wWe jnciunded LOCE resnlts for srudies

103 and 104. At wesk 5, the trsatment cdifference for study

|

104 was no bigger than for othe- studies but, because of

larger numbers of patients peZ c—zarment gIDUpP, sordv 104
01137
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Sgs
|
i
. liproducec highly sicnilicant p values. Results Jfer ami== >~
2 [|syline are consistently mumerically superior To those fox

B 1

-3 ISEF::aline. Negative values indicate improvements.

(Slide)

En

s | Conclusicns -- study 104 provides highly significant

e |

-8 ||depressicn-factor. Despite the fact that the protocol for

- 8 |lstudy 320 is not highly satisfactory, study 320 provides some
10 |sort of supperting evidence for the short-term efficacy cI

11 |sert=zline in prevention of relapss of depression.

12 Descriptive statistics show numerical superiozity

14 |jpoints.

15 DR. CASEY: Thank you, Dr. Choudhury. We will next

|

11

17 PRCSINTATION BY JAMES F. ENUDSON, .D., Ph.D.
18 DR. EKNUDSON: One of the
15 lreview is to ensuze that new drugs

20 leffective befors they are marketed.

21 |l=he latter aspects and I will discuss the safety issues.

o |
(3%

23 1athe: sources today, should enable
24 |ef Sertraline.

M LER REFDATIME O30, ¥

0 B WE

(T

§ |lp values by almost all analyses. Study 103 provides signifi-

cant p values with respect TO HAM-D impression item and POMS

13 |lof Sertraline consistently over all studies 2T most time

1§ |move on To 2 presentation by Dr. Fnudson on the safesty data.

Together these presentations, coupled with the input from

jebs of the clinical
z-e reasgnably safe and

D=. Le= has discussed

2 misk-bensfic assessment
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I
= L
|
1| There z—= 4208 subjects in the Sert-azline data i
—_— .'i ¢
: ! |
2 [basa. The majozity of tha zctive coatrol drug was amitIoD- |
3 l:;.*line. 0f the Sertraline-treated population, 1302 are zae i
= |
4 |depression studies; about 2 +hird of the number on obesity !
- |
it |
' : !
5 iand, as you can see, only a handful on panic. A total o= BEl
§ lsercraline-treated patients, 372 from the depression and
i
7 |another 4BS in cbesity, participated on placebo-controlled
8 ||[dose titration studies.
91 The safety data presented today will utilize this
a |
10 [pool of patients since it is our view that z2ll patients |
]
p i i&xgcﬁed to & drug, whatever the reasaon for treatment, can
" ]I
12 |provide relevant safety data.
13 h (Slige)
fi
14 | ¢ the Sert-z2line-treated patients, 3/5 (58 ;
i .
i5 |sercent) were female; 38 percent were non-white and 1/6 was
!
ib hEE vears of age or clder. The figures for placebo and active
: 17 iare comparable.
ig I (5lide)
|
18 Twenty-two percent of patrisnts regeived drug for
- 20 |imore than %0 davs and 3 percent for longer than a year.
- 21 (Slide)
L2 i On the cusstion of discontiavation in placebo-
1
= B . & 5
Z3 iCﬂﬂurﬂlled studies, 3 groups, as you can see from this slide,
— |
24 lwere compazable, with about 2/5 subjects leaving prior to
uuntamnmm,;_ii . i v " .
\D7 € Srrers. N2 &3 F:ﬂm;_etlﬂn of the study, however, as expected, mostly Zor
|

Tajerwe o0 Tl 1
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MILLER REFORTNG D ML
16 Serees. ME =

zdvsCss sventTs ©n T

ipiacebo

|

1 -
[Slide)

[ In our 52

|

l:n provide

drug.

and 2 on placebo.

| Hav .LI‘.;

l

Serzrzline
i

| (Slide)

in the last slidse,

commuitted suicids,

Suicidal

gaM-D score of 0 cr

LE wher= idezs c=o

ce
1 =

joi

fu
1y
rt

£ aw
aTyY
-

events, such as deaths and <ropo

In each case, the treating physician

f Realiziang the difficulty in
lanalyses ignore differential exposure
show that disproportionate numbers oI
loccur among the 3 treatment groups.
appeared in dep-essed patients, none
fo- 2/9 Sertraline-treated patients who
+he suicides wers complste.

inking was measurad Dy the Hamilton

thinking
zbsent cr

srures of

ve and

o —
-

an overall, albeit rather coarse, picture of

seven deaths occurred, 4 on Sercraline, 1 on active

s-=a<ed that the study drug was not responsible for the death.
reviewed the supporting documents, it is my

view that none of the deaths can be reasonably at

Scale for Depression, EAM-D 3. Emergence

is defined as a change Irom 2

suicide otcuozT,

lack o efficecy on

ucs across all studies,

interpreting data where

vime, this table does

suicide attempts do not
211 suicide attempls

in the obese.

1 (self-reproach) to & scor= of

1
~|

---'hE

assessments here we look at majox |

«ributed to

A= noted

to & where
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|azzempts &re actually mzde. Very fow patients got this much

| -

werse on t—estment. For the final time peint or OC analysis,
~he incidence of this evant was VveIy low in all tr-eatment
groups, no more than 21 patient in any treatment g=oup had
this event.

For the last patient visit, or LOCF analysis, the
incidence rates were uniformly greatec than the final time
point analysis. The incidence rate in the placebo ¢roup, a5

you can see in protocol 104, of & percent certainly was higher

-han the incidence rates for the other I treatment groups

which were of comparable magnitude.
In the Ssrtrzline development progzam there were 3

|non-fazal cases ci active overdosage, sither with Sertzaline

slone or in combination with other crugs. Doses cf up to 210

img were reported. The patients -~ecovered and no specific
itherapy was raguired.
{Slide)

This slide provides the side effectT profile of

Se-traline in the placebo-controclled titzation studies.

|
Tvents listed were reported by at least 1 percent of the

Sertraline-treatad patients and were ezatistically significant
compared with the placebo contzol.
Treatment-amecgent side effscts and dropouts

occurrad most freguently in 4 body systems, namely, the

gastrointestinal, the psychiatzic, the centTal nervous systam
01141
Motus/Pfizer




|

0

_HII l-\

1l
[

; neriphezal nesvous SysS-em sncd the autonomic nervous

A= would be expected with a2 serotonin reuptake

viocker, the most commenly -eported adveIse experiences anc
discontinuations were GI, 54 percent for the Sertraline; 20

| peccent for the placeboc and 26 percent for the active.

with respect to sexual céysfunction among Sertraline-
lltreated patients, this occurred primarily in males and at
sratistically significantly greatez rate compared wi:h the
placebo and active. The preponderance of complaints was

related to TIansient ejaculatory disturbances. Complaints of

wim;ctence and loss cf libido occurzed less frequently. Few

|patients discentinued for this event.
|
‘ Patients exposed to Sertraline also reported

|
|insomnia morIe freguently as & cide effect compared to the

lacebo and active control-treated patients. Again, faw

LS

patients discontinued.
Somnolence, which incorporates the terms sedation

znd drowsiness, was reported moIe freguently in the Sertza-

'1ine-treated patisnts versus the placebo-treated and less
~han the active controcl gZoup. Sedaticn is,'nf course, one
'of the most commcn side effsctis oI TLAS.

nizziness, twitching and tremcr were the 3 most

common CNS/PNS adverse events In Ser-—zline-treated patients.

One percent of Sertzzline- 2nd olacebo-tresated patients,
01142
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=

ccmpared with & De-Teac of the active cont=ol dmug €Toup

| ]
|d:scontinued due to dizziness. No patlent discontinusd cue I

ka

3 |[to tzemor. itching was mild to moderate in intensity and
< éwas reported by all treatment gIOuDS. No patient discon- ;
5 | tinued.
] As you can see, CNS/PNS side effects occurred
|

7 llgverall more frecuently in the active cont=ol group and &%

8 |percent of the active control group reported dry mouth

9 llcompared to 1§ percent of Sertraline and 3 perc&né of the

10 lplacebo. One percent of the Sertraline patients discontinued
11 |lldue to d=y mouth compared to less than 1 percent of placebeo
12 1and 5 percent active controls. The symptom of increased

13 ||sweating, for the most part, was mild and no patient discon-

14 ||cizued.

15 | (Slide)
16 This table displays a list of cliniczl events which
' 17 |occuzTed significantly more often in active than with '
|
18 |placebo. Increased zppetite and weight gain, side effects

12 llzssocizted with TCA use, appear less f-sguently in the
20 {Sezt-aline-treated patients. Indesd, an interesting conse-

|- 21 {cuence of Sertzraline use has been 2 clinically significant

bt
d

weight loss, a decrease of greater than or egual to 7 percent

[]
Ll

telow basslins, in soms Se-zraline-treated patients comparsed

[ % ]
ks

with beocth placebo and active.

SWILLER REFOSTMG S5 L
T € Suem, BT I (Slide)
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1 L The-s are Z othel clinically important EVERIS
[

[N

mhig tahle displays the incidence of skin rash in placebo-

lobserved during develcpment, namely skin —zsh and puspur=.
|
|

”ccnt:ulled —:=—ation studies. There &Ze N0 differences.
I
5 llRash and possible allergic events have been reported with

& la:he: sertreline reuptake inhibitors. Six sertraline, 1

7 |placebo and 1 active discontinued due to skin rash.
il
8 {Slide)

£

Syncpses of the individual cases in the depressicn

LTal

10 |studies where 2 rash was reported reveal the following: All

11 |but 1 were female; age was egually distributed amongst the

-

|
12 lyoung and old; 4/6 had 2 positive history foT allergies.
i3 \Rasn, for the mosSt part, was reported To be rathers moderate
|
14 |e=x moderate to ssvers in intensity. Adjunctive therapy was
15 [lused in all but 1 case., In 5 /6 cases thers were no associated
1§ [leigns or sympTtoms -- chis is impeortant - related to fever,

17 ||zespiraztory SYEDTCORS, lymphadenopathy, arthralgias and

1g {zbnocrmal laboratories.
19 In =he lazst case thers was & IsporT of facizl edema

20 [land joint swelling, accompanied by lsukocyto sis and eosino-

21 |ohilia. The patisnt was nn=D 2lized, t—sated with dexametha-
22 (=sone, tziphinedine (shonetic) 2nd beramethascne ointment and
33 |recoverad. The £inal diagnosis was phocosensizivity TO
24 [i5=rc trzline.

MEiER REPORTG S . | -

yoz € Serer. N.E =3 | An adéizional patient Im the cbesity study discon-

01ll44
Motus/Pfizer




i 2 1| : _
= L
- |
3| ttinued dus to severs eZy-hema=ous maculopapular Tash, WRiER é
- ;
s lwas characzezized oF =hes consultant dermatologist as e-vchemz
; 3 |multifozme. This patient had zlso received t-imethoprim
4 |sulfamechoxascle 3 cays pricr to the -ash. Conseguently, The
5 || relationship of the event to +he Sertraline exposule remz2ins
i
& ||unknown.
7 (Slide)
g mhe incidence of purpura In placebo-controlled
9 Iti::atiun studies i; displayed here. You see that whereas
10 ||both Sertzrzline- anacd slacebo-treated patients reporcted
11 [puzpura, there were 0o repcrts in the active control group.
\J 12 ane patient exposac TO Sarczrzline discontinued the study due
13 .:a s recu-csnce of what was considerad TO be DTP.
14 i (Slige)
15 mnis slide lists the patients in the placebo-
15 ||contzolled titzation stucdies who had —sports of purpura. The
: 17 | satient I just alluded to, patienc 0045, as vou can see, was
18 || the only patient who had = platslet count lower than 150,000.
19 [ However, the patient had a low baseline count of about
- 29 || 130,000 which was unchanged during the crial.
= 21 So in review of the individuzl cases, purpura
22 || appearad to De an isplated event. There was no evidence of
23 || thrombocytopenia znd, once again, puspuTa has been resported
" 22 ||with other secctonin reuptake inhibizors.
MILLER REFDATING SO0 T
01 Comem NE 22 In light of the fact that activaticn of hype-mania
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has been repo-Tad In pa:ienis c—ezrad with antidspressants,

+he occu-rence of this event was assessed. In piacelo-

|c=ntrmlled depression studies, hypermania or mania occu=Ted
i*nf:ﬂquently and there were no differences between the
incidence rates among the three t-eatment groups. One
LSE:traline—treated patient in these studies discontinued.
overall, in the Sertraline development program,
10/2,710 patients (about 0.4 percent) either had a dose
raduction or discontinued as 2 result of mania.

Except for liver function Tests, the incidence of

clinically significant lazboratory abno—malities in the
Sert-aline developmentT progIam Was low.

(Slide)
| mhis slide displays the incidence f slevated LFTs
iin all placebo-ccntrelled studies. The criterion is 3 times
=he upper limit of normal. There was no statistically
'significant difference between the 3 groups.

tn all cases examined, all pztients were asymptoR-—
2ric and thers were no rsports of cholestasis among the

patients. Values were found to IstaIm O baseline after

crsatment was discontinwed in all cases. Thera werIes no

icant diffsrences betwsen any of the

n
it
1]
rt
"""
t
rt
4
L
[l
e

]
m
*.-
H
F-n
Ik

t-eatment groups with respect to +he number of patisnts who

discontinued due to elevated LITs.

| Tn addizion to the few reports of elevared IFTS,
Cll4e
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[ |

levztistically significant reductions IZom baseline sarum
vels pccuz—ed in the ce--ralins-trezted patients
3 licompazed with plazcebo and actlive control. The mean change

fr-om baseline was approximately 7 pexcent. The clinical

s

5 lsignificance rem2ins somewhat unclear, although hyperuzicemia

¢ (has been reported in patients --gazed with triazolam benzo-

7 |diazepines and with thioxanthene. Additionally, and impoI-

g (zantly, hyperuricemia is often associated with hyponatremia
8 !:Elated to SIDE.
|

10 | Other safety data examined were vital sigms and

1
11 izccs. With respect to the former, Ser--azline use was not

o |
12 jassocizted with any clinically meaningful changes in wizal
|

signs. Overall in ~he clinical development pIogram, the

|
|
|
14 ﬁin:idence of patients with any £CG marked as more abnormal
I

was similzr in the Sertraline and placebo groups.

5 |

|'.
» 16 | (Slide)

, :
3 17 The last table displays 2 line listing of individual

18 |cases of patients who discontinued due to ECG abnormalities.
:g |The rate of dropout was not different zcross the drug gIoups
29 llin all the multizls dose studies.

, E

- 21 | Several studies have bsen impiemented by the

22 ls?cnsc: to zssess the potentizl for d=ug interaction with

Ser——aline. Two finalized rsports have discussed the

= i

24 Fpassible intarsction between Sertraline and tolbutamide and

MELER REPORTING 5. 1T | ST 2y < sph v
S O e NS L3 |5e_h_a_,ne and lithium. A statistically significant decrease

fa T S S < =
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clea-ance wWas rspczted by the

sopnsor anc seen in patients trezted with S=rz-aline ccmpazed

\with placebo. Ko scatistically significant gdififerences

‘between Sertraline anc placebo were seen in the renal

l:laarance of lithium.

Lastly, &s you recall from the earlier glides, 2

zair number of Sertraline-treated patients in +he development

progzam were §5 years of age CI clder. A comparison of the

incidence of side effects in elderly with younger patients iIn

|
jtae depression studies ~eveeled that the proportion of
|

lcarzraline patients experiencing side effects was gimilar in

l-nwe 2 mage CTouDsS, 25 Was +he freguency of occuzrence of

lspecific side effects. Addizionally, che incidence of

laborato—y sbnormalitles Wes generally similar.

Overzll, based on +he safety data, it is my view

=hat thes sponscT provided evidence that sertraline is safe

when used in the t-eatment o depression.

DR. zv. Thank you, Dr. Enudson. Do any of the

Committee members have guestions Ta2T they would like to

addrsss To tThe presentess for clazification COF amplification?

{No rssponse)

I——
(5]

| guess not. That being ~he case, we have the
\cgpﬂ:tunzty == s=-ezzh our legs and bave a short coflee
lbreak. We will come back in 1S minuces, at 10:33. Thank
hyuu.

01l4ge
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1 (Exisi —ecess)
2 DR. CASEY: I hope everyone fsels fresh and rsacdy i
) 3 ltu go on to part two. The first thing I would like toc do is
4 dtc thank and compliment the Agency’'s presenters on theiz ‘
5 lclear and focused presentations. They were very well done,
§ [jvezy easy to follow.
7 The next section will be to move to the sponsor’s

B |presentation by Pfizer Pharmaceuticals. That will be

Ly

presented by Dr. Steven Ryder.

1
10 | PRESENTATION BY STEVEN RYDER. M.D.
.l
11 DR. RYDER: Good morning. Thank you, Dr. Casey,
p
22 !pz. Leber, Dr. Laughren. I would fi-st like to express our
|
13 |jappreciation of and agreement with the comprehensive reviews
14 flef Drs. Lee, Choudhury and Knudson. During the past few
I
: i . > 4
15 jmonths, the entice FDA review team, including Dr. Laughren,
15 |lhas been wvery helpful in assisting our preparation fer this

17 |mesting.

18 I will try to minimize repeating areas that have
12 |been well coversd by the prior spezkers. I am going to not g

20 |lcover some arsas and guickly pass throuch some others. IZ

21 |you would likes me to cover any of these areas in greater

22 jdetall, please just lst me know.
23 (Slide)
24 The outline of my presentation is that I will cover

WILLER AERDETIMG So_ ﬂ
07 C Smess NI s

just one er Two items regarding efficacy, clinical pharma-giig4g
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celocy and, Zinzlly, safety. I chink that the raview
=

| =

resented for protocols 103 and 104 has been comprehensive l

L8]

i

3 land I am nct going to make any comments on the raview.
H [Slide)

5 T would like to mention some things about protocsl

-

€ |320. This study, as you have heard, was a large, multicente>
7 ‘tudy where patients with depression were treated for B weeks
§ lwith open-label Sertraline, using an upward dose titration
g Eegimen f-om 50-200 mg/day. After B weeks, those patients

1
¢ 'judged to have 2 satisfactory clinical response on the basis

[

of investigator opinion were offered double-blind rando-

it
("

2 imizeticen. Thos cients enteri int e-blin
12 zticn Those pa T ing o this double-blind
]

13 |peciod were randomized for 44 weske of donble-blind treatment

."'.*._1{1_ =

:ith either Sertraline or placebo. The dosage was started

15 |low and the protocol called for increases up TO 4 capsules

1§ [per day, correspending to 200 mg/day of Sertraline, for

17 |worsening ceprassion. £ this dose was ineffective, the
i8 gatient was to be discontinued. An entrance critezion prior
'|
1% ro entecing the initial B-wesk open-label period was that the | -
20 ?atient had 2 minimuom HAM-D total scoz= ol 17.
21 1 (Slide)

Thers were 467 patients whc sntersd the initial

8]
[

rd
L

cpen-label trsatment period and 350 patients completed. OZ

o = . ; _ .
Z4 Ithese 350, 295 accepted randomization into tae double-blind

MILLER MEFORTING OO MT
Lz

- - - =3 s = = -
40T S NE tTeatment period. The randomization scheme called fox a 2:1

01150
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| S

: fazic. There were, ThereIdIe, 185 Se—c-=line patients anc

_— .’l '

| - i

2 |110 placebo patisnts. |

’ 3 1 think it is important to note that at this posnz |

¢ -andomization the groups seemed balanced in terms of

]

5 |demoaraphics, disease charact ristics and disease severity.
t |Backup slides are available if you would like to see this.

