CUNFIDEN | LAL

Confidential Proprietary Material

The material contained herein is trade secret and commercial or financial
information and privileged or confidential under the Administrative Procedure Act
and FDA’s Freedom of Information regulations and may not be disclosed except as

provided therein.

In addition, no copying of all or any part of these materials is permitted without the
written consent of GlaxoSmithKline, unless copying is otherwise authorized by law.

©GlaxoSmithKline, 2003




Results of investigation of "all adverse events and verbatim terms that might
possibly refer to an event that could be part of suicidal thinking and/or
suicide attempts" henceforth referred to as "'possibly suicide-related" from
review of Paediatric Studies

Amendment to evaluate "on-therapy" period in addition to "on-therapy plus
30 days post-therapy" period

Prepared by:

Biomedical Data Sciences
GlaxoSmithKline

Date: 15th May 2003



Placebo controlled trials, Broad definition (possibly snicide-related AEs)

1. Patients in paediatric, placebo-controlled trials of paroxgtine for any

indication will be included in this report. (See Appendix A for list of studies

included.) These are all from placebo-controlled trials, including paroxetine
and placebo data from three-arm trials. Only the controlled sections of these
trials will be utilized, i.e. uncontrolled extension phases and run-in periods
will not be included.

Denominators for the subset of patients defined by point 1 will be confirmed.

Patients will be included in the "possibly suicide-related" category if they

meet any of the following criteria: ‘

®* Preferred term is "Emotional lability" and the verbatim term contains any of
the following text strings: "attempt”, "cut", "gas", "hang", "hung", "jump",
"mutilat”, "overdos", "self damag", "self harm", "self inflict", "self injur",
"self-damag", "self-harm", "self-inflict", "self-injur", "shoot", "slash", or
"suic".

®* Preferred term is "Overdose” or "Intentional overdose”, (Specifically,
"Accidental overdose” is excluded.)

® Any other cases where the verbatim term contains the text string "overdos" or
"suic", unless the term is indisputably not "possibly suicide-related”, as judged
b}’— Clinical Development and Medical Affairs.

Any terms found through this search because the text string was a substring of

another word unrelated to the search criteria, will be excluded on review by
Biomedical Data Sciences (for example, the word "acute” would

be obtained when searching for "cut" but would be excluded on review).

(See Appendix B for a listing of preferred and verbatim terms obtained from

this search.)

4. Events, identified in 3 above, outside the "On-Therapy plus 30 Days Post
Therapy" window, will be excluded from Table 1, and events outside the "On-
Therapy" window will be excluded from Table 2. Only the on-therapy phase
will be included for patients continuing into an extension phase. (Note: on this
basis events occurring during placebo run-in phases are excluded.)

5. Patients successfully completing suicide will be included in the "possibly
suicide-related" category. These cases will be obtained from a computer
search of the cause of death. Where the cause of death includes the text string
"suic" or "overdos" then the patient will be included in the "possibly suicide-
related" category, with the exception of any case where the cause of death
also includes the text string "accident",

6. All events will be detailed in Appendix C.

7. PYE will be calculated for all patients. and the rate of patients in the "possibly
suicide-related" category relative to exposure will be calculated. Exposure
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will be calculated only for the period on-therapy, i.e. the 30-day post-therapy
window will not be used in calculating exposure.

8. The hypothesis of no association between treatment and incidence of
"possibly suicide-related" events will be tested using Fisher's exact test (two-
tailed). Statistical significance will be assessed at the 5% level.

9. The number of patients in the "possibly suicide-related” category relative to
PYE (incidence density) will be analysed using SAS® PROC GENMOD. No
comparison will be made where the model fails to converge.

10. Appendix C will list all patients in the "possibly suicide-related” category in
both treatment groups.

11. Terms identified above to be used in computer searches are not case-sensitive.



Table 1: Incidence, person year exposure, and incidence density {or "possibly suicide-related”

events, by treatment group and indication (On Therapy plus 30 days post-therapy)

Indication Paroxetine Placebo P-value
Depression n/N (%) 20/378 (5.3%) 8/285 (2.8%) 0.12
PYE 85 61
n/PYE (rate relative to exposure) | 0.24 0.13 0.16
oCcD n/N (%) 1/195 (0.5%) 0/205 (0.0%) 0.49
PYE 41 41
n/PYE (rate relative to exposure) | 0.02 0.00 n/a
Social Anxiety | n/N (%) 4/165 (2.4%) 0/157 (0.0%) 0.12
PYE 51 47
n/PYE (rate relative to exposure) | 0.08 0.00 n/a
Overall /N (%) 25/738 (3.4%) 8/647 (1.2%) 0.01
PYE 176 149
n/PYE (rate relative to exposure) | 0.14 0.05 0.02

Footnotes to Table 1
1. Exposure for one placebo patient (676.015.24401) could not be calculated due to missing start

and stop dates of medication.
2. No early onset attempted suicides occurred for patients tapering from single blind / open label

paroxetine prior to receiving randomized placebo.



Table 2: Incidence, person year exposure, and incidence density for "possibly suicide-related"

events, by treatment group and indication (On Therapy)

Indication Paroxetine Placebo P-value
Depression N (%) 14/378 (3.7%) 7/285 (2.5%) 0.50

PYE 85 61

W/PYE (rate relative to exposure) | 0.16 0.11 0.43
OoCD N (%) 1/195 (0.5%) 0/205 (0.0%) 0.49

PYE 41 41

n/PYE (rate relative to exposure} | 0.02 0.00 n/a
Social Anxiety | /N (%) 3/165 (1.8%) 0/157 (0.0%) 0.25

PYE 51 47

n/PYE (rate relative to exposure) 0.06 0.00 n/a
Overall N (%) 18/738 (2.4%) 7/647 (1.1%) 0.07

PYE 176 149

n.10 I 105 0.03

. nIPYE (rate relative to exposire)

Footnotes to Table 2
1. Exposure for one placebo patient (676.015.24401) could not be calculated due to missing start

and stop dates of medication.
2. No early onset attempted suicides occurred for patients tapering from single blind / open label

paroxetine prior to receiving randomized placebo.
The following eight patients experienced possibly suicide-related events during the 30 day
window post therapy and therefore do not contribute to the event counts: (329.002.00058,
77.042.00313, 377.049.00479, 701.154.25768, 701.180.25639,

(98]

329.005.00

A

333,353

701.183.27620 (Depression) and 676.011.24283 (Social Anxiety).




