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Applicant: Pfizer Cantral Research

Ha=ma of Drug; Sertraline McCl
Indication: ©Depression

Pocunents Feviewedi Amendment of 5-14-30, Enclosures §3 and #4777
Slinical Reviever: Hillary Lae, Ph.D. (HPD-120)
A-. ‘Enclosuzs 4. (HAND Subscale Analysis)
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- Scpp of the items. {ncluded in the HAND Total may Ba confounded wirn |
adverse etffects rather ' than being one hundred percént
rapresantative of efficacy. Because of cthis coafounding, the
clinical ravisver, tha leader (clinical) and I requested of
the spansor analysas excl ng items & (early insemnia), 5 (middle
insomnia), 6 (lata inscmnia), 9 (agitation), 10 {Psychic anxiaety),
11 (somacic anxiety), 12 (somatic symptoms - GI) and 131 (somatic,
symptoms-general). The total of tha raduced sat of items has been
refezzed to as Subscale 5 in the sponsor's amandment. The
sponsor's analyses are presanted in Appendix A of this report, as
are the criginal results for comparison.

Reviewer's Co=mmenty

The 100mg group iz seen to show tha most consistent evidence of
efficacy, with both OC and [OCF analyses at least marginally
significant (two-sided P<.10) for all analyses done at Week ) or
later. These analysss at weeks &, 5, §, as well as "last visit®
vere statistically significant by both OC and LocF analyses (cwo-
aided P<.05).

conslyaion

Results for the 100mg group ara highly significant for all weskly
analvges after Week 3 (p<.016) and at least marginally significanc
AT Week 3. Thess results are sors parsuasive than the original
analyses of ths sntire EAMD-scala (see Appendix A).

B. Enclosyse #3 (Analysis of Suicide Attacpta Data)

The ovarall incidence rates of suicide attenpts in sertraline
tharapesutic dJdepressicn studies, as provided originally by the
spongar, are pregsented in Appendix 3. The incidence rate (par
Patient-year) of suicide attsmpis for sertraline is .0177 compared
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Lo .0239 for placebo accordling to this original an i

: H qlysis. Tw
Ehe sertraline ACTampts resylted in Complated !ui-:i.dur: appn;-:t?:
nene of Tha placabo acttemprs Fesulted in completad suicide.

It vas ssen fres the Caga Teport Zorms that J our of ¢ 5
Atteapts shown undar Plicabo occurred befors the h:nnp:::ii::
double-blind Phasa of the-studias ctartad. Excluding those 3
suicide ATte=ptx (and hence also the washout axpoxure time). the
new incidencea rarce (Par patient-year) or sulcide attempts ro.
Placebo is .0137 (sertraline rate Temains .0177, the saze as
before). The sponsar utilized the nusbar aor suicida attampes per
pPorson-year of «xpolurs in its analysis, In responss to our
Tequest for a iife Table analysis cthe sponsar stated that
sufficient data wvere not available (scme studiag are overseas) for
the entire data base to permit such an analysis and, (n additjon,
provided details of the statistical metiod folloved in the original
Staristicay ansive{s.” In.the absence of.the ‘compleca Intursae{dn’
| oadad PA¥: 2 L{fq-takie.anslyals; thie: momodiinrToCien
TeAsc e

e

The sponsor alss provided (at ocur fequast] an analysfs comparing -
suicida attespt rates for the cosparative double-blind phase only
(emnitting the washeour pericd data). The analysis supplied by the
sponsor (Fax Transmittal on Nov. 7, 1590) contalned an error in
calculation of the Appropriate p-values. The correcr p-values are
-54 for the new data sat {caltting the wvash-ocut Period) and .80 for
the original data sat. (Or. David Salsburg of Pfizer confirmed
that ths sponsor's calculations vers inecerrect due to the use of
the vrong tall of tha distribuelicn.)

The sponsor alss analyzed shifts to greatar suicide tandancy among
patiants with nons at basaline by comparing cha properticns ar
patients (n the sartraline and placebs groups having a HAMD Ttem 3
*Core of 0 or 1 at baseline who shifted to 3 score of 1 or 4, where
O=absent, l=feals life is not worth living, 2=visheszs he ware dead
or any thoughts of possible death to self, 3=suicide ideas or
jesturas, 4=attempts at suicide. From Table 3 of Enclosure 713,
thesa nuaksrs (3¥) ara 3713156 (2.2%) for sertralinas and 1/51 (z.o1)

for placebo. This analysis clearly does not sSuggest s concern.

Sopelusion

Based on the examination of rates of clinical suicida attasprs,
rates of ovents defined by baseline to sndpoint snifrs in HAMD Iten
3 {sulcida) scorss, and pean baszeline =o endpoint changes in HamD
Item ) scores presanted in Enclosure #1, this revisver does not see
any statistical evidenca to indicate a concern for sertralins with
respact o sufcidal tendencies in tha therapeutic dapression

trials.

L Pl T T E .,



i s A q"‘I

'REE‘I:REH\‘:ES= mlw R-E-. hr‘:hglmw. D‘.J_‘ Sre - I
Bmk,'n.n.'{nul mner, J.M., and

Jehn Wiley & Sons, New York Chaptar & toni
;s Tests for Goodness of Pit. T - o Isotonic

Lehaann, E. L. (1959) %L
John Wiley & Scns, New York, Saction 4.5,

#

Comparing Twe Poiscn or Binemial Populations,.

v T R e e AR L Japibrata:Choudhiney, Phopz
Bttt e s i 2T el Hathematical Statistician- " -

Cancur: Dr. NHevius ,é{ﬂ /-212- ?‘,F

Dr. Dube :
1"9 l-3e-9] .
[ 4

HFD-120

HFD=120/CS0

HFD=120/Dr. Labar

HFD~120/Dr. Laughren

HFD-120/Dr. Las

HFD=-713/Dr. Choudhury

HFD-7131/Dr. Dubey (File: DROD 1.3.2)
HFD=713/Group 2 File .
HFD-344/Dr. Lisook

chron.

nag/SERB/wp,/NDA-15-815/1-7-91
This addendum consists of 1 pages of text and 2 appendices.




= |

Appandix B
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N i - . :
Actve
Senraine Placebo Contol
Number of patients 2053 788 595
- Number of pasiers - years . s7s 1 >
D ik e - U TEHFI.'_gm‘
Number of suicide atampts 9 5 1
Incidence rates (per pt-yr) 0077 .
s 0.0233 0.0110
lmm{panmpt-ﬂ .77 239 1.10
of sucide attempts
95% confidencs Emits? 08 0.7 0.0-
of inCdanca raxes 34 55 62
per 100 pt-yr .

T This figurs incudies 145.8 pasiertyesrs of doudie-bing placebo and £1.2 pasent-years o single-
biind placeto erposus.

2 Tha confidenca GmiSs per St-yT were COMDUSd on D origingl progonions (e.g. $/508) Lsing Ma
axad bnomial Sxirtution. The INGoenca rAles and CoOMISPanaing confldancs NMiT wers Tien
each mefipied by 100 10 ghe inciipnes rates e coniidenca rervals per 100 gyt
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