As was menticned, there was 2 difference in the

|

ercentage cf patients who completed the double-blind

m
=g

¢ |tzeatment period, with 58 percent of the Sertraline and 33

oercent of the placeoo patients completing this period. This

|

difference was principally cue Tto 2 difference in the
E Y

=
(= ]

(=]
=

'

12 lpercentace of patiencs discontinued due to lack of efficacy,

| . ” '
13 |with 41 percent oo the placebo patients and 8 percent of the
N
14 |Ger—raline patients discontinuing for that reason.
1
15 ‘ (Slide)

2= menctionsd, efficacy analysis Ior this tudy was

17 'different from the other trials. A principal efficacy

1g lwariable was the rzlapse analysis. This slide presents the

|

13 |results of the intention-to-treat, last chservation carzied 3
20 ufcrwa:d, for the rslapse snalysis. The definition of relapse
21 lie on the last two lines of the slide. Relapse was defined

]
L)
i
L]

becoming and rsmaining ill whezs illness was defined as

)
Lad

having = CGI saverity score ci ezter than three. As you
- |
-,4 f PR - - = -
= know, this is & ssven-point scale. 5o that wotld be the

WILLER RERQETIMG S5 IMC. - z 1
Wictem vz <0 |REEhES end of the scale. There was 2 c¢ifference in the

1151
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maIe.

se-centage of Sertraline anc clacebo patients that had

-elapse using Theis LOCF date.

examine the discontinuations due to lack of efficacy- This
fjgure presents the Kaplan-Meier curves using the endpeoints
of discontinuation due TO lack of efficacy. The curves &Ie
presented for the gercraline group in yellow, the placebo

group in white, and the boundaries of the 25 percent con-

fidence
statistically sicnificant difference in the curves oi the

Sertraline and placebo g=oups.

conjunction with FDA and this is another. This is a EKaplan-
Meier curve using the endpoint of CGI severity score greater
ithan 3.

accepting the definition of illness as & CGI score of & or

placebo croups are shown with the limits of the %5 percent
iconfidence intervels. Once more, thers is 2 significant

difference between the groucss.

(Slide)

Another way to review efficacy in this tzial is to

ntervals a-e also shown. There was 2 highly

(Slice)

Severzl other Kaplan-Meis: znalyses wers done in

occuzzence of first illness,

it

That is, the firs

Once mozes, The curves oz the Sertraline and

{Slide)

This slide pr-esents the eificacy conclusions and
01152
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|
1" lthev a=e in acreement with those that you saw previousliy :
— i - = .
| < i
2 |rhat is, based on the results I BT tocols 103 and 104,
T |
3 |sertraline, within a dose range of 50-200 mg/day, is mc=e
4 |effective than placebo in the tresatment of major decression.
5 Second, based on the results of protocel 104,
§ |sertraline causes improvement similar o amitriptyline.
7 Thizd, based on the results of protecel 320, the
8 ':esults of which were just discussed, Zfollowing successful
8 |treatment with Serzraline, continued Sertraline therapy
10 |reduces the incidence of depressive relapse compared with
11 |placebo.
22 |' I will now turn zo clinical pharmacology. The next
i3 F wo slides list the clinical phammacology studies and d=ug
13 |¢n_erac zion studies in the Sertzzline development PIDEIam.
15 ! {Slide)
- b= Thic igs 2 list of the clinical pharmacology
Iy
17 ls=udies. Several studies, such =s the kinstics in renal
i .
18 |insufficiency, wers recently completad and the data are being
19 lanalyzed. Others, such as the kinetics in hepatic insul-
: 20 |ficiency, &re ongoing. I will not discuss these stucdies.
1 3
21 (Slide)
=2 5 This slide lists the drug interaction studies. 1T
I
3 ettt uld like to menticn that an attemp:t w2s made To examine
24 |é-ugs that would be representative of classes commonly co- |
HH.I.FF'WF!'WG=-_._‘,':E. [ . _. - -
T s SRR =% presccibed with Ssrtmaline, as well s classes with diffe-ent

01153
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netabclic psthways. Once moTs, some c-udies have data beinc
|

Lnalyzed and will not be cdiscussed.

(Slide)

Following oral acdminiszraczion of Sertraline, peak

e e

| . : .
olasma CONCENtIalliOns {(Chmax) was typically reached 7-B hours
£0llowing oral ingestion (Tmax)- Linear pha-macokinetics

were demonstrated in a dosage range of 50-200 mg. The

rerminel elimination phase was achieved 12-16 hours following

pral ingestion. The average cerminal elimination half-liZe
1

f-om plasma was approximately 24-26 hours.

| I should mention here that the Sertraline plasma

~oncentration achieved after administrztion of sertraline for

14 davs once daily was consistent with the Z4-286-hour hali-

|
1iZfe that wou see hers and was cose cropertional,

i I should zlso mention that when Sertraline was

ladminiscered with food, there was 2 32 percent increase in

may and @ 39 percent increase in AUC. Accordingly, current
|mecommendations are that Sertraline be administered with
anud.

| (Slide)

Serzraline is extensively metzbolized and 2n

imporzant initial pathway of metabellism is to N-desmethyl-

lsert-zline. N-desmethylsert-zline, 2= DrT. Lees menticned, heas

la plasma terminal elimination hali-life f+mm 6£2-104 hours.

gfm;u::an:ly, both biochemical and phacmacological studies
01154
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=how Tthat N-desmethylsertreline is substanczielly less afilive
han

_ =
|
B

I=s
rl

esrzraline. Specifically , N-desmethnvlsertzeline was |
pproximately 1/10 as potent as the parent campound in in

rit=o activity of serctonin reuptake iphibition, N-desmethyl-

__———

il

5 |sertraline was inactive in the mouse Porsclt model of

o

Hepression and displ yed innocuous behavioral effects at dcses

up to 1 gm/kg in mice and rats.

=}

B 1 (Slide)

o
(S

menticned that a number of Sertraline drug

10 ]intsra:tiﬂn s=udies have been done. The general design for

11 |=hese studies was that the co-administered drug was civen

E 12 |befor-e and aftesz three weeks of either Sertraline cxr placebo
|

[ . i
13 ladministration. Three weeks was chosen &s being mocre than

12 ladecuate in terms of allowing Sertraline or desmethyl-
's |serz=zzline to achieve steady state.

is With warfarin there was an 5.2 percent increase in

17 |prothrombin time after Sertzraline compared with placebo.

18 [plthough this change seems small, prudent medical practics

1¢ jwould likely suggest that prothrombin time be monitorsd when

s |Sertraline is started or stoopad.

kb
=+

Compared to placebo, Sertzzline caused z 5.5

8]
)

percent inc=eas= in steady-state serum lithium levels and a

23 1.3 perctent decrease in lithium clea-znce. Neither of these

24 [changes was statistically significantly difZerent from

-

MILLER NERSRTING IZ T :
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1 |l 1 shovld menticn that thers I %

z .gx;erienze with the co-administrztion of Sertzaline and

2 Li:hium- 2e D-. Lee mentioned, a fsw patlents entered oux

i Ltudy with the dimcnosis of bipolar disorder. There was & 18
|

5 Tﬂrcent decresse in tolbutamide clearance and 2 13 percent

§ [decrease in diazepam clearance. Epth of these decreases aie

7 lkonsidered to be of minimal, if any, clinical importance.

8 Sert-aline has no effect on beta blocker pharmaco-

u

dynamics. The specific beta blocker used in this trial was

1]
senolol. That is the CDz5 of isoproterencl, the dose that

i nereases heart rate. The chronot-opic dose of 25 beats/

| |

12 mincze was unchanged compared with placebo. Finally, the

13 rha:macukine:i:s of digoxin wers unchanged by Sertraline.

|

(Slice)

1=

(]

H
T
fi

slide presents the approaches that were taken

16 |=o examine the Sertcaline data base concerning safety issues.

f would like to say that we zre in complets agreement with
18 b=. Fnudscn’s review. I think it was extremely comprehensive.
19 £ would only like to slide to the very last item, ECGs, and I

50 lould like to nots that a specizl effort was made, and &

31 FEur-ther and more cstailed review of 211 ECG tracings from

]
(38 ]

1.S. and Canadian depression trials was done in a blinded

L8 ]
Lak

manner by Dr. Chacles Fisch and Dr. Euzanne Knoebel, of
- b
Tnéianapolis. Dr. Fisch is here todzy 2nd he is prepared TO

(]
JEa

WILLER REPCETING T3 _MC. | z
etin. vz &2 .Bnswer any cuestions regarding this analysis. 01156
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lintervals

it=

CD'ﬂEECﬂE"ﬂ._

l
|

celsrating

Tecurrence
i

roups is

Sertrzline

F‘EEtrﬂca

wisi+ in hes—t rate and the ECG inrervals listed, 2s well é&s
s review of the incidence of conversions f-om baseline toO

cinal visit for overall ECG interpretation, rhyThm, axis and

tvline -esulted in an increase in heart rate and 2

baseline to abnormal at final tracing In specific categories
of ECG chanoges. There wers no ciffesrsnces between Sertraline
end placebo. The s:aiistically significant difference in the
famitriptyline group was because -- 2nd Dr. risch can explain

Lhis further if I am not clear -- amitziptyline, by ac-

on ‘Ean Sse

s
=l

mhe znalvsis includec changs £-zm baseline == ZIimzl

listed parameters.
(Sliide)
There we-e no significant changes in the ECG <

of Sertraline and placebo patients. AS expectad,

—aduction in the ECG RR and QT inte;val.
{Slide)

nwis shows the number of cooversions from normal at

~he heart rate, to & great extent precludes

of sinus bradycardiz which is 2 normal occurTence.
e =mar its freguency in ths Sertraline and placebo

the same.

The review by Drs. Fisch and Enoebel concludes that
has no cdemonstrable effect on the clinical

Tdingzen.

(Slige) 01157
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3 ]' The ovezzll conclusicons 2z that se-t-zline, In The
) . . |
~ |==eatment cf majcr depression, 1S effactive, It appeaTs & 1
3 i:educe the incidence of depressive -elapse. Sert-aline
|
& |pffec-s well-tolerated therapy and is without significant
< |lenricholinergic CRS arousal, cardiotoxic activity and does
¢ |not cause weight gairn.
3 Sertraline appears to offer effective and well-
I
g |telerated therzpy in the treatment of patients with majer
i "
2 'dep:ess;nn. .
| -
10 Thank you and we will be ¢glad to answeI any
I _
11 |guestlons.
12 DR. CASEY: Thank ¥you, Dr. Ryder. ATe cthere any
13 |guestions O commenzs from the Commiztese? Dr. Prien?
i | DR. ZRIEN: In teImmsS of clinical results from
|
L= s 2 3 . .
1z |studies 103 and 108, we have been provided with mean chance
v
15 |scores fzom baseline and che outcome of statistical analyses
l|
2 17 Fﬂr <he differsnce in mean change scorss betweesn drug and
18 |placebo. Fowever, it is difficult to determine the clinical
|
13 ls;gn;f;:ance of the statistically gignificant differences in
20 mean change scozes, particulacly when you are locking at
21 ;£f=-ences in change of only 2.or 3 points on the HAM-D
o -
22 I;::xtal score or cdifferences Detwesh gZoups ©on che CGI impIovVe-
23 lpert and severizy of illness scals - 0.4 or 0.5, which 1S
iy ! 3 SR
24 |not = TIemencous difference.
MILLER REPORTMNG S5, ME- I
- |
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Do vou have cata on +he oe-centage of patients in |
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| |
sach g-oup whe shcwed imDIOVEmERT hzced on SOme designatec |

1
L-izaria-Dasec outzome meassu-s? Say, CG&Z improvement SSCI= ©- l
|

n or 2 or HAM-D «pral score of less than 10, or even DeIrcent

reduction over baseline for indivigdual patients?
1

DR. RYDER: One of the analyses done was &0
lsxamination of the groportion of patients who responded. TwWO

Hefinitions of response were iooked a2t. One was & HEAM-D
I

Hecrease of creater than 50 percent from paseline. & second

=

was, as Dr. Prien suggested, 2 CGI severity scoTe of 1 er 4.

These analyses showed thzt in protocol 104 the

roporticn of patients improved wWas generally comparable

| .

lhetween Serzraline and amitriptyline. £ 1 remember COrTecT-—
I

1I - - - -

|Ey; -he figure is about 65 percent esing intention-to-TIRat,
I

las< observation carried forward.

‘l DR. PRIZN: I am somewhat less impressed with

CCmpaIing Sercrzline with amit=iptyline, particularly since

your mean dose was about 100 mg of amitziptyline, which, for
Larients who have HAM-D scores of over 18, may be somewhat
Imall. 8ut I am interested in +he comparison between l
l
1 ert-zline and placebo with respect o individual improvement
|

ztes.

DR. RYDER: If I remember cor—ectly, the ccrIespon= \
Hent placebo proportion was abour 43, 48 percent. |

T7ER BEPRESSRTATIVE: Terzy-eight.

DR. RYDER: I am told it was 48 pezcent.
01158
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DR. ESCOBAR: Is that oniy foz 104 O< also for 1L37

DR. RYDER: Tor 103 we also havs propo-tions R

I - - - -

v ne combined ge-traline group, 25 well as wne individual
!

se-t-aline gToups- 1f py memory serves me co-rectly, the

1acebo proportion is about 45 percent for protoccl 103 and

ﬁ—_

tor the Sertraline combined group it is approximately 58
|

|
percent. I am SOZI¥. g0 percent. TheTre are people who have

|

FhE data available on the side.
| (Slide)

b This is the evaluable patients subhset, with the

il

I

prepestion of patients going from wesk 1 to week 8. The

mropozticns thera 2%€ presented for Sertzraline, amitziptyline

and placebo-
|
l pR. LINNOILA: In the packace provided to us we had
|

lsrudies which were not discussed today 2T all. Reading that

i
mackage, I come O +he conclusien that Sertraline is effi-

Hl

=

| i . F
lcacious basically for outpatient rreztment but I do not ssee

=ny efficacy in the inpatient trials. ts that a fair reading

z +he dEta C©T 20 I somehow mistaksn?

———

DR. EYDER: Thers wers W0 inpatient studies. I

jieve Dr. Lee menticned them initizlly. mhese wers studiss

that had fzom 23-37 patients per gTous- They were & weeks in

Buration and they did not show & diffs-ance between gerctraline

=nd placsbo-

! I =hould mention that in the p-eparatiocn of cur
011ls0
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= fauE?ﬂ—lsed acco-Zing to baseline HAM-D sevezity --= moderace

A0% CSeem. NS

b E. : - 5 = x
24 {Sertraline, amiz=ziptyline and placebo groups. They aze

8]
A

(T i1 5 i

core f-om 17-24 versus those who had 2 sCore of Z5.aZ

Ll

- le=udies fcr presensation, We have locked at ocuc datz base Im

stocol 104, looking at patients who had a EAM-D bassl- ne

4 |czeater, and the efficacy of Sertraline is maintainec in the

s |patients who have the higher baseline scores.

S DR. DAVIS: Could wve see those data?

7 DR. RYDER: I do not have 2 prepared slide but we

|
g may have & photocopy of a2 SAS output.

2 DR. CRSEY

i

|
10 !cuestions and comments for the cverzll Committes discussion.

|

12 ito collect their thoughts a little bit —ather than trying to

13 lgo it heze at the last minute. It would give us a chance Io

14 2 = - 5
14 liscuss them in full context. But I would give the sponsor

f
wn
it

rhe OppOoITL
f
I.
wish.

it
m

[
LS |

1§ fraw SAS output so it Is not especizlly audience fri ndly.

S (Slide)

20 2s I wa-ned you, it is raw SAS output. It is

21 mersly a photograph cf SAS output.

22 DR. CASEY: Could you walk us through this?
23 DR. RYDER: Sure. These ace the values for

Perhaps we should save some cf these

11 [if we need more data, it would then give the Sponsox a chance

o address this las:t cuestion now iZ they

DR. RYDER: This is not 2 prepared slide. This is

the

01161
Motus/Pfizer




Ln
P

L7 ;
T |
;
|| . Bolnse |
1 @=nc severs. TIae dgefinition for severz 1S 2 HaM-[ scZoIe et |
= | |
4 . - - I
- |baseline of 25 oI great==; for moderzte, ITom 17-24: eng IO
= !
| { i \
3 L&ld less than that. There were vary few pati=nts in the 1
: imild category, as you can gather based on the protocol !
| l
g |criteria. ]
[\
] These are the values for the baseline and the change
7 |from beseline. For eerrraline, here is the change from
8 |baseline in the moderate and the change from baseline in the
¢ |severe croups, ancd Zor amitriptyline and for placebo.
|
10 ;l 1f my memory SeIves me corzectly, this is the
|
|
11 lkntention-to-treat gIOUR, last observation carried forward to
:
12 the final wvisit.
|
i3 DR. CASEY: Dr. Davis, is that 2 response Lo your
14 jcuestien?
is DR. DAVIS: I cannot read the slide from this
15 idistance.
? 17 DR. LEBER: Walk up to it.
18 DR. CASEY: I believe for the Sertraline moderate
1% group <he changs was 10.5. In the severs group the change

20 raﬁ 14.0., For the amitriptyline modsIste gIoub, the change

21 teas 11.4 and for the amitriptyline sevezs group the changs
n! =
Tas 15.0. The change for the placebo modeIate group was

19

-

T
3% ]

23 j@and for the severe group the change was 8.0.
24 DR. LINNOILA: Mr. Chaimman, interestingly, if one

it R AEPORTIMG CI, ™E. ![]
= ikaaks 2= the data, by far the clearest efficacy for SertTa-

0t CSumL NE T
01llez2
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line, even though thers is eiilcacy in evesy group, is im
mild depressive c-oup. 1f one ipoks the-s 2t the chang=
[ 1] - -

scores, either &s a percantage f—gcm baseline or against

————

L+ but the Ns are very small in that gzoup.

DR. LIRNOILA: Sorry, 1 agree.

=

DR. LEBER: Can I make a suggestion? I would

Lo stick my two cents in -- I have been guiet until now.

Fhi

| e

H

-

Ff the treatment effect that everybocy agrses upon for a

wariety of resasons, part of it is statistical; part of

-

s

conceptual; part of it is even what 2 EaM_D score means.

|
i

center to center, individual to individual and trainee tO
we lock at these numbers in an absolute way.
i

b -
Fm;ng to discuss some of these issues, that we could give

la chance to sum up before we ge: into the detziled nitzy-

Motus/PEizer

1
%1a:ebm, cleaczly, the biggest difference is in the mild group.