Appendix A Study Population

STUDY 329
STUDY 377
STUDY 453
'STUDY 676
STUDY 701
STUDY 704

Depression

Depression
oCp

Social Anxiety
Depression
oCD



S3A
SdA
SdA
SdA

S3A’

SIA
S3A
SIA
S3A
SHA

S3A
SHAA

S3A
S3A
SdA

LdWALLY JAIDINS=(AS0AYIAQ JALLV.INAL) 3SOQUIAD
(TYNOILLNALNI) 3S0QIIA0

(NNITVA WVJFZVINO¥E) 3SOAQYIAO

ASOAAYTA0

(SLND WYV) NOLLVHLAW-413S QTN

NOLLVTLLAW 4713S NOISSTIJIA YOIV

ST11d 08 MOOL SOAYIAO TONTTAL TVNOILLNILNI
NOLLYHAI TVAISING A4S VIIONI

(SNOLLYIA1 TVAINSINY VH 4TS 0 SYATI
SIHDNOHL TYaAIdINS 0L 3Nd NOILVZITV.LIdSOH
MOIAVHIE LNO DNILOV

ANV NOLLV3AI TVAIDINS HLIM FQ0SIdT JAISSTULAA
FSOAUYIAQ SINIAIZYIAOZNAE

A4S OL ASH LNYOIJINDIS

S1ND 1VIDIAYENS SNOLLYNIDNTIVH A¥OLlIany
JAI0INS AILIWILLY

ASYOM NOISSTUJAA “MSHY TvAIDINS

YOIAVHIE LNO DNILOY

ANV NOLLYIAI TYAIDINS HLIM JA0Sida IAISSTYdad
NOILYDIJIW AQNLS 40 ISOTYIAO TVNOLLNILNINN
ASOUYIAQ TIXVI/AINVITIWNOIYIAO

ALITIEY1 TYNOLLOWA
ALITIEVYT TYNOILOWE
ALIUEV1 TYNOLLOWH
ALY TYNOILLOWE
ALITIEGVT TYNOILOWY
ALY T 1VNOLLOW:
ALITIEVT TVNOLLOWH
ALITIEVT TYNOLLOWS
ALITIEVT TVNOILOWA
ALITIEVT TYNOLLOWA

ALITIEVTTVNOLLONWS
ALIIEVT TVNOILOWA

ALTIGVTTVNOILONWS
ALYV TYNOLLONG
NOISS3¥dad

NOISS3¥d3a

AMNTVA AMOLVIOEVT TVIWIONEY

HNTVA AYOLVIOUVT TYWIONEY

uia | posajolq.

wPIBY-OpaIng A[qISs0,, S& PAPNUIP] SULII [, JUSAT 3SIAPY |{ xipuaddy



SIA
S3A
S3A
SdA
S3A
S3A
S3A
SdA
SdA
S3IA
SdA
S3A
SdA
SIA
SAA
S3dA
SdA
SdA
SdA
S3A

J3aidins J40 LvIyHL

SLANILLY FAIDINS

(ISOUYIAO A€) LdWILLY FAIDINS

JdW3ILLY 3amins

ALIVAmDIns

SAOSSIIS HLIM LYIYHL TvaIDINS

SLHDNOHL. TvdadIdins

ONPINIHIL “1vadIDins

ISYOM NOISSTUAIA “NSIY TVaAIDINS

ANILNI IVAIDINS

SNOLLY3d! "1¥aIdINS

NOLLY3dI TvaidIins

(NOLLYLAWOLNY) 30V THL NI 419533 H DONIJAVIS
NOLLYTLLAW-473S

LSRIM LY NO HOLVYDS QaLDIING 435S

SLOV DNIDVINVYQA 4738

NOLLYIdAL TvdIdINS TVAIDINOH U0J AIZITYLIGSOH “Ld
ISOAYAAO YOOL Ld

JADINSVYVYd

STd TONITAL $2-LT NO ASOQYIAO

VIXVLY NV

SSANISMOUA (D8 TV.LOL) INVIIZVYOTT 40 ISOAYIAO

ALI'IEVT T¥YNOILLOWA
ALY T TVNOILLOWS
ALITEVYT TVNOLLOING
ALITIEVYT TVYNOILLOWY
ALITIEVT TYNOLLOWA
ALI'TIEVT TYNOILLOWS
ALI'HEVT TYNOLLOWA
ALFHEVT TVNOILLOWA
ALITIEVT TYNOLLOIWG
ALITIEVT TVNOILLOWI
ALITEVT TYNOILOINT
ALITIEVT TVNOLLOWE
ALIIEVYT IVNOILLOWA
ALITIEVT TVNOILOWI
ALITIEYT TYNOILOIG
ALTIEYT TYNOLLOWI
ALITIEYT TYNOLLOWT
ALIHEVT TYNOILOWA
ALFTIEYT TYNOLLOWI
ALITEVT TVNOILOWI

ALITHEYTTYNOLLOWSI
ALTTIEVT TYNOILLOWI

(HLONZYLS vY1Xd ¥IAvE HLIM) 3S0Qu3IA0

ues ,_. v.ubv.«u.&



SQIN AQNLS 40

ON ISOQUIAO TYNOLLNILLNI OL AYYANOIIS NOISNILYIJIAH NOISN3LY3IdAH
SdA NOLLVHAI TVAIDINS TYUIDINOH ¥0d AIZITVY.LIdSOH “Ld ALI'TILSOH
AUOIAVHEY LNO DNILDY

ANV NOLLYAdI "TVAIdINS HLIM dd0Sidd dAISSTU4ad ALITILSOH
SLHDOHL TVAIDINS gANASUOM ALY TVNOILLOWA
NOLLYAAI TYaIdIiNS 3NoOvA ALITIEVYT TYNOILOWS