DR. RYDER: I do not know il Dr. Linnoila can see |

-+~ cmems to me that we are engaging in a discussicn
2 major conceptual area, which is called the size of the
eztment effect I do not believe that there is 2 standard-
i ~ed method that everyone agrees upon 2t this point in time,

although theze are measures ~hat attempt to estimate the siz

wou map it on the spectrIum of disesse pathology may vary from
lr—ainee. Sc I am not too sure what we are talking about when

I was hoping, because I know that Tom Laughren is

lezTTy of this. Then, pechaps with that as the framing for

~hs

isg

How

him

01163




L
(¥ 1]
s

o ul %he discussion, we can pooceed.
2 | DR. CASEY: That is veoy good. I agres. D=.
[ |
3 [ramminga?
- | DR. TAMMINGA: I just have one guestion about That
g |slide. I want T0 clarify that that contains no data from the
& 1Lnpatiant studies. 1Is that right?
r
7 DRE. RYDER: No, this is a subset of protocol 104.
B DR. TAMMINGA: Right. Somec-ime in the course of
- ¢ |pur discussion, T would like to hear fzom the Company and
|
10 f:nm the FDA zbout the inpatient stucies.
11 || DR. LEBER: I believe we will also talk about what
12 the difference is berwean a positive result, 2 negative
13 result, a failed study and a null stucy. 2ll of these are
14 [ways of carving natule up to make thincs understandable in a
15 ireculatory sense. We will discuss thaz, I hope, in the
16 Lcu:se of the discussion.
17 { DR. LISSERMAN: Mr. Chairman, if this are the only
1B %a:a which bear on the issue of the relacionship of the
19 \'ffi¢acy of Sectraline to severity of depressicn, would it be
20 ?cssible to have a copy of that tabls distributed so that we
21 Lan see it up close?
22 DR. CASEY: I do not know if it iIs cechnologically
23 [possible for the spomsor to pIocuce i=. There are & few head
28 Fuds in the ves direction so I think That we may be able to
MILLER REPORTING C3._ M 1
.. 25 iget a photocopy and have it for our ciscussions.

Oilea
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1| DR. DAVIS: additionally, it would be useiul TS ;
= |
2 Lave date from the other ce=udies that address The same '
S
3 Iguestion.
A | DR. CASEY: With that lengthy introduction, I think
|
5 Le are well prepared for Dr. Laughren’'s summary. Thank vou,
b Pr. Ryder, for yous ;:esentatian.
7 PRESENTATIOR BY THOMAS P. LAUGHEREN, M.D.
B DR. LAUGHREN: Thank you, Dan. I would also like
8 |co thank my colleagues at FDA and Dr. Ryder for very clear,
10 |focused and informetive presentations.
11 (Slide)
12 1 included this slide mostly &s 2 way of remincing
13 |you that In addizion te clinical date, there are a number of
14 %the: areas that need to be addressed in an NDA. We have
15 [looked very carefully a2t the chemistIy and the pharmacclogy
15 Ea:a. The reviews, at this point, are not finalized,
17 lhowever, based on what we have seen, we sée no problems in
18 Tither of these s-sas that would preclude the approval of
19 Fhis product.
20 | 0f courss, it is zlsc zeguired that 2 drug be
21 rha:zt:e:ized from 2 phacmacokinetic standpoint. DI Rydez
- 22 |has pr-esented vou with some of the bicgharm. data. We have
23 |aiso looked very closely at all of those data and, again, we
=L ee no serious problems. There ars a few biopharm. issues
i i |

T CSmm, NE == jmhat still remain to be resolved. Sc I 2m going To come back |
01165
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14

1 -5 that in 2 bit.
— |
2 Tinally, you have heazd =2 creat d=2l about the E
-1 |
' 3 |glinical data. I want TO say & bit more about that, mOST.Y
| i
¢ las a wey of contrasting what we have cotten with what ws
5 #ﬂuld like to get in an ideal setting.
6 ; (Slide)
7 | These are the typical bic. studies that we get in
B Fn NDA. As I have mentioned, we have, for the most pactT,
o Lece;ved +hese studies for Sertralline. The ones that we have
|
i0 LQL yer gotten, we have been promised. These are studies
|
11 |that ere either nearing completicn or 2Z€ completed but not
12 Le: Zully reportec.
i3 t Eowever, 25 I mentioned, thers are a few areas
H
14 rhe:e we need a little bit more work. We still need to have
15 |Bissclution studies. We still resguize additional food efiect
|
1§ |studiss. We are going TO want 20 additional study comparing
- |
' 17 the pharmacokinetics in morning versus evening dosing.
18 Lths:w;s from 2 bic. standpoint, things look pretty good.
1S l (Slide) ]
2 20 | This is just a cuick summ=-¥ of the pharmacokinetic
21 .%Ha:atte:;st;:s of Se=traline. <You have hezrd some of these
-3 ldata befcre. I want to summarize them hers because some of
23 rhEEE data are rslevant to comments I want To make a little
" 24 |bit latec onm.
MILLER MERQATMG CT. _MI. II .
za As you have heard, Sectraline has a large first-

A= C S M E
01166
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i |
1 lpzse effscz. The half-1ife oI the par=n<t cf Serzzeline Is= i
- i
| : s !
= cughly a dey- It has besen demonstrated T3 be linsar w.tnl i
— i |
3 |rsspect to dose, ia the dose Iange of 50-200 mg which is The
4 dose range which 1s being proposed for clinical use. &s [=.
5 [Ryde= mentioned, that has been shown not only with single
5§ |dose data but also with multiple dose data.
7 &s he s2lsc mentioned, there is a very prominent
! g Ifood effecz. The availability of Sertraline is increased
g lrouchly 40 percent when it is given with food compared to &
, ¥ E
-
10 (fastinc state, &nd I want to come back to that issue. It 1S5
I
|
11 |highly z=otein bound.
|
1z [ From the data that we have looked at, we have the
il
12 |impressicn that the clearance of Sertzzaline 1S diminished
14 issmewhat ia the elderly compared to younger individuals.
15 That may 2150 have implicaticns for desing-
|
!
16 | Tinzlly, as has been mentioned, there is & majoT
17 mecabolite, gdesmethylsectraline, which has 2 half-life o
18 [zoughly £0-100 hou—s. However, it is cf Importance that the
1
£} | H - -
1% metzbolite appears to be relatively inactive comparsd to the ,
20 parent.
21 (Slide)
‘\-.q.-".
e Now I want to turn to clinical data. I would 1ike
23 |to star: off by making a few general comments about what,
‘ 24 lunder ideal circumsIances, we would like te learn fzom the
w1 FR REFQATING COL RS - B i i
s e 52 75 =1inicel ghases ol d-ug development. Then I want to T2late 51469

‘ Motus/PElize




(18]

Lad

e

L

o

=t
'.-4

ji
2= ]

}
Lad

=
afn

§ot
th

-
==l

—r———
o
[Lh]

naz to what we have 9% gerzzzline.
I 0 course, the primesy gozls &= IO eszablisn

lszfety and effpcriveness. TheIe ;g a third goal, wnich %

|
|
‘EGmEtimEE negle¢:ed somewhat, that is, =0 develop the gata

1ba5e needed TO direct clinicians in how best to use 2
oroduct. In order to know how to use 2 product in clinicel

F:ac:ice. first of all, one has to know how tO dose the
|
%y?icnl patient. That means knowing the dose range, knowing,
%n pa:ticula:, tha lowest effective GOSE; knowing on what
i%chedule zo give the d-ug; knowing whether or not ©O give it
%ith food. TFinally, i¢ the drug is going to be tizrated tO
|

iIsome Target doss, one needs O ¥now what dose TO sta-t withj

ch o get up thess in verms oI dose increments; and at what

1in:E:va15 -0 maks those changes. These z2re &ll importTant

rlinical matiels-

=
\1 Tn addition, one wonld like to ¥now how TO indiwvi-

!ﬁualize +he dose for various subgcroups, foT example, the

I

=lderly patients with CONcoOmMitTEnT disezse or patients taking
mther mecications.

| & drug which is going =0 e used in & condition

|
|

which is chronic, such 25 deprassion, one nesds to have data
on whether o n=ot = coantinue the ©Tug z2fter one has cbtained

? response and cne would like to know whether or not the 4Iug

oy - ] - Logm 1 z :

ianhacus patients IITWm -zlapse in CAIONIS psa. One would

hiso like to know iI there 2I2 any preblems in disczntinuing
pile8
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La:ien:s i-om the drug.

E = - = -

L =ipallw, T think that any d-ug cavelopment orocram
hould a= lesst explore the pros and CORs of plasma level

relzzion to clinical use, both safety and

pfficacy.
it (Slide)
From the

What do we actually have for Sertraline?

standpoint of effica:y, we have study 104, a 3-way study

romparing amitsiptyline, Se-traline and placebo, which boeth

I

we and the firm acree is 2 significantly positlive study.
He alsc nave study 103, a fixed-cose study, which

we like in concept. We very much like the dose comparison

li £ the dztz are reanzlyzed excluding certain items that

sotentizlly confound the cutcome, nzmely, those items that

|

represent side effects of Sartraline, +he overall outcome 1S
F bit more positive.

From a standpoint of salety,

-

<he data base of

:Fesign. It potentially yields very Importanc informaticn.
However, as was noted, there was 2 oroblem in the way this

|

! . :

;:udy was eanducted. Patients we-e not titrated to dose,
iLEﬁding to high dr-opouts in the higher dose groups. Heverthe-
1

Fess, we feel thac t study is = positive study. It is

Ness stzong than 104. As Dz. Lese mentioned, for HAM-D total

|

.Fx?UEEﬁ patients is cuite large, rouchly

reassuring in tTerms

Fver&ll,

of salety.

2000 patients-

Of
011639
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1 L:-*sa, -hat does not rule ouc +he occuz—ence ol Tares side i
=2 I i
1
= |lezfects that may not show up unzil 2 d-ug reaches 2 much !
3 [farger population. But from the standpoint of what we have
: iseen, it locks pretty good -
5 l (Slide)
b What about the other jssues of establishing 2 dazta
7 Ibase needed to iastruct clinicians in how TO use the drug?
8 |pDo we know how TO dose the typical patient?
2 ! This slide is taken from the proposed instructicns
10 for use of Sertraline in the proposed labeling initiating
11 |ErestTment. Basically, what this suggests is that patients De
1l
i
12 Igosed in & range of 50-200 mg; that they be sta-zed at & dose
13 |of 50 mg with upward titration hased on clinical response.
14 [Tt suggests that ~he dose be administered once & day, either
15 ?;:h che evening meal or with breakZast, and that patients
|
15 with renal or hepatic compromise be given lower or less
- L .
17 F:equent dosing.
18 ‘ I believe these instrucTions 2I€ essentially based
19 :Fn stucy 104 since that was rhe study in which patients were
|
Z0 ri::aten in a ra=nge of 50-200 mg. Thess are sSome guestTions
21 ‘here. We still do not know what the minimum effective dose
sz |
22 fs. These instructions do not tell us what increment to use
23 ‘in get patients up o an effective dose. it says nothing
T 1I & :
24 |about the dose interval, the interval for making the change.
MLl T REPETHG TO_ IS | S Wi
o Chue 82 £ ?:cm the half-1ife of Sert-aline, Toughly 2 dav, we know that

01170
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-

Lha

F; - ig ncT going =3 —s=ach stsacy sStats fc- roughly & wesk., 50 i
- t i
= jpne would want =0 wait zt least & week; one might want o !
3 &Elt a2 longer. We just do not have the data taat bea- c©n
it |
4 &ha: issue. |
5 in addition, it suggests here that it be civen with
3 ;uod. One peoint 1 would like =c make is that we have very
7 fittle data from the NDA on whether the drug was cgiven with
B Lcnd ar not. The discovery of the fairly prominent food
9 éffec: was not made until well into +he development pIogram.
|
10 ?a, for example, in studies 103 and 104 we do not know
i1 %hethe: patients weIe dosed with mezls.
12 j I do nct want to be too c—iticazl. I think a vesy
|
13 h:rsng mitigating factor for +hese relative deficiencies is
l:
13 Lhat ove—zll =his d=ug has been shown To he relatively safe
15 Lhen dosed in the interwal of 50-200 mg. Nevertheless, these
16 é:e clinical issues that cne would like to have infcrmation
17 _l]|:.|n.
ig ‘ (5lide)
19 i @hat about individualizing dese? Again, I mentioned |
29 fhat we have data in the NDR suggesting that clearance may be
-1 somewhat diminished in the elde-ly relative TO yOounger
22 |individuals. So I think some change would need to be made in -
23 dosing the elderly. If this d-ug is approved, we will modify
T 24 Lhe labeling to reflect a need for modified desing in the
o g l:'_eln:'*.e-lﬂ_f.
- 01171
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1| 2= Zzz ac patients wizh z=n2l o< hepatic d¥s- [
1
5 |#function, &s DT Rvder mentioned, Those datz have moT YET

\ | !
' i |peesn submitted SO W& have not had &n n;;ﬂ:tuni:y to lock &t |
4 |=hose L1ssues- !
] |
5 I want To mention one other point regarding l
6 i ndividualizing t—earment. wWe have NO data for this &=ug in
7 %hllu.ﬂﬁ- 0f cou-se, the sponsor is not seeking 2n indication
g lin childzen. Nevertheless, I chink it is important O peint
o |out That depressicn 1is &n entizy that exists in children and
10 l‘ this drug were IO be approved, jr is likely that some
12 r 1ipjcians will want TO gse this drug in children. I deo not
- - | = = -
12 feant to make 2 bhig point of rhis, excedt O menticn that this
13 TE an area where we have no knowledge.
S Whar about the issue of continuation maintenance
- | - - - - -
15 |pzeaTment? study 320 was intended to look at maintenance
i 16 ?fii:acy. Eowever, the way that study was designed and
—_ ; :
17 F onducted makes it Very difficult to dzaw any conclusions
| : -
1B ﬁbnut ijts effect in preventing relapse. 1t may tell us
1]
I .
1s -T omething about the advantage of continuing patients beyond
=g |an initizl zesponse hur it really doss ot address the izsue
" 21 Lf maintenance eflicacy-
-
22 I - -—th=
22 Despite that, I want ©O comment the Sponsol for
=3 |doing the study. We -2rely have any CITeCT data on conti-
24 imuation or maintenance gfficacy in wops for depression, SVER
umnmn::_m:. IL . R
aps  teee NE I_hnugh this is ocbviously an imporIant clinical issue. 5o I
01172
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+hev ought = D2 commended for deing 1
n could have bsen improved.

ps far =s discontinuation, W€ have no evicencs Z-om I

& |what we have seen «hat there is any withd-awal syndzome -Z°@ ;
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] - - 2
rdered their mean plasma jevels. Patients had theiZl plasma

leormed, five groups, based on these mezn plasma levels. They

aline. i
(Slide)
What about the final area cf the-azpeutic czug
cring? These &re +he only data from the NDA that bezz

e issue of relating plasma'levels «o clinical response.

are datz that you have not yet seen. This was an B-

parallel gzouwd dose comparisen trizl. The dose CIDUPS
ig trial wer= 30, 100, 200 and 400 mcS. patients were
-ed up to those doses.

We have only VeIy prelimina~y cara from the stucy,

1 pnderstand is still ongoing.

il

PTIZER REPRESENTATIVE: Ho.

DR. LAUGEREN: But let me Just t=11 you what has

gone hers. The sSponsor pocoled patients znd then rank

s monitcred 2zt various points taroughout the trial. So

lasma levels wsTe rank ordered and guintiles were

iooked at the mean change in the #am-D depression item

ach of those guintiles.

What you see is the least change in the low plasma |
: 01173
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h=vel croup, with mcnotonically inc-easing changes &5 YO
'L: the higher end and with some isvelling off as you Gget =he
! -

I

higher plasme level groups. mhese are very crude data,
Li:ssicult to draw any conclusions from. 3ut I think it at
T

ast suggests that there may be some plasma level eifect
elationship here that might be worth pursuing.

In conclusion, I think overall the sponsoz has

Lctivity: that it can be used in 2 reasonably safe manner in
]
~-ezting depression. There are Some clinical guestions that

—amain -- ves?

5!

DR. LINNOILA: IS vhis fixed-dose data?

-

DR. LAUGERSN: It is fixed but patients were

I CR. DAVIS: wWers they preassigned to & fixed dose?
q DE. LAUGERSN: Yes, it was 2 dose comparison trial
rhere patients were 2ssigned to a dose croup and then

- ir-ated to that dose. Again, the dose gzZoups were 50, 100,

200 and 200.

DR. LINNOILA: Thank you.

DR. LAUGHREN: As I have no=ed, there =2rs some

[ — .
—emaining clinical guestions that w2 would like to have

\answered- we have discussed this wizh the sponsor. They

rave commizzed to doing an additional Tl 1 to try and

lmdd-ess some of these clinical issues. The proposal would be
01174
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provided evidence tc suggest that this drug has antidepressant
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== do this on & “c=bma+ke-*.n rzsis. Given

impo-Tant safety findings IoT this crug,

||
%ueshxans by the Committee members o ne addressed dire ly

Fa pr. Laughren? D=. Hezel?

—egarding the
éuidelines for optimal use DY ciipicians, that is, tO incuire
o whether wou think +hat wvour
he state-of-the-&rt, or is it 3 goal scmetime in the future?
and do you think, srom what we know zbout the cther products
=~hat are currently available, could we adeguately answer

—hese guestions?

deally because it Is always a problem, ONCE vou get around toO
._Eﬁld_nc that a c-ug works and that i= is reasonably safe, TO
.cize labeling. We want to give clinicians as much infor-

i avion as we ca2n T2 help them in usiag & d-ug in cliniczl

(1]
'

b=
=)
n
i
|
o
1]
.
it
Q

sgree with that.

l I think I will stop there and let the Committes ¢° .
l .
on with their deliberations.

DR. £¥: Thank you, TO=m. Are there other

DR. HEZZEL: Is study g6 inpatient cI outpatient?
DR. RYDERA: Qutpatient.

DR. CaASzY: Tom, T would like To ask one guestion

=

ast category on your slide sbout establishing

s~ of five ltems should

DR. LAUGEREN: It is & f=ir guestion. Basically,

iz mors stzTs-ci-the-=2IT than what we have for most drugs.
i
j= an idezl goal. It is what we would like to have

1

-
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most drugs, we do not

v

-

[E 11
i

- ie these kinds of data that would be varz
in getting down tO the business of writing lebelinc.
agree that thess 2= ideal goals. For many drugs, if nct

have all cf this. kind of information.

DR. sv: From some of your complimentary

- omments about the sponsor, I take it that they have done 25
well or better than many in the past; that it was not meant
to be a substantial criticism of the sponser but, yet, it was

"ot a standing ovation that all is done and we are reacy to

co on.

DR. LADGERSN: It was really more 2 reminder for
11 of us that there is a great ceal that one would like to

.ave befors one puts a drug out om the market and gives it to

clinicians to use. The sponsor has been very helpful. As I

I think these a-e relative deficisncies that arce

say

. . 3 )

mizigated cuite 2 lot by the fact That +he drug is reasonably
afe in the dose range in which it has been proposed for use.

DR. CASEY: Thank you. D=r. Leber?