A_“p,_._,u hE.._HE‘_.u\/. ; uua, mwhu.*ui

iy



u:on

WA, WEGIAA

PoyIIUaP] SWLIdY, Yred( Jo asne) g xipuaddy



JSOQYIAO

JAINSVYVd

LdWHLLY HAIDINS=(ISOQYTAO FALLY.LNGL) 4SOAYIA0
dS¥OM NOISSAUJAA NS TvaIdINS

SLOV DNIDVYIWVA 413S

(NOILYTLLAWOLNY) 3DV THL NI dTISYIH ONIdd VIS
3aIoIns aaLdnaLLy

ASOAAIAO

ASOQYIAO SINIIAZVIAOZNTg

LdWALLY 3410INS

(3SOQYIAAO A8) LINALLY 3dIDINS

JAISINS A9.LdNELLY

NOILY3dl TvaIins

(HLONHYLS VILXT YIAVE HLIM) ISOAYIA0
NOILVLNN-479S

AT3S

OL XSSP LNVOIINDIS S1N1D TYIDI4¥3dNS SNOLLYNIDNTIVH Adodany

ISOQYIAO

STHd TONITAL 82-L2 NO 3SOQUIAO

NOLLYIA! TYAIDINS TYAIDINOH Y04 QIZITVLIdSCOH "Ld
STTid 08 NOOL FSOQYIAO TONITAL TYNOILNILNI

SLHONOHL 1vdIdINS
O wiswpegisy T

SIE00CTHO'LLE
01€00'Cr0°LLE
P6T00 150°LLE
18100°0€0°2L€
yT000'6T0°LLE
35100'+C0LLE
CLIO0'ECOLLE
19000°110°2L¢
89000°010°LLE
STTO0'600°LLE
1€200°500°LLE
8€000°900°6C¢
€EC00°S00°'62€
11000°500°67€
S1000°v00°6T¢

£1£00°€00°'6CE
0ST00°£00°62¢
S¥L00°C00°6Z¢
1¥200°200°6Z¢
85000°C00°6Z¢
£2100°100°62¢

5 aisheg

LLE AQNIS
LLE AANLS
LLE AQNLS
LLE AQNIS
LLE AANLS
LLE AQNLS
LLE AANLS
LLE AANLS
LLE AQNLS
LLE AQNLS
LLE AQNLS
6Tt AQNIS
6T€ AdNLS
6CE AQNULS
6T¢ AANLS

6TE AQNLS
6CE AQNUS
6Z¢ AANLS
6C¢ AANILS
6CE AANIS
6CE AdNJS

3l josolong

SIUSAH uPRIEPY-opINS Alqissod,, yum siuageg 5 xipuaddy



NOILLV3dl 1V

(SLND WAV) NOILLY TILOW-d1T
d50dYIAO
(TYNOLLNZLNI) 3SOQYIAOD

ALY

JAIDINS 4O LVAYHL
LSIM LY NO HOL VYOS QILDIT4NT 4798
SIHDNOHL TvaIdINS
NOLLYIAAI TvaIDINS aNDVA

JdWNELLV F
LNILNI TV

SIHONOHL TvdIDINS 0L dna NOLLVZITvY.LIdSOH

aioins
S AN

aidins

aiims
ains

S ey g

EISSTEE0POL
0T9LTE8T°10L
LI9LTE8L10L
6£95T°081°10L
81L5T°E91°10L
89LSTHSIT10L
69T 101°9L9
SOLYT001'9L9
ILEFTYI09L9
£8CYT110°9L9
80600°€S0°LLE
OLY00 6P0°LLE

+ ST Eney

bOL AdNLS
104 AdNLs
10L AdNLS
104 AQNLS
10L AQNLS
10L AQNLS
9L9 AQN.LS
9L9 AQNLS
9.9 AANLS
9L9 AQNLS
LLE AQNLS
LLE AQNLS

" "3piL jodoioig




Results of investigation of suicide attempts identified by narrow definition
algorithm, from review of Paediatric Studies

Amendment to evaluate "on-therapy" period in addition to "on-therapy plus
30 days post-therapy" period
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Placebo controlled trials, Narrow definition (suicide attempts)

L.

Patients in paediatric, placebo-controlled trials of paroxetine for any

indication will be included in this report. (See Appendix A for list of studies
included.) These are all from placebo-controlled trials, including paroxetine
and placebo data from three-arm trials. Only the controlled sections of these
trials will be utilized, i.e. uncontrolled extension phases and run-in periods
will not be included.

Denominators for the subset of patients defined by point | will be confirmed.
Patients will be included in the "suicide-attempts" category if they meet any of
the following criteria:

Preferred term is "Emotional lability”, and the verbatim term contains any of

[120 1 4

the following text strings: "attempt", "cut", "gas", "hang”, "hung", "jump",
"mutilat", "overdos"”, "self damag", "self harm", "self inflict", "self injur",
"self-damag", "self-harm", "self-inflict", "self-injur”, "shoot”, "slash", or
"suic", and the verbatim term does not contain any of the following text
strings: "idea”, "intent", "plan", "tendency", "think", "thought", "threat", or
"wish". Additionally, any cases where the verbatim terms contain only the text
"suicidal”, "suicidality", or "suicide" will not be included as "suicide
attempts”.

Preferred term is "Intentional overdose” or "Overdose”. (Specifically,
"Accidental overdose" is excluded.)

Any other cases where the verbatim term contains the text string "overdos” or
"suic” unless the term is indisputably not a "suicide-attempt”, as judged by
_ Clinical Development and Medical Affairs.

Any terms found through this search because the text string was a substring of
another word unrelated to suicides will be excluded on review (for example,
the word "acute” would be obtained when searching for "cut").

(See Appendix B for a listing of preferred and verbatim terms obtained from
this search.)

Events, identified in 3 above, outside the "On-Therapy plus 30 Days Post
Therapy” window, will be excluded from Table 1, and events outside the "On-
Therapy" window will be excluded from Table 2. (Note: on this basis events
occurring during placebo run-in phases are excluded.)