DR. LEBER: I think it shounld be understood that

=11 compariscns ars probably odiocus. We do mot have =2

ST -

Enm;arativg efficacy/saferty drug law, although, clearly,

linicians using €-ugs are intsrested in determining relative

hat means.

=
%ffiCBE?; relative safety and relative utility -- whataves
1
|

- =%iak wor have to unfe-stand that when we face an
01176
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i E;pli:a:iun f—om & r=agulatosy p&:s;e::i#e, we are askec =0 ;

L . ] . .

2 l|¢ace what the jaw reguires us TO do. Wwe aI® gbligec =2 |

i |

approve an NDA unless our Teview finds that the d-ud is

(*1]

: |lunsafe for use; =hzt inadeguate cesting has been done O show
s izhat the drug is safe. We are reguized to appIrove he dzug

£ |nnless wWe £ind that the tesTs submitted fajiled to contein

eubstantizl evidence of efiicacy. That means more than one

|

§ |investigation which is adeguate and well controlled which

in

Pnuld zllow experts -- experts by expersience, training and
[

10 ]Eackgzound -- to zsach a conclusion enat the drug is eifec-

ive. And we 2IS chliged to a2ppIove the drug unless we £ind

11 It

I
12 .That -he labeling is false o= misleading in some parziculaz.
13 l Now, thcse are three of the sevel items in the law.

14 lﬁut, given that perspective, you can pnderstand why we have
15 o look a2t the a;;li:a:icn submitt o us and recocnize, in

15 = way, that we can exhor= pecple to do MOIE. But the law cid

I

n
7 |pot set out @ very Draconian c= pProc-uszsan set of standa=ds

I
18 |[that have TO he mez. G50 a lot of what Tom has said is

18 Lamething we sesk. That is sought in che sepse that "A man’'s
20 feach chould excesd his grasp, ©F WRaET'S @ heaven for?- zZathers
21 Than necessarily setting it out &5 = demand in & rsgulatory
zZ2 iay hecause each time, with your help, we have o fzce what
a3 ] e firm hes submitted in a CONCISTE way and decide whether

=
z4a lIﬁ_: mests the tast of law. l

I
Ui LER KESGATING S2. BT \]

I can cuarantes, TRINES beinc what they ars in <he
o1i77
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uLLER RESDETING SO

e Rcays T -

l.o=1d, the: the ideal is nevez zzzzinez.
4
procTams go, ¥You have to ask yourselves whether

-

provided you with enough infozmation T2

kor the law's purposes.-
Lbout the jdealized world, I am sure

bf us could spend many hours tzlking

we would like to actain.

But I think that is an impoztant

egqulatery charge to this Commitsee --

I . ; . .
guestion we are asking and the kind of advice we
)

Some of them may arise and

l|

ﬂDnE-

+he rTeasons

B -

|-esponse has not besn documented. 3ut

L]
I : .
jguestion what does itT
|
I
=T

—atients? And what inferance

which fail to show +hat? In a regulatory Sense,
:igtinct from other general sensas.

Sg if we can come back o
would be useiul.

I 5
rhe guestions, I think it

W DR. CASEY: Dr. Escobar, do you have a guesti

|

g Laughren?

|

i 0R. ISCOSAR: I want to ask about previcus history.

happened that an antid

DressSantc

as ¢-ug developments

whis

«natr each and eve-y one

zbout designs ©F things

point of the

understand the

| :
know that many things have nct been dcne with this drug.

theyv have not been

ror example, that patients who 2I€ in-hcspital show 2

you have tO ask the

mean not to document that?
mean today to say that you have hospitalized depressed

czn you draw from small s

che regulatory flaver of

:s appzoved without

(=11
(4}

=3

£ -1 has

—sach a concliusicn |

i | LN
1£f you were academicians talking

[ =]

need.

What does

cudies

it ds

on fer

-
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vMany times. Again, you have to make

wery certain what you mean when you say evidence of inpatient

lLat's assume

efficacy. I am going to ask you 2 guestion.

-hat we did a study with inpatients and we found in that
Jktudy that we had a difference that achieved statistical

signiflicance Se-ween those randomized to the experimental

|L:ea:ment and those randomized to placebo. Would vou reach 2

|:nnclusinn <hat the drug is an ineffiective treatment for
inpatients on the basis of thar?
The head is being shaken in 2z negative direction,

of wou who cannot read that on the t-anscript.

r +hink —hat the whole issue that I thought we
micht get intc anc that was being razised earlier is the issue
nf tha size of the t-eatment eZfect and the meaning cf that

rreatment effect as extrapeclatad to the werld of use. I have

no idea what constitutes proof of efficacy, except en the

baesis of what we, 2s a Committes, agTes on an as ac hoc case

=z thers

infe-ence

needs to be. You can be guided by the past but the
is an abstraction -- what is an antideprsssant?

I think over the pazst 27 yeacs or so since pecple

3 = a Y %
“zve been lookiag at that guestion, we have taken changes on

motus/Piize
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125::&:5 and a va—iety of othec things and tEken thpse &S
rEEtimnny or indizators of efficacy. 3ut that is gradition.
mhat is not truth. Anyway, that is the answer tO that
guestion.

DR. CASEY: I will take those comments as the
oopertunity foT transition to the next section cf our
meeting, which is to turn it over for discussion to the
~ommittee members. I will point out at the beginning of our

discussicon that we have TWO guestions put forth before us by

~he Divisicn:

One, has the spensor provided evidence for more

han one adecuzts and well-contzolled clinical investigation

—.-.—§‘

N L
a g
[+]
rt

supports the conclusicn that Sertraline is effective for
he tr-gatment of depression?
™o, has thé sponsor provided evidence that
Sert-aline is safes when used in the treatment of depression?
Those are the two general Issues before us. Now I
Lu:n the meeting OQver to us 25 2 Committea for discussion.
|
L ec s starz with the first issue, have chey shown efficacy in
|
more than cne study that is adeguate?
DR. ESZEL: My question is SoI% of related to the
inpatisnt/outpatient issue. Thers wsZe no plasma levels

ltrawn on the outsatisnt studies. is that corzect?

DE. LEBER: We will have TO ask the firm. Do 103

Lo~ 10 have z2nv Dlasma levels? 01180
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i DR. RYDER: Neo plasma levels wers cetermined In i
2 —otocols 103 zac 104.
P
3 DR. CASEY: The answer from the Sponsor wWes thet
: |there were no plasmz levels from cutpatient studies.
5 DR. RYDER: The single slide that Dr. Laughren

howed was from study 86. That was an outzpatient trial, not
n inpatient study.

DR. EEZEL: But 103 and 104 that we have all the
ata on had no plasma levels done? .

DR. RYDER: FPlasma levels wers not drawn in those
tudies.

DE. HESZEZL: And those wers oputpatients.

DR. RYDER: That is correct.

DR. ESZZL: So we relied on patient reports as t©
hether or not they took the drug?

DR. RYDER: P2ill counts wers done &s a measure of
compliance.
DR. ESIZL: So each time they visited the clinic,
ev brought in their pill contalner for pill counts?

DR. RIDEH: Corrsct.

DR. EEZEL: Okay. The problem 2 have with that is
-hat on the inpatisnt studies where érugs and environment 2I°

ontrelled, we did not see a significant effect. But in the

utpatisnt studies where drugs and all other variables are

lhot controlled, we saw the therzapeutic effect. The difficulty | .
0118
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T have with chat then is the les=z

2 lagtribute the therapeutic effect to Sertraline.

! The literature is full of infommation about how

¢ [poorly we 2all tzke p:es::ibed madications, whether or now w=

Lal

5 Lake them on time, &t alil, finish the p:escrigtiun ~— that is

§ |guite cOmMORn.

7 DR. LESER: Does anycne want =5 answer that

g |guestion? I think I can StarT an answezl byt it is not an

5 |gasy one. Let’s sta-z by talking about if patients in any of

15 |=he controlled, -andomized t-ials +hat do show evidence of

|

|

11 ‘mfficacy had £ailed to take their medication, do you think
|

12 |that would incresse CZ decrease the size oI the treatment
|

13 leffect? I am askiag You, ». Bezel. If this is going to be
| :

14 |a dialogue, I think we ought teo gst inTo .

15 DR. ESZEL: On the putpatisnt studies?

16 nR. LTSER: On the studies £hat have shown --

‘emember, we a-e Treating these as fixed effects. That means

(=
=1

1§ [that we are not making any generalizations about this. We
12 |zre saying, in temms of a Tandomized, controllad trial that .

20 |rontrasts between 4 groups i1 1 study and 3 groups in the

21 'P:her study, and we find a diffazence between t-eatments in a
-5 landomized, controlled trial and we a2ttribute it TO perhaps 3
=3 r & giffgrent soucces: IL cozld be frzud, which we would

T 24 inot think likely because these aze mal=icentes trials in

= e e ™ o E mems Teeesd = == =mxls bBe
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he design and I

jpositive, the mos

writh those studie

is favoratls. In

level resched sta

~hat you look at

1
1

o€ =hose studies,

Lhat is claimable
L

0
}L:EHtﬂEﬂtE in suci
££act only and that is what is giving me the results. Or it
ould be a2 treatment effect due TO the d=ug.

T think if you think of those 4 possible expla-

naticns for +he randomized, controclled trials that are

R-way study with amitzi tyline there is 2 consistency that

hoth active t-eatments showed a cdifference £rom placebo that
|

placebo there is again & consistency, although not every
|

Lirpcrional t—end. If you took that as a2 whole, vou would
helieve, hased upon what accounts Zfor zhe differences, that
Fhe d-ug must have done it.

mhe isswe that I think most people are dealing with

ide antidepresssant that has clinical grtility to go into the

srmamentecium? But I think in temms of <=he intermal validity

=1
Lib

i

it

o

i

'd

i

it
L
4]
t
rt
e
]

3
I r}
[11]
0
o
1
"
it
ll_.
.-u
=
i
=
f 4
e o
0
(]
0
it
Lr
i
i

ax ‘ina

It could be bias, Some s¥sTemaIict O

suSpose you are a-guing that 1 could take

h a way that I would be seeing a placebo

t reasonable explanation for them -- dealing

s per s2 -- is that the d-ug did it. In the

the study compazing 50, 100 and 200 wversus

~istical significance byt acTOss every CEnter

in =hose studies thers is basically the same

chat effect significant encugh in teIms cf

=5 z2llow us to conclude that we have a2 bona

=zt is, their diffsrences and what they 01183
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l==pld be stt—ibpzsC te, mMOST —=zsona-ie pesols would 228

1]
i

f=hat they would hawvs to be ar=—ibuces o the elfact ol couc.
Agzin, I would welcome hearing from the Committes

+ is not due TOo

o

£ £ anyone would choose tO interpret that
drug, and hear the reasons for it.
|
'

DR. ESCOBAR: I guess the reason I Worry about

outpatient versus inpatient data is because there is some

|

evidence that 2 sizeable number of patients recruited in the

puzpatient clinic for this type of trial is selected through
|

ihewspaper advercisements. They are so-called sSymptomatic
| . : s 2 .
wolunreers. Patisnts who are recruited in inpatlent units
1

\

- what we m2y view as "psychiatzic” patients.

i

=

| In 211 fazirness to Sertraline, this goes bevond the
i

it

lindividual agent that we are talking aboutz taday, but what
| g 2 Y
|

‘sften happens is
|}

hz+ once one of these agents is approved on

r

Fhe beasis of outpatient data, then when you begin using it in

'=he tradizionzl psychiatric populations you may find some

f

'sucprises. So my concern about consistency in outpatient end
Hnpatient data is because I have 2 feeling that these

Jpﬂ_nulaticns are very different.
F

DR. DAVIS: I wonder if it would be possible to get

iprin:nuts for the other =tudies, like 103 and 315, whers
|

| . ’ . . . .
~here is & breakdown for severs versus moderate depression.

|Fha: would soeak to this peint about symptomatic veluntesrs.
I
i S . , _
E mgermmizsw—icms z=a rmie~ = psa =he 4rug, thev need To know
01184
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¢ it will heip the patients with moderzta to severs endo-

-

%]

nous degrsssion, which may be a diffezeat gaimel from mild

3 |depression. An approximatioa foz that would be the b-ezkcown

4 s patients by severe and moderate.

5 DR. LERER: Can I ask something of the firm? I
8 ant to make very clear that in 103 and 104 there are not
7 |symptomatic volunteers, a5 I understand it. That is a

E |guestion tc the fimm.
8 DR. RYDER: There are not symptomatic volunteess.
10 Lmase are patients with DSM-III diagnoses of major depression.
11 Lf you would like, Cr. Mendels is here and he was one of the
X2 F:ﬂ:a:bl 104 investigators --
i3 i DR. ESCOBAR: The guestions is whether they
13 -rdve:tise& for the subjects.
i5 DR. RYDER: Some of the clinics, I imagine,
1¢ |agvertiseé. T do not remember systematically collscting
17 jzhose data.
|

is DE. LESER: Nonethelsss, thers would be a difference

12 |bmetween the svmptomatic volunte2er and 2 patient who 1is

20 |depressed who finds out that he can get Iree treatment for

21 Fep525siunu It is not unigue to firmms. Doesa't the NIMH do

22 Jis?
23 | (Lauchter
24 DE. CASEY: Dr. Meridels, would you like to rsspond?

wiLLER mEROATIG 22 mE || = & ! = !
= n2 wEwneTI; T ~an make 2 coucle of comments IR 01185
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—=—ms cf the several Issues ~hzt have been -zised 25 P

A .._

j

i
o
0
(RN

of all, insofar as the inpatient

it

- f=his discussion. Fizs

3 r _udies that wers completed and were 2 part of the RDA, 2
&£ |zhink it would be fair to say, 25 ai cutsides to the fi=zm,
s [that these were not very good studies. There were small

numhe:s. They were done at a very early stage. When you

o

N |

ook at the sites at which they were done, they were less

§ |=han optimal sites. So it would be my conclusion that these

¢ lsires may not have had good patients with major depressive

T

10 Ic-sm:d-_. They would be more likely to have chronic resistant

I |
11 [zype patients.

I‘
12 10 So I, pecscnally, do not —hink that those are truly

I -1 - - -
13 Imegative studies. 2 do pot think those two studies suggest
14 |=hat the d-ug does not work. I think those were just stucies
15 lin which probably very few drugs might have worked.

'_l
o

f Secondiv, I think the tsrm symptomatic voluntees

]
cbviously has a stormy history in our Iield. Without wanting

i§ i=o get into that whole debate now, I think it is fair to say

ot
=]

|t
Lo

L Hat we know f-om NIME and other stndies that somewhere on the

20 |order of 70 percent of pecple with major depressive disorder

51 lin the community do not present for treatment in traditicnal
72 |psychiatric or medical settings. A significant parcentage of
23 :Fhese 70 percent are being captured 2t 2 number of clinical
_ |
24 iﬁ:ial sites. There is no doubt abouz it. Clinical txial
UTLLEA mEROSTMG 0D D |'
e fmm o AEmal mmes m e = sl e e = SEsSaeE ~haco moasTEmss
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T think it is pejorsztive o SuggEst, howewvez, =he

st

Irn 'f_ | i I
sow = g
|
i
[
|

whese people do not necessa=ily have major dapressive

[

Lad

diso=der. I think 21l of the investigators who were inveolved

4 lin these two stucdies are reasonably experienced psychiaTtzIsts

= liho have worked in a number of settings, many of them In
§ major academic institutions. i think it would be fair to say
T ] hat the diagnosis of major depressive disorder was based In

SM-III or was made for these patients.

as]
e

- The ways in which doctors attract patients today

10 |are changing vecy rapidly. We see increasing numbers of

=
[

chvsicians in traditional practices, including many hospitels,

12 iwho are advertising for patients. I think we have to begl
i

13 En review that issus. The criticzl guestion is not so much
|

14 iwhers the patients come from but are the patients alerted to
|

15 Fhe possibility that they have & condition for which 2

15 |treatment or a potential treatment is being offered?

17 Finally, and I am hoping you will be able to see the

1E Eata, thers has been a2 —eanalvsis on several of the studiss

132 En which the patients were broken down =sccording te HAM-D ’
.

- 20 |scorss above 24 and below 24. It is my understanding, having |

|

21 iseen the data and, obviously you will want to sse them Zor

yourselves, that there is a fairly consistent DaTtlern acfoss

tudies which suggests that the patients with the highest

|
[
Lik
m_TJT_' o i

%]

gres do at least as well as the patients with the lowest

WiLER 'IEFEFFH'N: e = - '
s e s 7% scozes and, in some instances, perhass even a little betzes. 4434

=
n
%]
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DR. CASEY: 3Is it pcssible that the Committss mIZh
Lee that data zeanalysis sometime today?
1

(Dzr. Ryder nods in agreement)

The answer is yes. So I imagine a photocopying

sachine somewhere is wamming Uup. pr. Linnoila?

ﬂ_._.

DR. LINROILA: I think that the guestion about the

inpatient versus outpatient is an important one because,

irez of all, iz is important foz clinical practice. We know
ha+ mental health insurance coverage is not very great and

£ is not cood to put patients on inefficient treatment. If

T T

there is & real indication that in scme severe inpatients
L

| . 5 : .
rertain drugs wozk less well, then I think that that is

impoItant o know for medical practice.

mhe second issue is that there are data from

—

Fu:nPE' from large, multicenter s=ndiss locking at several
|
serotonin r=uptakes inhlbitors versus conventional toicyclics,

|
Lhich faizly convincingly suggest that the tricyclics have
=omewhat higher —esponse rates im the patients than the
serotonin rsuptaks inhibitors. Howsver, that comes at a
nrice. Thers ace clearly mors cide effsczs to the tricyclics

than there are =c the serctonin rsuptaks inhibitors.

Lypicelly, i iz net = random sslecticn as to who ends up

"

being an inpatient varsus who ends up being an outpatient.
s {mmEeipr—s sand =~ ha shas most saversly i1l, more piigs
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manage Cn an Hutpatient basis, whether they 2aI¢

.l
kh
Ih
|
n
[
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it
0

;= is because they do not sleep, TIh2¥ have '

1
e
n
1..-
L
e
I_
E
¥
o
m
I
oy
k

ificant cognitive impairment as 2 result of their

}-r
18]
'i

iepression. And I think that this, again, is an impoITant
linical issue for which it is important for physicians O
cnow about the efficacy of drugs or lack of efficacy ot

gs.

Finally, there is no guesticn that serotonin

I -
~eupzake inhibitors are very popular antidepressSants currently

rhrouchout the Western world and they are c. learly effective.

== "'_lﬁ_
¥
A
'

one has & seat of the pants feeling that they are

-
it

icularly effsctive in patients who perhaps fulfill

iteria for dysthymia more than major endogenous depression.

H
j44

that is the guestion which one would like to get moze

¥

dF

info-mation on.

DR. LESSR: I have cne conceran about the word

f patient. You describe very clearly, Markiu, a set cf
c—iteria that vou micht use to hospitalize a2 patiesnt under &

=et of circumstances where you acs in contzol of hospi-

talization. I think those of us who may have worked at

different hospitals rscognize that in same nlaces inpatient

Mospitalization is & function o

Ih

resourcas, priwvate payment
and & variety of other things.

There is & ce-tain heterogeneity tc the nominalism

zesociated with iz. It is conceivable, as I was making
D1igsg
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10 [mnalyses
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17 =—eatment effect sizes. Generzlly spezking, 1n order to

|
13 |collect
! ;
14 |treatment gffect s
15
.|_
15 |mcknowledg

Yo
=1

average

oinT when =

:now what pe

response, OF

whe second thing I think you have To WOIZY about in

before you conduct studies, obviously you need 2 lot

c£ficient numbers of patisats o detect drugs with

crearment effect, which I have yvet to define, tends

[

(4] ]

- -

was askingc tThe guesTion earlig-; that the

jralized state mey be 2 signal or 2 maIkaz.
——a

i, .

difficult to manage is actually captuzed DY

+his particular case is sample size variance and the size of
B [he rreatment effect which, as we all know, dertermines the
E

-icticel significance. 1£{ you do power stucdies and power

IF£ patients when you 100k at treatments oI small or modest

gck with outpatient, ambulatory studies. All we are

ing in doing that is saying =hat the size of <he

15 =z be such that

__.E__

20 |putpatient in 2

(]
S

4% ]
Ll

setting.

(4 |
of

an iR RESORTNE CO._NE |L_
= = ames

g Eﬂ ressants

Now, we have that datz set from large multicentel

Now you go impatient and you do small studies — I

hooe

r—ials and we kpnow tha

dc not know what the variance locks liks but +he N is small.

L
[+
rt
i
48
[§]
b
[#]
i

ncage of the vaziance of saverity, or cifficult

cizes of this magnitude, you az€ pretty much

if you want to document +he efficacy of mest
in = —obhbust way, you === geing to have to g0

melticenter tTial.

+he drug is eifsctive in that

it

achieve s=atistical signiflcance even if you |
D1190
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5 l! ;
i ;
I |
I i
1 cot the same 2IIsctT TIeaTmenc sizes? I coubt it. They are !
_ |i |
2 [B=osEly under-powsred.
- |
I Under those circumstances, o —each a conclusion
|
s |khat the drug does not work inpatient is not really fair t
5 .Lacauﬁe the guestion is what kind of 2 test. You may Say you
§ hwould rather use ECT because ECT Is going to give you yous |
7 Figges: bang over the shortest period of time. But, 2s I
8 |said earlier, we are not involved in 2 comparative guestion
g recessa:ily- It may pbe useful for directions for you. it is
10 fn:eres:ing =c evervone in learning how to use the czug. B3ut
11 F: is not a2 sine cua non for approval that you work in
i
12 linpetients. That is my explanation.
|
a3 i DR. CASEY: To address this issue a2 little bit
14 moze, I have asked Dr. Lee if she could make a few comments
|
15 En a Zew minutes, when she has z chance to collect her
1§ phoughts and her figurss, about the poweET of those inpatient
: 17 ;F:udies and the abiliry of those studies to find an efifect if
1§ |the-e were one, and to lock a2t scme of the weaknesses that
18 mzy have been Ipvolvad with the methodclogy.
20 i DR. LIESERMaAN: I think -
21 Ei DR. CASEY: Excuse me, Jefizsy, is your comment
| -
Ll o [l )
22 laauut the power oz the inadeguacies of the inpatient stugdy
23 |that Dr. Lee is going to include in her address?
24 DR. LIZSERMAN: It has to do with the therapeutic i
]
1
MELLER REFCETIWE SO II|E_.‘:= - and e £ A . ™ : . Wi . .
75 leffecz and severity of depression relationship, wnlca 15, 1R

301 Couem, NE b
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14

: |
e i-:
P
i :
1 La::, -glzzed to by inpatients versus pezpztients. Do You
2 fwant me o talk zbout that oI T2 —esrzin until after she a2s
3 imade her comments?
2 | DR. CASEY: You be the judge.
| -
S | DR. LISSERMAN: Well, let me speak guickly, which
6 ks to say that In terms of the first guestion that we aze
7 |charged tTo© consider, I think the evidence, limited as it may
L
E e, does speak to the efficacy of Ser--aline as an anti-
9 |depressant in an ouzpatient population. The gquestion that
10 |has been rzised and the guestion that lingers in my mind is
11 iwhether Serzraz_ine is effective in more severe forms of
1
12 |depression and what -he dose-response relationship is in that
1 ; i sy
13 Fcpul:::nn -glative to what the dose-r2sponse relationsnip 1S
14 |to adverse effects in those patisnts.
15 ‘ f-om the data included in the studies that are
i5 iaccepteﬂ as methodologicelly adsgquats, it locks as if
17 |Sertraline has & moderate therapsutic gffect which is
1§ |superior to placebo and comparable to that of amitriptyline,
19 lalthouch numerically it is less robust than with amizzip-
20 iyline. It is also appazsat f=om the data that there is a
. =1 irelationship betwesn side effect and deosage of Sertraline,
ez
=3 o the extsnt that tae dose range IS reflected in the patient
23 [sample. "
Is it is implisd that in moIs severely ill patients
MLLER REFORTING CD._WEC. { 1

L i te- doses ~f the d=uc mev be warzanted. Thus, the 01192
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|
' i
: zuesticn is what Is Tas rala=ign bestween therapeuIic doss :
5 |-seponse and acverse effect dose Tssponse 2T the higher cose i
5 |

3 [ranges?

In the two inpatient studies which did not demcn-

i

l -
5 |str-ate efficacy, the dose range went up ToO 400 mg. Does that

& |imply, by virtue of lack of efiicacy, that this was no

berewer? The data were not detailed enough to enable that

=]

g fnta:pretﬂtinn- Sut that would be cne aspect of this

- W *5an >
relationshiz fween therapeutic effect and severity of

iy
P
!

|
10 lEllness that I would put forward, namely, what is the

11 lrslazionship of the dose-responss curves Ior therapeutic and
, z E

12 ladwverse effects in the more seversly symptomatic croup?

13 | DR. CASE¥: Dr. Leber has one comment.
|

1z |} OR. LEESZR: Again, this is a methodological issue
I

15 fthet I would like to raise once again. It goes back many

1§ wears to the concept of assay sensitivity, which Modsll and

15 Hpod introduced and widely circulzted in 1958, in an article

'_l
n
[

hey wrotz on behalf of the Council oI Drugs for AMA.

13 This was based on pain studiss and they pointed out
- II | = - = - &

zZ0 That ther= was no point ever discussing the results of a

21 ¢linical 2 trial unless you kmow that that clinical tzial has

e

-—

22 khe ability to discriminate an active drug from placebo and

-

3 an, in facz, discriminate betwsen two active drugs if you

Z4 lare making 2 ccmparative analvsis.

MELER REPORTING S5 ‘ & 3 : i ::
e e &3 | So if w= have studi=s such a5 those that failed to

il
01193
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zilac

find a ciffsrencs between active cTugs ©< ~hess thet
~o find a diffsrence betwaen 21 active crug and placebo, wWE
ldo not have assay sensitivity in that trial. Generally, &=
an Agency, except in a-sas where we Know historically that

‘Fhe ~esults could not have happened In the absence of drug
|

~-satment, we have tended to take such s=udies and treat them

ns uninformative. They do not tell you much.

i

! If you had an inpatient study where vou randomized
_Lh:ee different treatments, incliuding the standard used in
%he world, whazever that might be, IMI or AMI, the new crug
ond placebo, and you showed time and time again that the

]s:andazd d-ung beat placebo with big treatment effects and
I
i?cu: drug did not, I think you would have what we would

Sesc-ibe as & study with asszy sensitivicy which failed =o

|
=how the comparative eflicacy of the new crIug.
| ¥ >

l Suz if 211 vou have zre studies that fail to show
|

#jffarences, I think that the interprezztion from the point

|

|%f view of 2 regulator would be that it is sort of like using
% spectrophotometer that is not recording anything or is
l:e¢nrding ODs of 3. You cannot intezpret that. That does
inot mean anything.

Sc mv cuesticn Sor the fimm Lefore we trounce them
- - Fd

for not deing inpatient studies, is nave you got any three-

Lsay inpatient sTucles that compaze a s=andard drug with

%lﬂCEbG? 72 s, how did the standard d-ug do? So that would
01124
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be my challenge befcse you get Iato powes consideraticns.

DR. CASEY: That is a guestion to the SpPORS3T.

DR. RYDER: The only inpatient studies were the two

i
| . . -
Fhat were presented. They included Sertraline and placebec.

There are no inpatient studies with an active agent.

DR. LINNOILA: It is always very nice to heact the

ispec:rn;hatcmetz: analogy but why is it that the cperatoc cf

+he spectrophotometer is always left out which, in this case,

-

ks the designer cf the studies?

] DR. LESEZR: I do not understand what you mean,
|
Markku. You had tter explain vour metaphcr. Why don’t you
: .2

I
lexplain it beczuse, obviously, you have something --

DR. LINNOILA: Well, I have scme problems because

we say they do not for one reason or ancther and there azre

tertain deficiencies. I think it is deplorzble that thers

=re certain daficisncies because that basically means that
you are asking us to evaluate data which do not stand up to
||

'E::u:iny zng --

DR. LEEER: Who is asking you to evaluate the data?

|
The firm submits an NDA. They are responsible for the dmg

“evelopment plan. Are you saying that what they did was

deplorable?
I
1

DR. LINNOIZA: well, I am saying that some of the

inpatient studies clearly are not well designed, Ior cne

Tsason oI another, iI they co not yiseld ths 2nswer.

01185
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CR. CASSY: They yield =a answex. mhe cuestion 1S
\shat is the mesning of the answer. Dr. Lee will help us

Ln“ —pret some of that. D= Lee, I am sorry for the long
Lelay.

DR. LEE: No problem. Both inpatient stucies
rcllcwed ~he same design. They were borh fixed-dcse studles

Lrithout tiz=ation, just like protocol 103. There were 5

treatment GIoups in each trial, the Sertraline 50, 100, 200,
LUG mg and placebo. The duration of the trial was only &

%eeks. They nesded a score of 18 to get in. One protocal was

car-ied ovt in the U.S. mhere were 11 investigators who

mn=nlled 132 patienzs. SO ~hat ended vp with a total of 25

matients in each treatment group, which meant that each
|
Iu

anes:igzta: might have had 2 rounds, 10 patients that he

ante-=d into the study, which is not veIy much. That 15 &

wery small n r.

in protocol 310, which is the same design, carcied

out in the U.X., there were 1§ investigatoIs and 174 patients.
I

PHar was about 35 patients per tISatment gIoOuR- still each

: nvestigator only had about 2 patients per trsatment crouD-

the U.K. study, much like rotocol 320 which was

T

_""_I
'
1
I
o

=

=1so car—ied ovt in Zurope, there is 2 large number of

oncomitant psychotropic medications, whnich makes it even

ore difficult to show a diffsrence betwesan the drug and

_H___

]_|

slacebc. Those a-2 all the cata I have with me.
011836
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Heor=ssion item in those studies 25 well as the totel?

DR. LEZ: Wwhen they weI2 not significant, I just

~sens over the design.

DR. LEBER: I want to bring up one point that I

fchoucht Tom was going tTO cCover. I« has to do with the

|

butcome assessment using the HAM-D total rating scale for

depressicn and whether, in fact, the HAM-D registers the side
| 3

| . ; i @
effects of & drug. Hillary talked about it. I think it is

|

-che ne that people have complained 2bout before.

E When Max Hamilton designed this scale in 1260 or
:Lefn:e that, he though:t it would be used Dy experts in the
E:ea:menx of depression. He never thoucght he would be

|

Fesi;uing a2 scales with selectiwvicy or specificity. He
Lssumed thazz the sczle would register the phenomena that were

Sommon in sndogencmorphic deprassion, o whatever they callead

Fepressic: in those days that was sevecs. He did not design

+ as a cdifferential test. In fact, if you read his paper he

2id that he expected that the highest scores were in people

who touly had dep-ession but warmed sbout using it in

| x
ipopulations that did not h:ve depression bscause Lt would
[
|—ng+5-e- other phencmena. Obviously, he is tzlking about the
egetetive signs, anxiety, insamnfz, €I disturbences and the

W
|L,..-.

! We have come fo—ward almest 30 y=ars and we becin

01197
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worked out.

W
|

I =

a2 negative stT
|

|
[Fs examine

‘reaching =Y

—he issue,

I
linpatients. We do not know that yet.

DR.
“airness, she
investigators

Ftudies.

|

was the wIong

| DR.

= he HaM-D total

rhem with a ¢érug which makes them agitated, upset and so on.
You may not give

<ixsd-dose desich. I

I agcrzee with Markku.
udy means that the cug does not work,
whether it
conclusion

£-om concluding

Enswer about the eificacy ci

(k]
(]

znalvses and she showed them in the agcTegate presentatlicns.

|

The EAM-D total score did worse. So the real test of this

.

#ight be thaz if vou had an inpatient d—ug and you are 1
%at:hing as a clinician, what are you locking at? 7You are
hcakinq at vegetative signs, agitation, insomnia. You hit

+<he dzug an adeguate chance, especially in 2

ink these are terrible studies the way they
But I think before you say
you have

is a fair- stzudy and that 1is different,

inat it is a bad study and did not test

that a druc does NoOt WOIk in

CASSY: To summarize Dz. Les, T think, in

szif thers wers too Ifsw patisents with too many

and toc much variance to give us & meaningful

+he compound in the inpatient

L]
T

LES: There is

alsc the p-oblem of design.
design.

hea=d the numbers

LINNOI-A: Mr. Chaimman, iZ

01ies
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T
uh

i~or—sc=lv, there weze 300 patients 2in the inpatient studies.

|bid I heer you cozrsctly?
DR. LEE: TYes:

1: DR. LIKNOILA: G5So then it comes exactly back to the

| - -
jpoint that the spectrophotometers in diffefent centers we=e

I -
not calibrzted, using youo analogy. They cid not measure the

same thing. If you do not have power with 300 patients, then

something is wrong.

DR. LEETR: I think this also reguires a point of
I
explication. Theze is a diZference betwsan powec issues
|

|
“ailing to show an effect and issues of dasign. You could

|

Have a thousand patients in an active control study snd it
!
1l

hrould not make any difference because you may not have 2

population of patients who are sensitive to the ¢-ug, or the

lconditions of use may be wreng. That is the resason why I
|
|
think Modsll and Hood were talking about the need for a

I

p 5

measurs of the sample’s sensitivity to the drug. It is not

!jus: the drug; it is the sample.
| E

without having a standerd d-ug in thers, you have

no way of candling the value of the studies that were done

leven if they had encrmous power. It is not just statistical

L

power; it is a design that fzils te tsll you that even an

L tive standard drug would have worked.

i . . . : i

| in past NDAs that have come before this Commitzsze,
|

|

we have had multiple thres-wey toial designs which fz2iled to

011995
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Lis:in:uiﬁh ~he stzndard émug izom placedc. We have Sesn
| g

1 . - s e 3 -
Lu-ned Hefore -—- wE had nomifensins anc cnis g the six three-

way trials showed 2 diZfarence between standard drug and
|

|
!glacabn. In anothe- big drug that has yet To cOme to this

rountry, marketed elsewhere in the world, & number of studies

have failed to discriminate their drug fzrom placebo. Failed
Ltudieﬁ in depression a2re common. why they are -- ah, we all
Ecve our reascns and ideas but I think you have to accept
iThat as pa;t of the topography that we are working with.
J 1 sympathize with you. We would prefer to have

Eetter etudies but we are stuck with the applications we get.

|
e ==v to shake them 2 bit but we cannot control them.

|
U DR. =aMuMc=R: Can I toss in 2 zew statistical issues
|

ias the statistician here? In 2 sense, ¥ t we have 1s mot

ljust an effect size problem but, in a2 sense, what we are

il
|
!F:?ing +5 weeszle with is sort of an intuitive multiple

lcompariscn problem. If all we had was the Two outpatient

istudies and they fairly clearly showed some Sertraline effect,

i
.re would have what I interpret as the —:ir=riz necsssary Ior
i
I
1

us te say go =head and approve the drug. That is, we have

lmore than one well-controlled study that demonstrates an

guestion is how do we Interpret thosa ©Two

wn
(8]
i
%]
it

imositive results in the context of s=ve-zl more studies that

l£a:]1 to demonst-ate that effsct? 1 2R not su-e I have an

012040
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I have als

lrnd it is difficulz

rhaps we might address some of these issues

simply wi ith labelinc

statistically Irom d

DR. CASZY:

D=. Laughren anc we
maybe the CommitTTes

Favlnﬁ thet the eife
'|
I
I
lie? Is iz? I think

DR. ESCORB

:
w is a one-sentence
|

!Faequa:ely studieg?

have an answar To that -- fortunately or unfcstunately. TheT
Fculd mean, in a sense, that the sponsol could just GO
=tudies until the cows come home until he gets two cI them
hat &re statistical

~hem out and says that he has met the criteria.

Fumbex of depression rrials and they are real difficult o do

Eemunstra:e an inpatient effect. That is 2 cdifferent thing

L. . . P
eifect. Perhaps tne lzbeling should szate that they failed
A

o~ demonstrate an inpatient eifect.

| = - . 5 =
=nswer? While you were talking I wa2s 21 collaboration with

nadecuately studied,

AR: The guesticn is does it have to be

iy
It

I ) -
=nswer to thet but I am noT SUIS ~hat the law ragulisss mE O

ly significant by chance zlone, walks

o participated in ruaning and designing 2

+o demonstrate an effect.

-- wou know, they have failed to

emcnstrating that there is no inpatient

Conld

suggest a slightly different

came to a2 similar conclusion, that is,
ehould add-ess the language as somethiag
=+ ¢f Serrraline inm inpatients Is
period. That is our conclusion, isn't

it is, that it is inadecuately studied.

line that goes in-labeling.

01201
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[ DR. LEBER:

Lhey have faile

area.

But
adeguacy I think would be hazd

|
|
“ DR. LIESERMAN: Just

Lo not think anybody is saying

li

afficacy. It

|

is & cuestion,

efficacy is compa-able across &

i
=t
=

qess and, to some exXTenc,

stzzes, inpatient versus outpat

F

2= the coses T

i

same cide effect risks involvec.
l

cava z-= no: sufficient to enable
|

iL

interpretation or conclusion.

do ¥ou wWant

|
Fuu ought te get it while it

DR. LAUDGHREN: I

I
incidentally,

decision about Prozac.

L:ndy that demonstzated that

approach
I
h

Endicaticns ssction

=D

Labeling oI cuzTrent
= demonstrate &n effect

to make 2 moral judcment about

in my mind, as to wnether the

that overlaps with the patient

recguizad in different levels of severity has the

the way,
what we alrsacdy
is
have the
we had & very similar

We did not have data from an inpatient

i~ was effective. As an
~hsre is a statement in the

i
3

in a particulac
inadeguacy ©T

for us to put in labeling.