Patients successfully completing suicide will not be included in the
"suicide-attempts"” category.

All events will be detailed in Appendix C.

PYE will be calculated for all patients, and the rate of patients in the
"suicide-attempts” category relative to exposure will be calculated. Exposure
will be calculated only for the period on-therapy, i.e. the 30-day post-therapy
window will not be used in calculating exposure.



8. The hypothesis of no association between treatment and incidence of "suicide-
attempts" will be tested using Fisher's exact test (two-tajled). Statistical
significance will be assessed at the 5% level.

9. The number of patients in the "suicide-attempts” category relative to PYE
(incidence density) will be analysed using SAS® PROC GENMOD. No
comparison will be made where the model fails to converge.

10. Appendix C will list all patients in the "suicide-attempts" category in both
treatment groups.

I'1. Terms identified above to be used in computer searches are nof case-sensitive.



Table !: Incidence, person year exposure, and incidence density for suicide attempts, by
lus 30 days post-therapy)

treatment group (On Therapy

Indication Paroxetine Placebo P-value
Depression n/N (%) 17/378 (4.5%) 5/285 (1.8%) 0.08
PYE 85 61
0/PYE (rate relative to exposure) | 0.20 0.08 0.08
OoCD /N (%) 0/195 {0.0%) 0/205 (0.0%) n/a
PYE 41 41
n/PYE (rate relative to exposure) | 0.00 0.00 n/a
Social Anxiety | o/N (%) 1/165 (0.6%) 0/157 (0.0%) 1.00
PYE 51 47
n/PYE (rate relative to exposure} | 0.02 0.0 n/a
Overall N (%) 18/738 (2.4%) 5/647 {0.8%) 0.02
PYE 176 149
n/PYE (rate relative to exposure) | 0.10 0.03 0.03

Footnotes to Table 1
1. Exposure for one placebo patient (676.015.24401) could not be calculated due to missing start

and stop dates of medication.




Table 2: Incidence, person year exposure, and incidence density for suicide attempts, by

treatment group (On Therapy)

Indication Paroxetine Placebo P-value
Depression n/N (%) 14/378 (3.7%) 5/285 (1.8%) 0.16

PYE 85 61

n/PYE (rate relative to exposure) | 0.16 0.08 0.18
OoCD /N (%) 0/195 (0.0%) 0/205 (0.0%) n/a

PYE 41 41

n/PYE (rate relative to exposure) | 0.00 0.00 n/a
Social Anxiety | /N (%) 17165 (0.6%) 0/157 (0.0%) 1.00

PYE 51 47

n/PYE (rate relative to exposure) | 0.02 0.00 n/a
Overall N (%) 15/738 (2.0%) 5/647 (0.8%) 0.07

PYE 176 149

0.09 0.03 0.07

0/PYE (rate relative to exposure)

Footnotes to Table 2
L. Exposure for one placebo patient (676.015.24401) could not be calculated due to missing start

and stop dates of medication.

2. The following three patients experienced a suicide attempt during the 30 day window post
therapy and therefore do not contribute to event counts: 329.002.00058, 377.042.00315,

701.180.25639 (Depression),




Appendix A Study Population

Protocol Title << . - indication .-
STUDY 329 Depression
STUDY 377 Depression
.STUDY 453 0CD

STUDY 676 Social Anxiety
STUDY 701 Depression

STUDY 704 oCcD
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I. Background

In response to an FDA inquiry about the constituent symptoms included in the
preferred term “emotional lability” a post-hoc analysis of adverse events, possibly
related to suicidality, was conducted. Thirty three subjects in the pediatric
placebo controlled trials of paroxetine for any indication were identified in a post-
hoc statistical analysis of "possibly suicide-related” Adverse Events (AEs). As
with any statistical analysis confined to a narrow categorical limit, especially
when it is not prospectively defined, the analysis of "possibly suicide-related"”
Adverse Events (AEs) did not take into account relevant and potentially
contributing clinical factors. This report focuses on a clinical review of these 33
cases,

Only the controlled sections of these pediatric placebo controlled trials were
utilized in the statistical analysis, i.e. uncontrolled extension phases and run-in
periods were not included. Subjects were included in the "possibly suicide-
related" category if they met the "broad analysis" definition criteria under the
preferred term "emotional lability" and verbatim terms containing a number of
text strings related to suicidal ideation, suicide attempts, and self inflicted harm.
Subjects who met criteria under the preferred term of "overdose” and "intentional
overdose" were also included. Essentially, all subjects with a post-randomization
suicide attempt and subjects with new or worsening suicidal ideation occurring
after randomization, including those in the taper and post discontinuation phases,
were included in the clinical analysis. It should be noted that the post
discontinuation phase was uncontrolled, and the data from this phase are difficult
to interpret since new medications may have been started; patients were aware
that the study was ending; follow-up was variable and less systematic; no
accounting is made for the possible return of symptoms, and discontinuation
symptoms may have resulted in inadvertent unblinding.

The thirty three cases with " possibly suicide~related " AEs were identified out of
1385 subjects in pediatric clinical trials 329, 377, 701, 676, 704 and 453. Studies
329,377 and 701 were pediatric depression studies and twenty eight of the thirty
three suicidal subjects assigned to either paroxetine or placebo were identified in
these trials. Sufficient efficacy was not demonstrated in these pediatric depression
trials to warrant submission to regulatory authorities requesting a claim of
efficacy. Four patients with suicidality were identified in the Social Anxiety
Disorder trial 676, and one suicidal patient was identified in study 704 in
Obsessive Compulsive Disorder (OCD). Efficacy was demonstrated in these



pediatric Social Anxiety Disorder and Obsessive Compulsive Disorder trials.
Study 453 in pediatric OCD had no reported suicide-related AEs in the double-
blind phase. Therefore, all 33 cases were identified in studies 329, 377, 701, 676,
and 704. No deaths were reported in any of these pediatric studies (Tables | and
2).

Serious adverse event narratives and case report forms were used as reference
materials for the clinical review which included an overview of verbatim
descriptions of the suicidal events and an analysis of several key clinical factors
including the treatment phase during which these events occurred, investigator
reported relatedness to study drug, demographics, comorbidity, study drug dosage
before and during the events, duration of treatment, concomitant medications,
depression scale suicidality scores before, during, and after the event when
available, comorbid psychiatric and medical history and the presence of
proximate psychosocial stressors.

II. Study Phase

The incidence of events of suicidality were analyzed in two ways. These included
an analysis of all events occurring post randomization (Table 1) and a second
analysis of events occurring only on study drug, including taper phase events
(Table 2). Most events of suicidality occurred during the treatment phase for both
the paroxetine and placebo groups.

Paroxetine events - 17/25 occurred during the treatment phase, 1/25 occurred
during the taper phase, and 7/25 events occurred during the 30 day post last dose
period.

Placebo events - 6/8 occurred during the treatment phase and 1/8 occurred one
day after the initiation of the taper phase and 1/8 occurred during the 30 day post
last dose period.

As noted there were seven paroxetine and one 30 day post last dose events. All
eight 30 day post last dose events occurred within 4 days of stopping either
paroxetine or placebo.

I1I. Relatedness

Most reports of post-randomisation suicidality were judged by the clinical
investigator to be unrelated to either paroxetine or placebo. Only "unrelated” and



"probably unrelated” events required an explanation on the SAE form if the event
was considered serious. Non-serious AEs did not require any explanation. In these
trials the explanation as to why these events were unrelated and probably
unrelated were under reported as only 7/16 investigators completed this
information.

Paroxetine Events - Related | , Possibly Related 3, Probably Unrelated
5, Unrelated 16

Placebo Events - Related 1, Possibly Related 2 , Probably Unrelated 1,
Unrelated 4

The one related event for the subject on placebo was reported by the
investigator as related to "lack of efficacy”.

The one paroxetine patient with a "related” SAE of suicidality, which
occurred during the taper phase, was a 16 year old white female who
reported that she ingested 100 tablets of paroxetine following a fight with |
her mother one day after being withdrawn from the study due to lack of
efficacy and approximately 6 weeks after the initiation of study

medication. She was on 50 mg paroxetine/day the day before the event.

The patient was brought to the emergency room approximately 7 to 8

hours after the time she reportedly ingested the overdose of medication

and approximately 32 hours after her last per protocol scheduled dose of

paroxetine. A urine drug screen conducted by the emergency room

physician was found to be negative for approximately 700 compounds

including paroxetine and other antidepressants. The drug screen was only

positive for caffeine, opening up the possibility that the patient did not
actually ingest 100 tablets of paroxetine and that she was not taking her
study medication as required per protocol. ‘

With respect to ratings on the CDRS this patient had shown slight i
improvement in her depressed mood on the day prior to the event (CDRS; J
Item 11=4 compared to baseline CDRS; ltem 1 1= 6). The patient did not
endorse significant depressed mood on the KADS at baseline (score = 0
“hardly ever") nor on the day prior to the event (score = 0). Ratings of
irritability on both the CDRS and the KADS were improved on the day ;
prior to the event, when the patient indicated she "hardly ever" felt |
irritable, compared to baseline when she felt irritable "most of the time".




There was no evidence of suicidal ideation on either the CDRS or the
KADS the day prior to the event. .

The patient did not display any signs of worsening mood or irritability at
the early withdrawal visit, nor were there signs of suicidal ideation. In
fact, the patient's condition was considered by the investigator to be
"minimally improved", The patient was not taking any concomitant
medications. The only adverse event that she experienced during the trial
was insomnia which lasted for approximately 8 days and did not overlap
with the event. Given this patient's negative urine drug screen for the
presence of paroxetine, possible lack of compliance with study medication
improved CDRS and KADS rating scale scores just prior to the event, and
the presence of a proximate psychosocial stressor, relatedness of the SAE
of suicidality to paroxetine in this case cannot be accounted for in the
record.

IV. Dose Range

Fixed dose studies to determine dose response and dose related adverse events
were not included in the pediatric program. All suicidal events occurred while
subjects were enrolled in flexible dose studies, and all events occurred while
subjects were on paroxetine across a range of doses from 20 mg to 50 mg daily
with most events taking place while subjects were on between 20 mg to 40 mg
daily. One event occurred at 50 mg daily. Four subjects on paroxetine had an
escalation of 10 mg in their daily dose within one week prior to the event. Four
patients assigned to paroxetine were on no medication at the time of the event
(stopped prior to event). None of the 8 placebo patients had a dose escalation
within one week prior to the suicidal event. No determination of a dose
dependent effect on the emergence or worsening of suicidality can be ascertained
from these data.

V. Duration of Treatment

Subjects with new or worsening post-randomisation suicidality were on
paroxetine for an average of 54 days prior to their suicidal event and on placebo
for an average of 61 days prior to the event with a range of 11-136 days for
paroxetine and 5-108 days for placebo. The median number of days exposure
prior to the event was 42 days for the paroxetine group and 63.5 days for those on
placebo. No clear relationship between time on study drug and the development
of suicidality is apparent.



VI. Concomitant Medications and Substances

Subjects were on a variety of concomitant medications for multiple different
medical indications. Only one patient on paroxetine was on a concomitant
medication, "Benzocaine for weight loss," with a possible contributing
psychoactive component; one other patient overdosed on tranxene which may also
have been taken concomitantly at other times; one admitted to smoking marijuana
several days prior to the event, and one was found to have cannanaboids on a drug
screen. Subjects on placebo were on no concomitant medication with a significant
contributing psychoactive component.

VII. Demographics

In the all patients (children and adolescents combined) all studies population (329,
377,701, 704, 676) there were more females randomized to paroxetine compared
to placebo (57.6% [370/642] female paroxetine patients versus 50.1% [275/549]
female placebo patients). For adolescents (ages 12-18 years) in the all studies
population, there was also a higher proportion of females randomized to
paroxetine compared to placebo (61.0% [296/485] female adolescent paroxetine
patients compared to 53.4% [213/399] female adolescent placebo patients).
Gender characteristics for the child age subgroup (ages 7-11 years) are not
presented here since all but one of the suicidal subjects were adolescents. Unlike
the higher proportion of females randomized to paroxetine in the all studies
population (total and adolescent subgroups), there were similar proportions of .
females between groups.in MDD studies 329, 701 and 377 in the adolescent age
subgroup (63.0% [206/327] female paroxetine patients compared to 62.6%
[149/238] female placebo patients).