+o frame the guestion again, I

rhat there is a lack of

11 levels of severity of

jent, and whether the efficacy

For those guestiocns the

us to come to 2 clear

I have to correct myseli.
zllowed for Prozac?
hot. 3

izbeling for Prozac.

croblem in making 2

ancidsprassant acticn of
01202
Motus/Pfize:




7

]
i
in

M LER RESOETING 22 M

387 C Steeez, N.E

e

=

|-=t
Ln

i
(8]

~

'_.l

=
Lo

14
=

k0
|

18]
%]

L
L]

—==azrc in hospizzlized dspressec DETISATS has nc:t be=sn

I think we &-e basically in the same

'y
.
i
!
ﬂ
!
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DR. PRIZK: In tezms of the regulatory charge

i . i :
putlined by Paul that the sponsos provided evidence Irom mcTe
|l a - -

han cne adeguate study that Sertraline is effective for the
JFraatment of depression, this g-oup seems to agree that for
|

outpatients we have established efiicacy. 1 am not s0 suce.

. |

I would just like o throw this out because, as Paul states,

(&)

=here ar= no set boundaries, no s=ansa—ds for what constitutes

la clinically significant difiference or tIeatment Outcome. So

H . 2 it . ddia
wyou are cealing with state-of-the-2IT opinion.

I think study 104 demonstrates an effective

[\ F

=rez=tment diZffersnce betwesn drug and placsbo. I am somewhat
i

il

less convinced about studvy 103, where I believe that the

[Fiffezen:es in mean change scorss between d-ug and placebo

|

|E:E marginal perhaps, at best, ia looking at 2ll the putcome
o N—

C-ltBEIlia SCE.8E.

|

{

i mzy be persuaded otherwise if I could see that

‘whe reansliysis of the HAM-D in terms of items that may

i

Lk, o

ire:lect side effects might show something diffsrent. Eu

ll

jthink this is something that the Committes has to ceal with,

I

il

ichat is, whether they actually think that the efficacy cdata

e sufficient to classify

[ ]

= as more effective than placebo,

ot only statistically but clinically.
pi203
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| DR. CASE¥: D=o. Prien has civen us ta2 chalisage ==
—aview stucy 103 related tO iee glinical e .Zicacy.
( DR. TAMMINGA: It is 2 bit unclear to me how ©2
jseparate sraristical efficacy from clinical efficacy-

DR. HAMMER: I can address that. With sufiicient<
subjects, a very small difference between several groups may
|

Lell be statistically significant but for the size of the

|
sfact the difference between gIoOups W2y be so small as to be
unimportant {5 terms of treatment. Suppese I were wozking on
Lcne sors of a drug that influenced su—vival in cancer

matients and I could demonstrate with sufficient subjects

the cdrug incresased life expeczancy from 435 days tO

==
= g
fu
i

£35.2 days. mhar might be statistically significant but it

Tculd be clinically unimpestant.

c-pm the point of view of reculation and By tradition that we

OR. LESSR: You zlso have to pnder-stand, howevez,

kave not attempted to set a minimum =izs of a2 treatment
! ; :
=ffect that must be achieved. For example, the suggesticn of

using a H2M-D 50 peczcent changs SCOI= znd then doing &

categorical analysis of percent meating that, mMEST people, I

suess, would be willing to say chzt 2 30 percent change Ir

1aM-D is some evidence of effectivensss. m™ha znswer has
niways been why not 45 perceant ©OT §5 percent and so on?

So for whatever the reasons are, nistorically we

hawve chosen =2 a2llow peocle to document the efficacy ef 2
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|
- |
X EL:uu without sver desiing explicitly with the gueszion thzat
_— [ i
I _ i
> |Bob has raisec. That does not say that it is not & good !
) l. - |
3 lcuesticn. The problem is how o —each consensus on how to |
¢ [judge that.
5 Remember, the HAM-D 1s 2 collection of items.
s |Everybody is rating those items on the basis of an idiocsymn-
= leratic, self-contained measure. We have seen people with
g |symptomatic veolunteess get HAM-Ds of 30 and more. We have
¢ |seen other people, t-ained in different environments with
1
10 |diffe-snt standards and experience, get veIy low HAM-Ds in
| A :
11 fwery sick patients.
|
12 I So the first guestion you have since you are not
13 |using an zbsclute measurement 1ikxe degrees Calvin is what the
14 measure means. The second thing is, if you do have a measure
15 which is azbizzasy and scaled to the world in a strange way,
|
16 H bit & change is enough? .
' 17 \ ~he only answer I know to this has really been
18 [provided by statisticiams who tend to leook at the size of the
12 |average trsatment change in terms o theE size of the standard
g ‘Heviation of the population that is being tested. It is
21 I:Wled ehe s-andardized difference. I believe Cohen has used
- :
22 Lt in powar stucies, and there is a wvariation on that known
23 LE the "small £ t=st, in which he looks at the standaxd
|I
z4 rav*z-*“n of the c=l] means versus the standard deviation of
it PR REPORTING COJHE I .

ithe population and charactecizes trsatment standards thar

487 € Swtrs, NE
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i; = t
! - - |
i . |
1 jway. ) ]
z k DR. EaMM=3: But even shpse do not adéress the issuse !
1
: | v e : L N |
3 |pf clinical importTance i1 & sense, which is & substantlve
! B
4 Fuestiun not a statiszical guestion. You can use the
5 1§:ati5:i¢s =~ answer, in & Sanse, the substantive guesticn
§ |pnce you have decided what the appropriate substantive

|
7 |question is.

B ‘ DR. LEBER: But they do give you 2 histerical
9 lestimate of what we are used to seeing in TeIms of the size
10 |of the t-eatment effect, thas is, s2y, The max WeRn minus the
1
11 |lemsllest mean over the standard deviation of the populaticn.
()
12 |l Just for kicks, this morning I ran a few of these
- i & -
13 |osing a progzam I got Irom & colleague, Dr. Lieberman, based
12 !on Cohen and it suggests omn the HAM-D item, getting effect

j
Lt

|
L. : : o
sizes for the “small £- of zbout 0.25-0.2, which he would

1
15 |classify as a modest To minimal treatment effect size. That

- -

17 lis f-rom studies 103 and 104. So they are not big treatment
]
I
18 |effect sizes, make no and’'s, jf's or but's about it, even

\

19 Befined that way. It is a tough groblem.

20 DR. LISBERMAN: In tarms of the clinical efficacy
-

21 |issue, Bob, is your guestion rsgarcing study 103 about the
22 imagnitude oI the placebo response Ia2Te OT =imply the guanti-

23 |tative differsnce in the Hamiltom oC CZI point raduction

[

|
1Le:ween Serczraline and the placeboc groups?

u

f

-

ut I wanted to &dd one thing o
01206
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I
what Paul has szid. The-e is one salisguasc actually <hst 2
~hink is not often applied with some cf the pharmaceuzizal
crompany studies in trying to estimate whethe- a statistically
tignificant difference is clinically signilicant. In

~hoosing sample size, I know that grants that come in for

review are very carefully reviewed so that you are not using

roo large or too small 2 sample size for the difference that

wvou consider to have an acceptable trsatment effect.

1 Unfortunately, in some pha-maceutical comrany
studies, and other studies in the fisld, they pour patients
|

in from 15, 20 centers with very large sample sizes. IIZ

~hose samples wers detecmined & pricz: on the basis cf need

|

|

I “ : oo

and need alone to determine the validity of a treatment
gifference in the population, I would be a lot more secuTe
|

'about the findincs that are obtained.
I DR. LINROILA: Furthermors, if we talk in very

Noose terms of clinical wversus statistical significance, I

| = = = - = - .
[h;nk that in the clinical realm it is important to note that

here was a very high dropout rzte in the study where Bob

—a2ised guestions. We can again come tc the issue and say

=hat thers was 2 design flaw becazuss thsy stazted everybody

at the high dose. But I do nct think that we are hers To

|
|

igata and if the data ares poorly collected, for whatever

e herse to evalusts

i

ake excuses Ior Ilaws in designs. W2

|

Motus/Pfizer
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DE. LTESR: Just to stir things up 2 ligsle BIT

i

il
I
i
! " . -
mc—e, any NDA egpplication is going to have fiund-eds o=
i

solumes and many thousands of patients and a lot of studies.

everazl cf those stucdies are going to be botched. I guazantes

T

-. You know, certzain planes will crash; cectain trains will

Lome in late; certain things do not happen.
\ We are always in a position of trying ©o make 2

fair judgment, knowing +hat we have to weigh the reguirements

Li +he law, the expectations of a public that wants freer
|
!?acess -5 new anc effective c-ugs, even if they are not
re:esﬁa:ily as potent on & milligram basis or even in terms
'if che size of the t—esatment eifect as others. They may have
locher advantages. It is very hard to judge & drug oOn &

incgle cimension.

Wa Taka the datz base as wWe have it. I think ouxr

=g U
+-!

.is mo-ning a wery nice job of the kind of candling we

n
it
i
Fh
k1
"

I
do. At the end of that, we have to 4o back to the regulatery

‘rharge that I raised. It 1s not that they are entitled to

levery claim, every superlative ever mads, but is the appli-

rFa:ian, 2 submitted, such that we have 2 right to conclude
| LS
i+ does not have evidence of saisty Ior use; it doess not have

~vidence cf efficacy or it is inadeguately labeled. I am not

—ounting now the chemistry regulrements.

i 1% we zan rsach those conclusions, we can reject

i=he application. IZ we cannot —sach those conclusions, you

01208
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1 (nave T a2ppTDve the a_-l;ca:;ah. mhzt iz whers we 2. &S5 &
— L{ 1
i
> |Committes, you might say to us, ~loock, we think the ecanda=cs
3 lin this field are terrible. People have been getting away |
= +h non-substantive efficacy for years. We'd like vou to
1
5 |change your standards. We think that henceforth you'zre going
& |to need one standazd deviation worth of change on the means
7 lin ozder to get it or some other rule.”
8 fine. Whers do we go from there? What about all
9 Fhe drugs that are out there? How many of them can meet that
| L
10 Ftcnda:d? Can we enforce it legally, and so on and so focth?
11 ] So I would be delighted to hear discussicn about
33 irnw we can dea) with it. Bob can ask the guestion about the
13 |size of the treztment effect but if you tell me a practical
14 Ilway to answer iz, I would love to heas It.
1% DR. CASEY: Dr. Prien has an answerz. i
| 1
1 16 | DR. PRIEN: Let me throw this back to you, Paul,
17 |What would you dc if, say, you g2t a sSTat istlcallv significant
18 [different with a difference in a HA¥-D oI perhaps cne-tenth
i |br three-tenths of a point; a CGI score that is just slightly
20 |[different? what would you do with this, Paul? Are w= going
1
21 |to fall back to the position that statistical significance Is
Lo '
IZ encugh to demonst-ate efficacy or ars you going to leave tThis
23 {in the hands of & committee to Ty to judge whether, in their
24 Ip;nlcu, this is a clinically effective difference?
WILLFR BERQETING CO__MC !

25 | DR. LE3E3: Acain I think the answer 15 tiat we do '
01209
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o |
i |
| i
l |
1 l=p-n To commitiess. Tou set uD &N eXITTSmE CZISE wnere we have
- |
|
= pusad 2000 pstients tc demonstsate & e=azistical diffsrence a2t |
| |
e | !
3 9.2 units. But, actually, if you 1o0k aczoss the size of the |
| |
= L:eatmen: effpces hers, with all +he flaws, they are not SO ] |
1l
| . : ; s
s lput of line with what we see 11 drug sees that show efficacy l
¢ |of previous antidepressants. I did not say there aZe !
7 lenormous eifects but our problem is never saying the minimum
g lsize of effect. It is a gestalt. By the way, that is 2 way
¢ |of escaping dealing with this 2in & vez¥y careful way. It is
10 (=he judgment, the senciment almost, of individuals esbout what
11 |=hey see the size cf the t—eatment coming ocut of tae studies
I : - : .
12 ‘yersus the cisks of & drug vessus 211 of it put togetcher 1n
i i
13 scme p-ivate way. TYou, 2s expeIxs, offer an opinion about
14 |whether you f£ind itz convincing.
15 ! If you can articulate this into an algorithm that
|
15 lis guantitative and specific, I would love to see iss
. !
17 | DR. LISBERMAN: Can I get & wexd in here?
|
18 \ DR. CaASS¥: You can try. DT- Lieberman?
I
10 i DR. LISBERMAN: Just To raspond VEery specifically :
20 rn the guestion that Bob has ~aised about study 103, it would
21 seem that the t-eatment eifect Is diluted to 2 significant
o i
22 HFEQ:EE' as Dr. Lee pointed out, by the dropout rate in the
I
I3 Inigher doses. issuming we wers going to s2e & moIs robust
24 |eratment affer- associzted with the higher doses, that was
WLLEW RErGRTINES T3 ™. |‘!1

" ~s= because o the incrsased c-opout Iate due to wharever
01210
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| >
- | |
« g} |
i i
1 ifzc=p-s led toc thet. As a result, ths ovezalil gffect is :
- fi i
I !
2 ldiminished scmewhat and is most c=nsistently apparent &t the |
- il
: il . 3
3 lowe- dose croup which shows efficacy, but scaled cown I
| |
i - = - & -
4 imagnitude, and 1is precbably to some degree responsible fo< |
5 lwhat we are perceiving as statistically sigmnificant but is not |
I
i : o
¢ lnecessazily robust enough to be clinical effects.
|
1]
7 In study 104, which is a single dose versus
B rmi::ip:?line, the-e is a more consistent therapeutic effect
i o8
¢ {that is observed.
10 i DR. ESCOSBAR: I guess there arte some standa=ds in
T - X
5 | lepldem:clag?. At least I remember that unless you 2re able
f
13 |~p in-erview 75 percent or more of the target population, the
- |1 - - - . -
:3 |¢azz were going to be very guesticnable. Is there such &
!
14 ls=tandazd for psvchocharmacology? Do we have to have 50
15 |pezcent of the people complete before we take it seziously?
.
18 i DR. LESER: There is some history on this. Everyone
: sa | e = ol s
’ S 3 -rhu knows zbout it is laughing because 2T ones polnt we
PRPTEE [T " - . 2
18 I*hlhha_xlf said, “look, don't examine a study after it has
12 [lost mers than 30 percent in any treatment arm." That was ;
|
1
20 F-: with derisicn and attack and 211 sorts of other things
21 lFe:ause it had 2 lot of bad statistical propertzies for peopls
=t = X ! : e , g
22 jwho wanted to show crugs worked and they had to go until
23 |there wezs 10 perccent laft. So we have never been able to
Z4 lhandle that issae.

WILLER RERDETNG S2 M II; = I
. ai: Whaz vou saw us do here was to take 2 look a2t the 01211
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bid

sbsarved cases &ad TaS endpoint znalysas 2% each point of

b

2 lmime, and we toisd TS sndecstand the datz. I think whaz vIu |

3 lare doing, Jeff, Is exactly that. You wers saving, "leock, iE L
|
i

4 |you have 2 lot of ea-ly dropouts fzom'the high dose cIous,

= 200 mg Sertraline, we 2Ie carrying forward to the average

6 %cﬂre in LOCT analyses people who aze VeIy sick who, even if

7 |they got placebo, would improve over time had they stayed In.

o vou are biasing that high dose szudy against the cug.

1£ you look at the obe=e-ved cases, on the cther

L34

m
e i |

15 |hand, it is usually hiased in favor of placebo because the

11 |patients who do noT do well have been kicked out because they

ls-2 noz coing well and in the study we are allowed 10 drop

=%
([N ]

13 Ipeople out. S© obee-ved cases raises the placebo response
14 |-are higher than it cught o be. So all of these things make

15 |-he diffsrences smaller than we think they would have been

c |had the studies been carzied to completion accozding to the
i

8
Y

|
18 | We neve- hawve studies without dropouts. Usually we
18 L:e wo-—isd about studies where chere is a differentizl ;
|
. Z0 ’pattern, as there was here. I think ths s-atisticians, Dr.
21 Lee and the clinieal EIEEEntat‘Dﬁ nicely showed that in the

“'r_

22 ‘L 00 mg group you got sverwhelmingly large numbers of dropouts
|

frecy eazly on. T+ is a flaw because ci the method of

i - i P

induction ca the dmug. au= it ailows vou o understand the
|

!

ik

WiLLEA WEFOETINE o= T

ata in te-mas ¢ the final LOCF Zor =hat c-oup being heavily
01212
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1 |biased py exzrly CZOZOUSS gnd you Know TRat On aver=ge in 1
2 ng:essicn people’s scores a—e improvinc. So I guarantes, bv E
; 3 |subjective assessment guarantes, that these LOCT analvses IoT !
4 Fhe-znu a-s lowes in tha size cf the Tz=atment effect |
5 %llus::zted than they might have been. I think that was voul
6 |point.
7 DR. PRIEN: I agree. I think, having milked this
§ |[issue a bit, the differences in mean change scores WsIe
g gazéinai. However, what would sway m¥v cpinicn toward it
|
10 :Eeing an esfsctive drug is the point That you raised, tha:t
11 [the percent imgovemenc and the final last observec o<
' 12 |cbserved cases scorss wWeIe cimila= =o those you attain with
13 [pther antidepressaancs. I think whz: wou are seeing is a
14 Lighe: =z-2 of imzrovement with place>o groups, which seems
is La-be relazively more orevalent now wizh studies than it usec
- 15 (o be, fcr whatever rsascn. 3ut seems that the drug Eifi:atf ~
- 17 pu:cﬂmés ssem to zemain relatively constant. gur if you look
ig back'five or ten yesars ago with fespact +p placebo rasults,
|
12 ou &—= seeing & significant increase in the improvemsnt Zatse
. 30 |of patients on placebe with the measutes that az=¢ beiné
. 21 ltilized- Whaz this means, I &m noT SuTe.
_:r'T L
22 D=. CASSY: I have the feeling that we a== coming
23 lco consensus tha:lzhe:g a-e scme thingcs we do not know. :
T 24 (aushzer) |
. EM:QT :ﬁ SRR ! T would like to t—y IO gET us IO mOvVES fpowe=d znd !
01213
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1 |
i %ee if there is &0V moIe discussion on this 1s5ue Lo S&8 _
2 | nather it would bs time to address +he fi-st guestion ebout :
3 £ficacy. Dz, Davis?
3 | DR. DAVIS: I would like to ask Ior comments i=
5 Lnth the FDA and the drug Company about the dropouts for lack
6 Ff efficacy, as on page 63.
7 DR. CASEY: Page 69 of the sponsor’s submission?
8 DR. DAVIS: Yes. For Sertraline there was 11.4
s pertent drapcu:; for lack of efficacy; zlacebo, 22.4: active
10 Lﬂn::n-, 5:9.
1l l DR. CASEY: The specific line in guestion is lack
12 b efficacy. That is approximately half way down the table.
I
Y3 l: DR. DAVIS: Yes.
e DR. LAUGHREN: This is a pooled data set across all
15 iﬁultiple dose studies. Notice that the sample size for
15 Sert—aline is 2710. I believe some of these wers even open
17 |==ials. It is every patient in the development program who
18 igot more than 1 dose of Sercraline.
13 DR. CASEY: Is the Committee rsady ©O address by i
20 |vote guestion number one on eificacy? Or would they like TO
{
21 kave more discussion? Dr. Hezei?
L | '
2 DR. HEZEL: I have sort of a practical question To
23 those of you who would prescribe this. Will theze be any
e problem, given that most of the symptoms are GI, that you
|

HOLER AEFDETNG DM

reed o prescribe it with feod, which will have relevances, ©OI
g1l214
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cu—se, to eific=cy? In cther woIls,

I~
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I

!

i the patisnts ecs

Leeling bad GI-wise, will thev be a2bls to take it with fgcec?
DR. LISBSaMaN: I do not know if this is the case

but my impression was that this was notT an acute effect of

dministration adve-se reacticn but was more of a chronic

£fart that occurred as a result of the sustained pharma-

T

~ologic actions of the drug. So it is not like lithium wheze
you take it and you may feel a little nauseous.