In the "broad analysis" of suicidality there were a total of 645/1191 (54.1%)
female and 546/1191 (45.8%) male pediatric subjects ages 7-18 years of age in
studies 329, 377,701, 676 and 704. Adolescent females ages 12-18 years
accounted for 509/884 (57.6%) of total subjects and adolescent males ages 12-18
years accounted for 375/884 (42.4%) of total subjects.

Of the 33 subjects with post-randomisation new or worsening suicidality there
was a preponderance of females. Twenty-six out of 33 (79%) of suicidal subjects
were female and 7/33 (21%) were male. There were 20/25 (80%) female subjects
in the paroxetine group with suicidality and 5/25 (20%) male subjects. There were
6/8 (75%) female and 2/8 (25%) male subjects included in the placebo group with
suicidality.




Most paroxetine and placebo patients with suicidality characterized themselves as
white (18/25 on paroxetine 5/8 on placebo ). .

Study 704 in OCD and 701 jn Major Depressive Disorder included children ages
7-11 and adolescents ages 12-18. Study 701 had one child age 11 with suicidality.
No children under the age of 11 years were reported as suicidal. The age range
for adolescents who reported suicidality was 12 to 18 years. The average age for
the paroxetine group reporting suicidality in all pediatric studies was 15.4 years
and 14.3 years for the placebo group.

VIII. Cormorbidity

Seven out of 25 paroxetine subjects had at least one ongoing comorbid DSM-1V
psychiatric diagnosis at the time of entry into the study and 3/25 paroxetine
subjects had a history of past psychiatric diagnosis at the time of entry into the
study. Five out of § subjects on placebo had either a past or concurrent comorbid
psychiatric disorder. No pattern of comorbid concurrent or past psychiatric history
emerged as contributing to suicidality. However, the presence of comorbid
concurrent and past psychiatric disorders such as Substance Abuse, ADHD,
Borderline Personality (traits), Conduct Disorder and Anxiety Disorders cannot be
ruled out as possibly contributing to a worsening in the patient's condition or ar
least rendering the patient less prone to treatment response. One patient developed
what was reported as new onset auditory hallucinations. Evidence of a thorough
evaluation of previous psychotic symptomatology was not apparent in the records
available for review, and incipient bipolar or psychotic disorder cannot be ruled
out for this subject.

IX. Nature and History of Suicidality

Post Randomization Suicide Attempts vs Suicidal Ideation:

Twenty-five out of 33 (76%) of the total reports of "possibly suicide-related”
adverse events were in the paroxetine group and 8/33 (24%) were in the placebo
group. Seventeen out of 25 (68%) of patients reported as suicidal on paroxetine
had suicide attempts vs. 6/8 (75%) patients on placebo. The remaining 8/25 (32%)
subjects on paroxetine had sujcidal ideation only vs. 2/8 (25%) on placebo with
suicidal ideation only. No clear relationship between drug and suijcidal attempt vs,
ideation is apparent, Subject PID: 377.024.00158 is described as experiencing an
episode of "automutilation” in the form of face slapping. There is no mention of
suicidal ideation or suicidal intent, and although this subject is counted as a



suicide attempt in the paroxetine group it is the clinical reviewer's opinion that
this subject should not be included as suicidal. -

Method of Suicidality:

The most common method of suicide attempt for both the paroxetine and placebo
groups was overdose. Several subjects in both groups made "suicide gestures” in
particular wrist scratching and superficial cutting are noted by the investigators.
No clear relationship between drug and method of suicidal attempt is apparent..

History of Past Suicide Attempts and/or Past Suicidal Ideation:

Sixteen out of 25 subjects randomized to paroxetine and 6/8 subjects randomized
to placebo who were identified with worsening or new suicidality after
randomization had a history of one or more suicide attempts and/or suicidal
ideation prior to their entry into the study as reported on the suicidal
ideation/suicidai acts questions of their KSADS-L (used in MDD studies 329 and
377) or by the investigator's reportof the subjects' past psychiatric history. Of
these 16 subjects on paroxetine, 10 subjects had past suicidal ideation alone, 3
subjects had both past suicidal ideation and one or more suicide attempts and 3
subject had a past suicide attempt. Of the 6 subjects on placebo, 3 subjects had
past suicidal ideation alone, one subject had both past suicidal ideation and one or
more past suicide attempts, 2 subjects had a past suicide attempt. No clear
relationship between drug and history of suicidal attempt and/or ideation is
apparent,

Presence of Suicidality at Randomization:

Eight out 0f 25 (32%) of the subjects in the paroxetine group and 4/8 (50%) of the
placebo group had suicidality already present at randomization prior to taking
study medication as measured by a HAM-D [tem 3 score > 3 in study 329,
MADRS Item 10> 3 in study 377, or CDRS item |3 >3 in studies 701 and 676.
Study 704 in OCD had no depression scale or suicide item measurement. Five out
of 25 (20%) of these subjects on paroxetine and 2/8 (25%) of these subjects on
placebo scored 4 on the MADRS Item 10 indicating the presence of serious
suicidality at the time of randomization and before starting study medication.

No clear relationship between drug and suicidality at randomization is apparent.

Presence of Suicidality at Randomization and Subsequent Suicide Attempts vs.
Suicidal Ideation:

Six out of 17 (35%) of patients on paroxetine identified as attempting suicide
subsequent to randomization had suicidal ideation already present at the time of
randomization as did 3/6 (50%) of the placebo group who had a post




randomization suicide attempt. Two out of 8 (25%) of patients on paroxetine who
were identified with suicidal ideation subsequent to randomization had suicidal
ideation already present at the time of randomization as did 1/2 (50%) of the
placebo group with post randomization suicidal ideation.

Presence of Suicidality at Randomization and Overlapping History of Suicide
Attemnpts, Suicidality, and Psychosocial Stressors: Six out of 25 subjects on
paroxetine and 3/8 subjects on placebo had overlapping suicidality reported at
randomization, a past history of suicide attempts and/or suicidality, and/or
psychosocial stressors.

X. Proximate Psychosocial Events

Psychosocial factors were prominent prior to the suicidal event in 10/25 of the
paroxetine cases with post-randomization suicidality and 1/8 subjects on placebo.

X1. Summary

Thirty three cases of "possibly suicide-related” adverse events were identified in
the treatment, taper, and post discontinuation phases of pediatric clinical trials
329, 377,701, 676 and 704, with most events occurring in depression trials 329,
377 and 701. Sufficient efficacy was not demonstrated in these pediatric
depression trials to warrant submission to regulatory authorities requesting a
claim of efficacy. The disorder specific statistical analyses of the incidence of
"possibly suicide-related” adverse events for subjects in the treatment, taper, and
post discontinuation phases showed no statistically significant differences
between the paroxetine and placebo groups (Table 1). An overall statistical
analysis of "possibly suicide-related” adverse events that included subjects in the
treatment, taper, and post discontinuation phases for all indications combined
showed that the paroxetine group had a numerically and statistically greater
number "possibly suicide-related” AE compared to the placebo group (Table 1).
However, when "possibly suicide-related” AEs for subjects who discontinued
paroxetine were excluded from this analysis, i.e. when only treatment and taper
events were included, there was no statistically significant difference in "possibly
suicide-related” AEs between the paroxetine and placebo groups in both the
individual disorders analysis as well as the overall combined disorders analysis
(Table 2).

The analyses for “on-drug” subjects is seen to be the more relevant and
scientifically defensible analysis as this is limited to a more controlled drug-
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placebo comparison, i.e. during the randomized, placebo-controlled portions of
the study. The analysis which includes subjects in the 30-day “off-drug” period
(Tabte 1) is confounded by a number of different factors. New medications may
have been started; patients were aware that the study was ending; follow-up was
variable and less systematic; no accounting is made for the possible return of
symptoms, and discontinuation symptoms may have resulted in unintended
unblinding. It should also be noted that the "on therapy plus 30-days" analyses,
include, in the numerator, all events occurring during the double-blind phase as
well as any events in the 30 days after stopping treatment. The denominator
however, (exposure and PYE) includes only those days during the double-blind
phase, and not the 30 day period after stopping treatment.

A further clinical review of these 33 cases confirms that paroxetine was not
associated with any completed suicide. Also, the method of suicide attempt did
not appear to be any more impulsive or serious for the suicidal subjects in the
paroxetine group compared to the placebo group. Among the events identified in
subjects on paroxetine with a post-randomisation "possibly suicide-related"
serious adverse event, 21/25 (84%) events were judged by the clinical
investigators to be unrelated or probably unrelated to paroxetine.

No determination of a dose dependent effect on the emergence or worsening of
suicidality related to paroxetine can be ascertained from the data. No clear
relationship between the number of days on paroxetine or placebo and the
development of suicidality was apparent..

Concomitant medications and substances with a psychoactive component may
have played a role in complicating the clinical course of at least 4 subjects with
suicidality assigned to the paroxetine group and none in the placebo group.
However, concomitant medications and cannabis abuse or its presence as part of a
drug screen were not reported by any investigator as directly leading to suicidality
in any subject.

Several subjects on paroxetine and placebo had one or more past or concurrent
comorbid psychiatric disorder. Proportionally more subjects on placebo had such
disorders. The presence of comorbid concurrent and/or past psychiatric disorders
such as Substance Abuse, ADHD, Borderline Personality (traits), Conduct
Disorder and Anxiety Disorders seen in subjects with suicidality in these trials
cannot be ruled out as possibly contributing to treatment resistance or a worsening
clinical course for both paroxetine and placebo treated subjects with suicidality
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The all patients all pediatric studies and "broad analysis” cafeulation of gender
distribution showed a greater total number of female adolescents randomized to
either paroxetine or placebo compared to males. In both analyses there was a
greater number of female adolescents randomized to paroxetine compared to
placebo and there was between 3 to 4 times as many females than males among
the 33 post-randomisation suicidality cases. The imbalance of females with
suicidality compared to males suggests that females were at greater risk for post
randomisation emergence of suicide attempts or new or worsening suicidal
ideation in these studies. This is consistent with what has been reported in the
adolescent literature. When unequal gender distribution between paroxetine and
placebo groups is not a factor, which was the case in depression studies 329, 377
and 701, a statistical analysis of post-randomisation suicidality in these studies
shows no statistical difference in "possibly suicide~related” adverse events between
the paroxetine and placebo groups,

A history of suicide attempts and/or suicidal ideation as well as the presence of
suicidality at randomization measured by the suicide item of the HAM-D,
MADRS, or CDRS was likely to have complicated the clinical course of 2
significant number of subjects who reported suicidality after randomization in
both the paroxetine and placebo groups. Subject PID: 377.024.00158 with the face
slapping related AE should not be counted as having a "possibly suicide-related" event,
Also, post-randomisation psychosocial factors were pointed to by investigators as
contributing to post-randomisation suicidality in both groups.

XII. Discussion

A statistical analysis confined to categorical limits such as "possibly suicide-
related" AEs or new and worsening post randomisation suicidality may obscure
important contributing clinical findings and should prompt us to impose limits on
how we interpret such data. Further caution should be taken when interpreting the
clinical meaning of the relative incidence of suicidal ideation and suicide attempts
between the paroxetine and placebo groups in these pediatric studies when we
consider that there were no completed suicides while subjects were on paroxetine
and that 21/25 (84%) of the reported suicidal events occurring while subjects were
on paroxetine were judged by the clinical investigators to be unrelated and
probably unrelated to paroxetine.