DR. TAMMINGA: You certainly could never answer the

guestion uniess vou knew the time course and nature of the
nausea.
DR. LISBERMAN: That is right.

DR. DAVIS: I would like to comment because we had

T*hese sheets passad to us but the zudiencs may not have seen

—hem.

|
]

DE. CASEY: BPBlease do.

DR. DAVIS: We have been discussing the guestion of

| 2 :
symptomatic volunteers and I gather that a substantial parc
|

?f these patients wers symptomatic voluntsers. Of course, a2
i

symptomatic volunteers can have severs endogsnous depression

'zand they may not be able to affiozd private care and they may

Ly
'seak ca-e fr-om people offering fzss cazre, It raises problems

tf methodology but it is & complicated guestion. It is a

ey difficult cuestion because the field of psychiatry does

i - % - - & a *
'not know how t2 chacacterize who cezlly has genuine endogenous

01215
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-hat cuestion, it is just an unknown.

But in te-ms of relative efficacy in the more
severely depressed patients in the outpatient trials versus

. he moderately severely depressec -- maybe it would be betzer

-0 say in the relacively severe versus the moderate becausa

he d:ug-placah; difierence is berzer in the sicker patients
'ﬁg the symptomatic volunteess, which would be reassuring
“+om that point of view. Tndeed, in one of these studies the
lavidence for efficacy is almost pil in the less sick group.

. zf'yuﬁ'lﬂnk 2t =he final Hamilton's, in the seveze

group for Sertraline it is 13.4, amitriptyline, 12.3,

1\

‘nlacebo, 1B.6.

DR. CASEY: hﬁhn, zre you rsading from table XI or
i

DR. DAVIS: I a2m rsading XI.

DR. LIBER: Could we fiand out what table XI is

lbecause it has a peculiar label?

il DR. RYDER: I apologize. &as I said, you are

Eﬁzﬂiﬂg girsct SAS output so it is not especially user

sriendly. Table XI is what was displayed on the scrsen

i04. It is the change from

befors. It is cata frem protocol

baseline to last wvisiz, LOCT, fcr the EAM-D total scoze in

|

L ha Cor=—=zline., amizsigtvline and

clzcebo gIOUDE, shown on
01216
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-ne lsfz, ané they a-= categozlizec gccorzding to thelis

haseline HAM-D tctal seveTity, the three cazegories liszac,
mild, modezate and severe.

i DR. LESER: This is the inteat-to-treat gIoup? ;
DR. RYDER: Yes, it is.

DR. DAVIS: And the other one?

DR. RYDER: That is table XI. Table BBI is the |

| ame information from protocol 315. I do not think data were
15huwn- mhie was zhe study that did not show efficacy versus
nlacebo. IT wWas the o-her outpatient study comparing
Ser=-=line, amitziptyline and placebo.

|

: I would be very cautious in reviewing the mild cata
hecause the N is extremely small. There were no mild’s in

wrntocol 315. That is why the column is zbsent. In protoceol

ipé thers were 3, 1 and 2.

DR. DAVIS: I would like to go zhead and resad the
Bther one too.

DR. CASEY: That is 1032

DR. DAVIS: Ne. If I understand it right, it is

i

15 and that is the largely non-Unized States study in which

ertraline was relatively unimpressive, only slightly better

han placedbs and subszantially less than amitzipryline.

= .,

if vou logk at the more seveIe gIoubn, final

[
]Eamiltcn's fo- Serzraline are 14.%, for amitziptyline, 1s.1

&nc placebo, 20.8. Changes for Ser—=-aline were minus 12.1,
01217
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1Fa;led

'|ka:zgns.

=—=zline,

idence which has some innate persuasiveness TO i

1o
Lo |
[1a)

2.3 and minus 7.5 That selatively Zfavcreble

being very similac T3 in

—

amizriptyline <he

czoup. The less favo-zble results weres in the milder

So there is scmewhat of 2 paradox here where

ine was unimpressive in inpatient studies, althouch 1

guestion about the inpatient studies as TO what

tant medicaticns were used hecause there were 2 lot oz

+ant medications.

DR. ESCOBAR: I would acree with John in the case

cnly. In the case of 3115, if wvou look at the toctal

cf pecple, those number-s are relatively small. 5o

hers is mo—-= ammunition TO convince me that 104 may be

nable trizl showing that Sertczline is an effective

I am not that convinced about 103.

ressans.

-
[~

DR. LEBZR: Well, this table for 315 deals wich 13

s across all 3 patients

DRE. ESCOEARR: TYes.

iz & subset 0 & non-randomized

pR. LEBER: It

son. Tt does not carzy much wesight one way oIl the

We try to look at all the evidence. We try to lock

-
e

, if it looks like a failed t-ial we treat 1t like 2

led trials but hat

"
po

t=ial. we do not want a lot o fa

01218
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| DR. LINNOIZA: The reason I was somewhat 2gitat=cC ,
| :
2 {ie that there is clearly tremendous prassus2 1O geT na@w CIUES |
-_— ii i
I |
3 |=o the market because pesychiatzic patients acte not well
= !
s+ |served. There zre loud complaints f-om the phazmaceutical :
5 |companies about how expensive this process is. Then one s&es
| - ] i : = -~
& = p-emiere American pharmaceutical company bringinc forwarc
+ ldata from clinical studies where experienced academi
i |
8 rlini:al psychopharmacologists can precty much a pz< ri say :
9 (~hat they a=e going to be difficulties. You do not Stalit
10 |patients at high doses of drugs without titration. It is
|
i . .
11 jpretty likely that you 'are going to ce: dropouts. On the
12 |sther hand, you do not put up 2 mulzizenter study with 11
|
13 gifferent centers and study only 130 patients unless you have
|
|
12 months-worth ef tzaining, cross-trainling between the centsecss
-5 lsp that the ratings are going to be the same.
1
3 - I - = & - -
19 1 What agitates me somewhat Is +hat this sloppiness
17 l5s in the end being charged to the patisnt in the price of
18 iche d=zugs. That is why I am somewhat a2gitated.
1% ] DR. CASZY: Your ccinion was well made. Fart of
L N . - < ] i .- = o -
20 Hwhat we are doing, I believe, 1S miXing Up the informatlon we
21 ‘thave befcre us with what we would liks to have before us. I
|
i -y ) i : -
22 lag:ee ith many cZ the comments and theZe ar= some parts oL
23 %:he data bass that we wish wers difiscent but we dc not have
== l
24 |zhem. Perhaps we should uss some zime in giving some guidance
I
MILLER ATPORTING 220, | , - ; - "
> izo the Divis-on oz what we might want =0 see 20 the futuce.
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p-. Leber askec IoT <haz, o= at least he said he was opel ==

hea-ing about it.
| 7o be fair to the sponsor, I do not think that we

want To change the rules in the middle of the game or nea<
|
I -

~ne end of the game. I de not hear anybody saying that but
|

| 5 -
lve want to be sure that we are explicit about that.

1

‘ 1 still sense that we are approximating coming ©o

an answer on guestion number cone regarding efficacy. I am

not surs additicnal discussion will get us closer. It may

ger us further away.

We have cne issue TO consider, and that is the

t-imetable T is 12:40. Some peorcle might be getting huncXy

band wish for lunch. The octher strategy is to just go forward

=nd ses L1f we can come O some answe-s. wWhat woild the

!bnmmit: s like o do?

| DR. LISEEEMAN: I move we ¢° forward.
) pDR. ESCOBAR: Second.

DR. CASEY: wWith that proviso, I will give permis-

- b

Linn to anybody who fzsls they need to r=n TO Ehe bathroom or
=5 the lunch —oom, and fasl £ree to do it &t any time.

2r= we rsady for cusstion number one on efficacy?
DR. ESCOBAR: 1Is tﬁe answez only Yyes oI no?

DR. CASEY: No, siz. We could have mors discussion.

Ithe peint is do we neec mcr= discussicn to address guestion

Lra cn efficacv?
. 01220
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W LN REPOETING
36T Clhiere & Z

! DR. SEMMTR: Could the answes be ves or no anc zlso
some instructions or reguests about labeling?

DE. CASEY: I would like toc separate those, tha:t we
lhave an answes about the issue of efficacy and then iI we

1l

I ; 5 .ox : .
want to provide guidance Or an cpinicm about labeling, I

|
=~hink that would be fine.

DR. HAMMER: Could the answer be yes or no in

putpatients only?

DR. CASEY: I think the labeling is something that

| ; . - =
iwe should probably leave to the FDA. I would be comfortable

i

i

with the way it is worded currently with Prozac in tezms of
its efficacy and then making a specific statement about

|

giving the caveat about inpatient majer deprassives not being
zedecuately studied. But, again, I think we can address those
zfter the issue of efficacy.

jnot sure is to abstain. 1Is that ~icght?

DBE. ESCOBAR: The choice for those of us who are

L

DR. CASc¥: Abstention is always an option. Yes,

|
i .
wou bet. But I do not want to prematursly close the issue.

£ people want to discuss this or want to have a particular

iprocess, let’s go azhead and decide what our process should

i

{ DR. DAVIS: Dr. Leber gave & very good paragraph of
what the law was. Thers were three or Zgur points. The

“izst was what is rsguired for efficacy; what is raguired Ior




== * |
| S [
i | ===
I
|
|
l
| - - -
: tsafety ang what is raguizad fo- lade_ing. Elease TsDpesT FOES
| i
2 you saicd beifors. 5
3 | DR. LEBER: Basically, the law -- this is not a i
4 iregulation but the law that carries it —- says that when &n
5 Ipplicatian is submitted the FDA shall review it and, within
& %ha: statuzory time limit that is never met, reach a2 con-
2 |clusion and approve the drug unless it finds from that review
§ !=~hat the drug is unsafe for use under the conditions enu-
¢ mezated In the labeling or that thers had been a lack of test
10 |to show that the drug is safe under those conditions. That
11 |ks, it shall approve it unless it finds there is & lack of
- ! 5 "
2 isubs:an:;al evidence.
13 mhen it defines what substantial evidence is, and I
14 iwill sort of paraphrase it, that is, evidence derived f-om
15 |adeguate and well-controlled investig tions, including
15 !clinical investigations, that would zllow experts qualified
17 Ly training and experience to reach +he conclusion or resach
1
18 |=he judcment that the drug will havs the effect claimed for
19 it in the labsling. It is not, as they say, 2 preponderance )
20 |of evidence szandard but a substantizl evidence standazc, end
Z1 |wou can all get your attorneys to help you will that one.
‘.‘-"
22 Finally, we are to approve 2 drug unless we find
o
I3 i=har its labeling is false and misleading in some particular.
24 |Fer example, vou might be able to impese a restTiction on the

WILLER RFPCRTWEG T r .
- fmdlma=f e hpeasseg semyr w1l d sty T—hRET Te o= S & =
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srridepressant without menzioning that it Zfzils =2 heve &n

e

|
=sZagt camonstcated in Inpatients world e mislsading. So

-wer-2 2re ways you can get around it.

Basically that is what we are asking you. We ace

| "

asking you azbout the preclinical tox. We are not asking

=
Q
rt

fyou about chemistry and so on.

DR. DAVIS: There is a problem there because we

lhave been asked to comment On labeling without knowing the

labeling.

|
F DR. LESER: Well, that has been & r-adition, having
1!

|
traad your sense cf what you aTe wor—ied about, to negotiate
|'!

l=he epecifizs with the Zi=m. =he reason for that is taat we

K -

lare t—ving to ma2intain & cerzain degree of equity in dealing

|
|
wich 211 of the —=gulated industry. I will tell you candidly

|

<hat on an antidspressant, foo example, we TIy t2 state that

<he ¢-ug is apcroved for the t-eatment of depression. Then
| o = po
}we put the gualifiers aZter that. That stems I-om our

lintersst in avoiding what I call -pssudo-speciiic clzims™ --—

depression in borsd housewives, depressiocn in the elderly,
depressicn in thoss with heazt disezse, wnich would elaborate
£-xom that-

S0, basically, the cuesticn we want 1o know £zom

wou is, civen the evidence that you have ssen on efiicacy \

|
<hat has been submittad, do you think It I1s enough 9

II
irsnclude that the-s is 2 lack of substantial svidence of

01223
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E £zicacy?
\ DR. DAVIS: 3 chink I would inzZes f—gm that That ¥e
'|

1

=h
|

- he minutes because i+ may be an issue.

|

puld discuss 1zbeling toO have SOme guidelines recozded IoT

pR. HAMMER: And we have discussed labeling in the

ast and made cecommendations in the past. I just do net

r
O
H

—emember whetheI we did that befors o< after approval

pfficacy.

| pR. CASEY: I helieve it wWas afrer.

'| pR. LEEZR: Thezr® is no point having labeling

if
lvou €O nOT nave &n approved ¢-ug. =fficacy is the sine gua
|'| pR. DAVIS: In Temms of generzl discussion beiore
e get down 0 r—ass tacks, one thing that was suggested
lnefcve, whicrni I would like further clzrification on, is this
~ma'-e* of when you have mult iple stucdies -- one could do a

|

‘number of stucles ané then pick the study which was most

|

sficacious &ns 99 with that, which would introduce 2

catistical bias. What is rhe lsw In Temms =

=

pR. LESER: The law, 25 £2- as I know, neverl

discussed +he issue of pultiplicity- sowaver, 1 +hink the

P

tudies and found five that W2Ie cffacrtive, something would

|

|pe wrong with the er—or rate ant we would not approve it.
{
I

terpretation locally would bs that if wou did 2 hundred-

unusuzl in the past =0 have manY




=

_iled stucdiss and yet have the coug epproves. I have ta_kec

pour This and so have other members of the csTaff, ws G- not |

]

1

|

I

|

=

L .
3 ilave 2 systematic program for a2 meta-analysis within an RDA.
4 'Maybe there ought to be. Jezzy levine, for example, is vecsy

types of review of the data elements that cne

Ln
'.I
bs |
rt
m
H
i
1]
rt
1]
[n
|...|
b= |

i:ould look at in reaching a2 conclusion. If this were 2

oy

Leries of trials with a common endpecint, maybe we would use 2

=1

8 mWwussef-like (phonetic) method. But we do not. That probably

:

|
¢ |has toc do with the fact that the law has said "substantial”

10 |-ather than "prepoacderznce” and you have to believe thaz
|

11 “here is enocugh evidence here to allow experts to conclude

i
- - a A - - -
12 [=hat the cézug will have the eifects claimed for iz. The d=-ug

13 lclaim will basically be that it is an effective antidepressant
I
L. . : . - e G g
1z ?1:h this proviso tha:t we do not know if it works 1n 1n-
1
e M E =
15 ipatients, oz something to that elfect. Tom, why don't yocu
16 .Pavs & whack at expanding cn this?
| .
17 i DBE. LAUGEREN: I agree. I would prefer to have an
s e cw §=ae s : - -
18 Tn;_Lal opinion abour efficacy prior to going on o talking
19 |zbout advicze for lzbsling. I think that is where ycu have to A
|
20 |[start.
i
21 ‘ DR. LIZSERMAN: T think we have gone as far as we
22 lcan in terms of examining the evidence available to us. I
23 move that we take 2 poll on eZficacy and then move to what
24 jpur attention s3=ms to be Iocusing on, which is how to
!
MILLER REPOETME O MT. L .
2= xualify the recommencation Zor eiflicacy.
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- B i
i DR. EEZEL: I have & peint for clazificazlon. |
s I
2 \Eeve:al Committee members have guestioned p-ozocel 103. So f
3 “Dq is 489 patients and we have some consensus on our
3 !Eumm;t tee fo- efiicacy?
5 ! DR. CASEY: Are you asking to clarify the number of
§ |patients in study 1047
7 DR. HEZEL: That is right. .
B ; DR. CASSY: Does anybody know immediately?
9 I (Dr. Choudhury shows pDr. Hezel the documentation)
10 | nR. CASEY: Dr. Hezel, have you had that question
i1 iL-sae:ed sarisfaczorily? It is more than 400, less than 500,
12 1[ pencing on how you work with the numbers.
13 DR. LEBER: We can get you an exact number but it
12 may change.
5 | DR. CASSY: I sense that we are moving closer TO
16 |having a VOTE On cuestion one. For those who are wishing
17 izhat somebody would give an opiniom, I will state that I
18 %hink that there is sufficient evidence for efficacy, though
19 | hope that the l=sson frum.;;day is that additionzal work f
20 Lill be well rewarded when it is put 1aT0 the front end of
@ 21 th dies and thaz, as the years go by, we will see more and
~ 1
== Ihore advancement in the guality of gsychupha:macnlcgi:al
|
23 Fesea:ch brought To the Committes.
~ 2 ] Shall we take a vote on guesticn number cne? The
WILLER REFOETWD 22 _Iﬂ_; I___, a

esia bafore us is has the sponsor provided evidence from i
01226
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mo—= Than cne =daguate anéd well-contzollec clinizal investli-

-ion that supports the conclusien that Serzraline is

ective for the treatment of depression? Those wno believe

- W@
h
th

he sponsor has provided such information, please voTE now.

(Show of hands)

gix in faver, including myself. Those who believe
the sponsor has not provided adeguate evidence, please raise

[your hands.

-

cne. Those wishing to abstain, please do sO.

|| (Show of hands)
Two. Six ves, two abstaining and cne no.

We will move on to the secon issus? Has the

——

isponsor provided evidence that Sert-zline is safe when used

! the t-eatment of depression? Those in favor, raise thei

hands.
| (Show of hands)
Nine. That is unanimous.

Now to the issue of labeling. Comments?

DR. LEBER: It would be useful for you to S2¥

ﬁffi —matively now what you would like o see. The exact
Lc—ﬂ_ng has to be negotiated but j= would be nice to know
what yOur CORCerns are in an organized way so that when w2

ccme to write labeling we can carzy forward your wishes.

DR. LIKNOILA: My concern is that the sponsc: has

I
gz provided us with a2ay data which would sugcest eilicacv In

0122

-




A=

b
=t

[
b
(I8}

1
Lad

s
e

=]
LLy

b (]
)= [ ]

]
B

r-d
Lk

(T
Jak
LLF]

:
l-he =-matzment of depressec Inpatients.