In addition, seriously suicidal subjects are generally excluded from clinjcal drug
trials, e.g. subjects with MADRS scores of 4. This was not the case in our
pediatric trials. Instead, as is sometimes allowed, it was left up to the
investigator's clinical judgement to determine suicide risk and then include or
exclude suicidal subjects accordingly. Since past suicidal ideation and sujcide
attempts in adolescents are among the strongest predictors of future suicidal
behaviours, this same positive correlation seen in our pediatric trials cannot be
discounted and may have contributed to the reported incidence of suicidality seen
in these studies, especially considering that some of these suicidal subjects were
included with potentially confounding comorbid psychiatric disorders and
psychosocial stressors.

Also, the total number of adolescents randomised to the paroxetine group
contained a greater proportion of female adolescents compared to the placebo
group. Female adolescents are reported to be at 2 to 4 times higher risk for
suicidal ideation and attempts compared to their male counterparts who complete
suicide more frequently. This higher proportion of females in the total paroxetine
group may have contributed to the higher incidence of suicidality seen with
paroxetine.

During the course of a psychiatric clinical drug trial in a pediatric population there
are many factors that can account for adverse event reports of aggression,
emational lability, impulsivity, agitation, suicidal ideation and suicide attempts.
Emotional regulation, in general, is a developmentally acquired process that
requires a child and adolescent to experience a variety of situations from which
they learn coping skills. This process is complex, not well understood, and is
impacted by biological/neurological and environmental factors. By virtue of their
age and inexperience children and adolescents have less developed coping skills
than adults which may place them at greater risk for emotional dysregulation,
especially when they are experiencing the stress of a mental disorder. [n part, this
may account for why completed suicide is the third leading cause of death among
young people and why adverse events related to emotional dysregulation are
likely to be reported in pediatric trials and in clinical settings (NIMH 1999, King
RA etal 1991, Keller MB et a 2001, Emslie GJ 2002)

In summary, confounding clinical, demographic, psychosocial and developmental
factors were present in subjects enrolled in our pediatric clinical trials. From a
clinical perspective these should be viewed as contributing to the incidence and
cause of adverse events such as aggression, emotional lability, impulsivity,



agitation, suicidal ideation and suicide attempts and not attribute

paroxetine or placebo.

XIII. TABLES

d solely to

Table 1: Incidence, person year exposure, and incidence density for "

events, by treatment group

possibly suicide-related”

and indication (On Therapy plus 30 days post-therapy)

Indication Paroxetine Placebo P-valueT
Depression N (%) 20/378 (5.3%) 8/285 (2.8%) 0.12

PYE 85 61

VPYE (rate relative to exposure) | 0.24 0.13 0.16
ocD /N (%) 17195 (0.5%) 0/205 (0.0%) 0.49 T

PYE 41 41

0/PYE (rate relative to exposure) | 0.02 0.00 n/a
Social Anxiety | /N (%) 4/165 (2.4%) 0/157 (0.0%) 0.12

PYE 51 47

VPYE (rate relative to exposure) 0.08 0.00 n/a
Overall /N (%) 25/738 (3.4%) 8/647 (1.2%) 0.01

PYE 176 149

t/PYE (rate relative to exposure) | 0.14 0.05 0.02

Footnotes to Table |

1. Exposure for one placebo patient (676.01

and stop dates of medication.

5.24401) could not be calculated due to missing start

2. No early onset attempted suicides occurred for patients tapering from single blind / open label

paroxetine prior to receiving randomized placebo.




Table 2: Incidence,

person year exposure, and incidence density for "

events, by treatment group and indication (On Therapy)

possibly suicide-related"w

Indication Paroxetine Placebo P~vnluﬂ
Depression N (%) 14/378 (3.7%) 7/285 (2.5%) ! 0.50

PYE 35 61

/PYE (rate relative to exposure) | 0.16 0.11 0.43 -’
OCD /N (%) 17195 (0.5%) 0/205 (0.0%) 0.49 q

PYE 4] 41

/PYE (rate relative to exposure) | 0.02 0.00 n/a ’
Social Anxiety | n/N (% ) 3/165 (1.8%) 0/157 (0.0%) 0.25 7

PYE 51 47 I

/PYE (rate relative to exposure) | 0.06 0.00 n/a
Overall N (%) 18/738 (2.4%) 7/647 (1.1%) 0.07

PYE 176 149 ,

VPYE (rate relative to exposure) | 0.10 0.03 0.08 j

Footnotes to Table 2

. Exposure for one placebo patient {676.015.24401) could not be calculated due to missing start
and stop dates of medication.
2. No early onset attempted suicides occurred for patients tapering from single blind / open label

paroxetine prior to receiving randomized placebo,
The following eight patients experienced possibly suicide-related events during the 30 day
window post therapy and therefore do not contribute to the event counts: {329.002.00058,
329.005.00333, 377.042.003 15, 377.049.00479, 70/ -154.25768, 701.180.25639, 701.183.27620

(Depression) and 676.011.24233 (Sccial Anxiety).



XIV. References

Emslie GJ, Heiligenstein JH, Wagner KD, Hoog SL, Ernest DE. Brown E,
Nilsson M, Jacobson JG. Fluoxetine for acute treatment of depression in children
and adolescents: a placebo-contro”ed, randomized clinical trial. J Am Acad Child
Adolesc Psychiatry 2002 Oct;41(10):1205-15

Keller MB, Rvan ND. Strober M, Klein RG. Kutcher SP, Birmaher B, Hagino
OR, Koplewicz H, Carlson GA, Clarke GN, Emslie GJ, Feinberg D, Geller B,
Kusumakar v, Papatheodorou G, Sack WH, Sweeney M, Wagner KD, Weller
EB, Winters NC, Oakes R, McCatterty JP. Efficacy of paroxetine in the treatment
cf adolescent major depression: 4 randemized, contraiied trial. J Am Acad Child
Adolesc Psychiatry 2001 Jul;40(7):762-72

King RA, Riddle MA, Chappell PB, Hardin MT, Anderson GM, Lombroso P,
Scahill L. Emergence of self-destructive phenomena in children and adolescents
during fluoxetine treatment. J Am Acad Child Adolesc Psychiatry 1991
Mar:30(2):179-86

National Institute of Mental Health Suicide Facts, Completed Suicides, U.S. 1999
http://www.nimh.nih.gov/research/suifact.htm