DR. EAMMER: I ag-se. I think the spensas has

ifailed to show eificacy in inpatients. I would like the

habeling to say scmeching that communicates that.

|
from inpatient/outpatient status?

| ' Y
%utpﬂtient studies the Company has separated the people into

If one were looking at inpatients, would the

W
i
<
it
I
0

everity criteriaz be different? 1 am not sure how the

}npatientfnu:;a:ient question is different.
]

rontext of symptomatic volunteers. We have data in the

sympromatic volunteers classilied 2= mild, moderate and

i
we do not know about resal depressec outpatients, although I

am su-s many of these are. There ars somewhat inconclusive

inoatient trials, which makes it & complicated and difficult
matter to write labeling for.

DR. CASE¥: The labeling may state just that, that

“ssues of severity for inpatient and outpatients are not y=t

L]

| o
imlarified.

o
0
i
e
I
w0
tw
o
rt
(55 ]
t
s |

hink iz would be pretty plain

DR. PRIEN: Have we separatecd the issue gf severity

DR. TAMMINGA: We have not done that fully. 1In the

mild -- although there are not enough of them -- moderate and

DR. DAVIS: I think one has to ~hink of this in the

sevare but thoss z2r= still severe symptomatic volunteers. SO

0122H




in
[ 5

i
H
I = R ) s
: {impazisnts. That iz four o- five wozds. You cannos geT muin
I . :
z lniainer than that. !
— II H
3 DR. LESER: Except that it can have less meaning
'.
¢ (=han that. GSee, that is my concezn. Again, I want te
|
f X : X . G4
T |emphasize to all of you thac I do not think, Dx. Linnoila’s
¢ |wozds not withstanding, that anycne really knows what it
I
< |lmeans to say somecne is an inpatient. In Zfact, what we need
I
8§ |to do in some way, and I think this is a point John Davis was
¢ jgectting at, we do not —eally have independent, chjective
|
14 |mezsurss cf severity of illness in depression. These are all
11 l-ating scazles made by people.
12 So i= is conceivable, to show you 2 dishonest way
]
- J = - - #
13 |iout of this, that a sponsor could arrznge to have hospitalized
14 |izhe kind of patient that, on the basis of the data they now
i
|
15 lknow, is likely to r=spond. Then +hsy would have met Yyour
15 FILZE:LE of showing an effect in inpatlients znd have totally
: . ; s .
17 |wiclated the spirit of what ycu waat =0 check, whether the
12 lsevere, endogencmorphically depressed, perhaps highly
18 lspicidal, dangercus, difficult To manage patients will
20 |respond to this t-satment in an experiment in which they also
21 |lrespond to something like amitriptyline or even ECT. Don't
22 |you?
23 DE. DAVIS: I would say that two inpatient studies
24 r&re done, with reslatively small sample sizes, with some
WiLLER AEFDRTG SE.ME- || , . : 2 :
e . 2% leopcomitan: medicaticns, which ¢id not show efficacy, and let

01228
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rhe —-gacd=z-s of the PDR draw their own conclosions.

1 DR. LAUGEREN: At some point it becomes an Lssue oI
how much you can put in labeling. I gave you the example
L:zm-?:n:a: whers we were in a very similar cituation and dic
not have & positive study in depressed inpatients. TO go T©
~he length of describing exactly what was done would add to
rhe length of labeling. I am not suze that it would add

enough additional valuable information to justify it. I

+~hink that Is my ccnceIn.

|
| Obviously the issue hers is that there is a

isacreement about what inpatient sStatus CONVeYs even on this

L L.

DAVIS: I am not sure there is 2 disagresment.

% ]
o1
'

agree entizely that it 1s somewhat indeterminate. I agr=e

ith what Dr. Leber said, these ar= problems with inpatlient

— [;I_--—'I.‘_I ——t

tudies as well as outpatient studies and it is hard to have
~he exact balance.

One thing I do like sbout FDA labeling is your

rahles whers you will often have 2 tzhle of side effects

| - "

romparing a new drug with placebo so the reader can read the
numbers. I think you could do sem=thing similar here with &

rarefully chosen sentence.

T would like to give you some discussion, 2% lsast

r~om me on this Committee, to allow you support for doing

i Fh

La= #2 -pun wanld ymeriien dn 32 - atep agres with what vou

01230
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1 maig, that In izbeling ySu c2nnot have every DOSS_C2

I'l'

| o ; . ; |
cualification anc you have to t-y and put 21T =0 well chosen

(4]

3 rSEntEnCEE to get some SOIT £ essence.
1

pDR. LIEEERMAN: I have one info-maticnal guestion

g

5 |and then a comment as IO labeling. It is sort of late to be

raising this but in teims of the severity issue, do we know

o

=

hwhat properticn of the major depressive diso-der patients in

8 khe sample may have been of the melancholic subtype? 3Secause

o

of sevecity and in te-ms of how it relates To inpatient

10 re:sus cutpatisnt patients and symptomatic wolunteers that
11 jmight be useiul to know.

12 ‘! mhe comment as to labeling has to do with the

I

-~ 1 » : . : .
13 |dosage. The dosage that is belng -ecommended for utilizatlion

|

14 ihs 50-200 mg.

th

o if we are going to comment as TO the lack

15 Ff information determining efficacy in more SEVEIS forms of
18 Esgresslnr, we might cualify ! hat to say in the dose rTange

* |
17 [chat is currently being presczibed.
iE i‘ DR. CASEY: The sponscr says that they do have the
19 Lnfnrmatinn available, if yﬂ;hfeel +hat it is contributory at

|

20 Eﬁhis point, regazding subtype clagnoses.

-

|
21 l DR. LIESERMAN: I would be iaterested in heazing
22 T, yes.
I
DR. EYDER: As I think Dr. Lee mentioned, patients |

ta
Lad

hd
s

re#e categorized according to DSM-III and 62 percent were

m;nnguﬂwsrnﬁﬁ - - . > i
2 ﬂatc -scu--ent; 34 percent sincle episcas and for melancholy

01231
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5

non-melancholy susTyzes. if I -emembDes cozzeczly, thE

:;g=—jibution was about hzlf and halrt.

=
pR. LISSEaMaN: I, pe:snnelly, £ind it scmewhat

-gassucing to know That & significant propertion of the

sample was compzised of melancholic subtype patients.

DR. DAVIS: It is guite possible that further

l

i

information from the sponsoX could clarify this matter

fur<her information about drug/placebo

hecause one could get

lesficacy in +heir data base classified by c-iteria like

:rnccgenumar;hi: varsus non-endogenamerphic drug/placebo

carefully diagnosad dep-essed patients, it would allow

l.

srronges lzbeling in terms of specificity for the depressed

¥ -

zsfecze. 1£ the c-ug/placebo effects are largeT 1in the more

disease.
e
|

I
L .ords also mean scmething special to each cone of us but we

|

may not yet have c-pss-validated deiinitions of what those

L5
1

| DR. LESER: I am going T2 give you & challenge. I

DR. CASEY: + may be just &S problematic a5 these

i ; .
| ean we start looking at subcategorles of this great unwashed

‘nass called depressed patients and the implication 1is that

anwing che subclassification in som2 wWay predicts t-eatment

#Espcnse, course, outcome oI the like. 1 would like to S22
|
l-ne evidence before we jump to those conclusions that tells

|d|-

e b eee meee=lEeaE a swv wawv, Tell YOU what the

01232




s
('8

)

]

Lad

=

=]

J

- =4 =t (B oo o
[ =1 oy Lin L Lad

r..i

=
o

[ B% )
[ ]

(8]
[

|1 123

T

. —=2+menz response is gsing to be. If you €o not have tThat,

-

ie is like saving that 60 percent oZ the sample is old ladies

if:nm Queens, and that is not goling 1o tell you anything.
! wWhat we need to find out about are the markers for
- —eatment response. I think they ace going to be biclogical
eventually. Certainly Dr. Liebemman would agree with that

concept. When we have thcse, then we can do it but zight now

Lcﬁt of the clinical descriptors do not tell us anything,
I

including inpatient status I think.
I k- | -

DR. LISBERMAN: You are right in the senss that

-he-a a-e imperfect and imperfectly validated sub-syndromes.

3ut, on -he other hand, thers is gignificanc evidence in

|
~e-ms of biclogic measurss, as well as placebo response

|
—ates, which are associated with melancholia as a subtype as

ppposed to the larges category of MDD.

i DR. LES=R: I would like to se= the meta-analysis

pn That. :

[ DR. CASEY: I would like to bring up an additional
| -

point that we have not dirsctly tovched on. That is, whethexr

irugs in this class lsad to patients attempting or successiul-
Ly committing suicicde, as has beern suggestaed about another

compound in this class. I re=ad the data in the presantation

lzocay as thers not being evidence of that for Sertraline.

mre thers addizicnal comments? Did other people read this

simila=lv o= the same? Eve-vone is aodding their heads rhar

Diz2323




i
3 ﬁyeg, they read it the same 25 I do. Thers is not evidence i
|

2 llthat Sertcczaline producss increased —isk of aztempied T .
L i
g 3 |successful suicide in the patients repc-ted. l
4 DR. CSCOBAR: On a short-term basis. ~
.

5 DR. CASEY: Within the limits of the data that we

¢ |lhave had presented today.

DR. TAMMINGA: That js for 44 weeks.

|

g DR. =aMMER: And no more SO rhan successiul

- .
. -
-

g l--eatment of extcemely depressed patients can lnczease the

b -

10 l-isk of suicide by enabling them to do it.

11 ﬁ DR. LSBZR: While we are at iz, it shows you how
: 12 |times change. When we Z1-sT looked a:= fluoxetine, the grsat
- i
b 4c. lswcrd of Damocles that hung over us was the issue of zimeli-
14 |ldine with ascending paralysis and izs flu-like synd-ome. Now
! -
15 |with seve-zl yeac-s under our belc, I guess we have accepted
15 Fnﬂ or two cas=s and we do not think it is higher than the

17 lunderlying risk, and that has gone o sleep. Now with

18 fluoxetine being psgged con the issue that was just brought up

-

18 [for possibly inducing the strange suhset of idestional L

20 |behavior zbout suicide, that is why this guestion comes up.

{..

21 i This seems to be remarkably clean as antidepressants
53 lor, in facz, 211 cdrugs go for its salety data base. How many
23 |lseizures did we have? I do not think it was even mentionad.
_-24 ] DR. LAUGEESH: I believe there was one seizu-e but
il 1
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N : i
3 i':stﬂp'_.:xed <akinc his anticonvulsant. :
2 i DR. RYDER: That is cozzect. If I rememdecC '
3 lcorzectlv, that patient was taking 100 mg of Sertzzline. The
¢ |d-ug was never stopped. The patient had sub-therzpeutic
5 llevels of his maintenance anticonvulsant. The anticonvulsant l
£ |was reestablished and Sertraline was continued for an
|
7 ladditional -- if my memory is right -- six weeks, until the ]
|
g lend of the study, without any further episodes.
g | DR. LEBER: The pcint that I was | ] to get some
| -
10 |concuz-ence with wou on is that complaints were made for many
|
11 |wea=s that the second generation of antidepressants did not
. S £
B b : . : b
12 iworck and did not do anything. But we 2= now beginning to
!
13 |get a class of second and third generation antidepressants
|
14 |which wock. You have your concerns about how much but they
1
15 issem to be presenting with a very diffezent panoply of side
1
3 16 !EffECEE. There are no cardiovascular effects to speak of.
I
17 |There ars no anticholinergic effects to speak of -- relatively
| ; E < :
1§ [fzee of some of the things that have troubled us with some of
| =
1% |the tricyclics in the males. Maybs the last three or four
|
20 |have been like that. So there azre dimensional tradeoifs.
|
21 |l Anybody disagree with that assessment? I am not
= . N ) n» ) _ ‘
22 |F:ylng to make a2 ccmmercial but for those who are neither in
HE T 4 .
13 |zhe drug Industzy nor in the academic community who may read
=
24 four transcripts.
i
MILLER REPDETWE 22__se || " _ ) : . ;
i i =3 | DR. HAMME3Z: There is no such thinc a2s a side 01235
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s no f-e= lunch, right.

e

=
|

| DR. LESER: There
|

DR. DAVIS: I would agree with you. I think some

of these newer crugs have significantly less side efiects.
|
Ll

DR. CASEY: Are there other 1ssues that the
rommittes members would like to put of the table foz discus-

sion?

pDR. DAVIS: 1 would like to commant the dose-

-

—~esponse study. Had chere been 2 nice linear dose-response
cu-ve, evervbody would have been enthusiastic. There may be

hine of a flattening out but that is imperzant information.

=

| t is important O See things in pezspective. I would see
|
'some of the design things as a STep forward.

DR. CASEY: Agreed.

DR. DAVIS: I also would like, from 2 general

hilesophic point of view, TO fcllow vz on Dr. Laughren’s

omments. 1 ons is too conservative, cne does not rzl=ass

rugs soon eacugh To tae marke: znd one cannot have ENESWEIS

on every single guestion. But I thought Dr. Laughren’s 12sT

B e T

nf guestions for where +here should be some data was 2 good

:ex. I think that should be taken se-iously. But you

.I--‘
I.l

annos answer eve—y single possible thing with a very largs

ample size study. 3ut it would bs good to have some

b T e ats mam mmemm =& =D —— -

easonazble infcrmation, hopefully, soms guantitative and some

01236
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I DR. TASEY: I agree.
|”hey are the kinds of things

ractical use of how you use
| 2
pf patients.
|
i X

DR. DAVIS: It was too good 2

not

DR. LAUGHREN:

garly on in cevelopment.

rus in hope
N
|

I

the t=-izls

oo
(S

hange

—n

thzve besen znswered gui

about
!
| DR. CASEY:
i

early encugh.

Dr. Davis has

DE.

~hink it is very important
i
Nery

brief in durztion and

ifbut that, 2t least to me,

wlhhwn the limitsticns @I

I
i s
positive development.

DR.

DR. One

~hink we shoulc continoe t

scademi

L]

te easily if

to speak in suppert of.
part of my reason for presenting it
of getting companies to think about
* I think many of
l=ould have besn answered without making much

that were zlready beinc

thevy

We are coming to a close but, first,

one more comment.

to rscognize

I ag-== with

was impertant

the study.

though there
other point

o encourage

c=ention to cantiauation and lecnger-

They 2-e vesy
you would like to have for

a d=ug with a patient OI gZ3u2

That is another nsw

that was brought

companies,

=aasonable.

list aof information

these things
these cuestions
in the way of a

done, and may

had been thought

of perspective, I
that the study was
r. Lee’'s Ccomments,

evidence for sfficacy

ware

many limitations.

o, I

-

the FDOA and

01237
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WILLIR REEQATWES T2 T

maintenance studies, not only 2% antidesressants but

L:ha: gsvchotoopic dzugs as well, and perhzps work out 2
:

design pazacigm that Is acceptable to eveIyone.

DR. CASSY: Yes. One way to put the message is not

a
fL; _
e 4ust do what somebody else did before, what they have

' J

1 ; :
alwavs historically done, but put some thought into this and

fexpect that you will be asked to advance the field step by

]L Leber?

tep. D=

rrEr3: I have one other thought about long-

DE.

o-m maintenance studies. You all may be aware that Stewart

iﬂcn:;nme:v, of the CSM, has gone around saying that the
1
ecui-ement in the wozld's new economic o-der in Europe, I

be that there be 2 maintenance study of patients

Ee claims to have done it with fluoxetine

placebo. I think he took patients who were six

mornths inte their rscovery and rs-randomized them To placebo
L.od fluoxetine. I do not remember the full design but he
That was to show maintenance

Fhen ce-~isd them feorward.
1]

against relapse. .

L ¢ is the kind of thing that I think we would like

“o do if we can get people to do it. The guestion again is

—egulatory authority end is that wizhin the set of minimum

demands wyou can maks?

|

DR. LINNOIZA: I the cther message would be

—teg s =i




I

ll
W

1 Fgensibly. T one =akes a very large number ¢l cantess Wit

od

ve-v few patients in each center, 1t becomes 2n impossible

tJ

-

-ask to have unifo-m diacnostic c-iteria and unifeorm rat-nes.

Lak

4 4That can lead to the kind of data that we have looked at

5 lhere. From the macketzing point of view, it is perhaps c-eat

§ |to have many people have some experience with the drug. It
7 |lis a cuick launch. But it is not good foc proving efficacy.
DR. CASEY: Agreed. Dr. Davis?

DR. DAVIS: One of the most important peoints in

jzreating a recurrently depressed patient is use of long-temm

|
i
1
|
|
|

11 |[d-ugs to p-event -eslapse. Within the limitations of this
‘ 12 |pactisular study, there was a fair drug/placebo difference in
13 |ithe early periods. It may be scmething that would be
1z !impc::an: to handle regmlatorily in thinking about drugs in
5 f:he futuse as to what is said in the package insert about
i
1§ |whether 2 d-ug company did or did not prove efficacy for

U (W - % : i 2 A Z :
17 |maintenanc=. In other words, if the law is not changed or if
18 ||che law does not address acute versus long-tezm efiects

19 |lspecifically, one world have to handle it in what the package

20 jinsert says about leong-term maintenance tresatment as cpposed

Tl
'

=2 acute treatment. I am speaking to support Dr. Prien's

~ |

iremarks that it is an iImportant side of the whole picture.

(i8]
(1%}

DR. CASEY: Certainly the theme that has been

24 levolving through our Committee over the past severzal sessions

I

WILLER RESCRTIRG CD. 1 b ] Z ; . :
= s :E lig =he importance of sseinr how Thses <-ucs are studied in 01239
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Wavs in which they are 2CTually wpseqd.

DR. HAMMER. = would like Lo make one moT2 commenc

on the labeling. 1 think that js the labeling fo- this é-ug
f

lis identical to Prozac, and 1 ap ROt ¢oing to commen:t on

whether I think that is eperopriate for Prozac, bu= if it is
dAdentical, thar would allow scme readers to draw the inference

that had the Studies been done Eroperly the drug would have

82N shown effe&tive. Whereas, I think that if you just make

2 plaip Si2tement that they failed to show efficacy in

*n;a:ien:s, © wil: npt EnCourace the Teader to make ths

Lnference that had the Studies been done Correctly the drug
|

|

would have bean Shown to be eificacious,

I think Your soiat has been taken by

} DR. cassvy.
|

he Agency.

Once earjjeo- I said we are geTting to a closa. I

/:hink wWE are g9etting o Closure. 1 WEAt to thank the Agency

for their vVery clear, €oncise ang wﬂiluthnught OUT pressn-

I want =g thank the SPonsor for theisr clear ang

-

Fell-thoughs out Presentation apd their availability to

i want tpo thank

rprnvide information when we askeq for it
Bernstein fo- his work in making zhis meeiing run well

Lﬂdr finally, =g Thank the Committee fo- all their efforrs.

Fhe meeting is 2djourned.
l [Whe:eu;nn, at 1:2n P.m., the Coermitrag adjou:nedj
|
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I, D. Gavrisnez:s , the 0fficial Cour:t Reporter
for Miller Reporting Company, I:u::, heraby certify that T
recorded the fnragni.:ng proceedings; that the procesedings
‘have been reduced to typewriting by me, cr under my direction
and that the foregoing tnnlmpti: 2 .correct and accu-ate
record of the proceedings to the best of my knowledge,

ability and belief. .

/s/ D. Gavrisheff

01241

Motus/Pfizer




