Table 2.00

Table of Studies within the Central R&D Aggregated Database

CPMS Study | Study Number/Name | Alternative Study Study Title
Number Number
(if applicable)
001 Study 001 PAR 01.001
002 Study 002 PAR 02.001, 02.002,
02.003, & 02.004
003 Study 003 PAR 03.001, 03.002,
03.003, 03.004,
03.005, & 03.006
004 Study 004 PAR 04 A double-blind extension of protocol PARO3 (003)
005 Study 005 PAR 05 An open-label evaluation of Paroxetine in depressed outpatients
006 Study 006 PAR 06 A multi-centre, doxepin-controlled, double-blind study of Paroxetine in
geriatric outpatients with major depressive disorders
007 Study 007 07-001
009 Study 009 PAR 09
011 Study 011 PAR 11 A multi-centre, doxepin-controlled, double-blind study of Paroxetine in
geriatric outpatients with major depressive disorders
018 MDINTO2 Gagiano | MDSA/29060/111/86/118 | To assess the tolerance of Paroxetine in short and long term therapy and
OPEN 2A to access the efficacy and tolerance in a subset of patients of whom




therapy has failed in the past

019 MDINTO03 Gagiano | MDSA/29060/111/86 | A double-blind comparison between amitriptyline and
COMP /03 Paroxetine in major depressive disorders
020 MDUK20 Akhtar MDUK/29060/111/84 | Protocol to access the effectiveness and tolerance of
/020 Paroxetine in depressed patients by double blind comparison
with mianserin 21-75g
022 MDUK22 MDUK/2960/111/83/ | Carle/Pender: Protocol to access the effectiveness and
Carle/Pender 022 tolerance of Paroxetine by double-blind comparison with
mianserin
024 MDUK24 Shanks MDUK/29060/111/85 | Shanks: Protocol to investigate the pharmacokinetics of
1024 Paroxetine in younger depressed patients
025 MDUK25 MDUK/29060/111/86 | Ecclestone: A double-blind parallel group study comparing
Ecclestone /025 paroxetine 30mg daily and clomipramine 100mg daily
026 MDUK26 Dorman MDUK/29060/026 | Dorman: Protocol to access the effectiveness and tolerance
of Paroxetine in elderly depressed patients by double-blind
comparison with mianserin
027 MDUK27 Peet / MDUK/29060/111/85 | Protocol to access the effectiveness and tolerance of
Ghadvi 1027 Paroxetine by double-blind comparison with imipramine
028 MDUK28 Bray MDUK/29060/111/85 | Protocol to access the efficacy and tolerability of Paroxetine
/028 by double-blind comparison with amitriptyline in patients
referred to a Psychiatric clinic (> 65 years)
029 MDUK29 Sud MDUK/29060/111/85 | Protocol to access the efficacy and tolerability of Paroxetine

1029

by double-blind comparison with amitriptyline in patients
referred to a Psychiatric clinic (18- 65 years)




030 MDUKSO0 Shur MDUK/2960/111/85/ | Protocol to access the efficacy and tolerability of Paroxetine
030 by double-blind comparison with mianserin in patients
referred to a Psychiatric clinic (18- 65 years)

032 MDUK32 Beaumont | MDUK/032 Beaumont - Protocol to access the efficacy and tolerability of
Paroxetine by double-blind comparison with amitriptyline
followed by an open tolerability study of Paroxetine alone in
general practice

034 MDUKS34 Trimble MDUK/29060/111/85 | Trimble - Protocol to assess the efficacy and tolerability of

/034 Paroxetine in epileptic patients with depression
035 MDUKS35 Toone MDUK/29060/111/84 | Toone - Protocol to assess the effectiveness and tolerance
/035 of Paroxetine by double-blind comparison with amitriptyline
037 MDUK37 MC MDUK/29060/111/85 | Chakravarti / Siddiqui / Carle: Protocol for an open, long-
/037 term safety and tolerability study of Paroxetine in Patients
suffering from depression

038 MDUK38 MDUK/29060/111/85 | Chakravarti: Protocol to access the effectiveness and

Chakravarti /038 tolerance of Paroxetine in depressed patients by double-
blind comparison with mianserin

040 MDUK40 Ghose MDUK/29060/111/85 | Ghose: Protocol to investigate the pharmacokinetics of

/040 Paroxetine in elderly depressed Patients
041 MDUK41 Wade MDUK/PAR/85/04 | Protocol to access the effciacy and tolerability of Paroxetine
1 by double-blind comparison of morning and evening dosages
18-65yrs
042 MDUK42 Wade MDUK/29060/111/86 | Protocol to assess the efficacy and tolerability of Paroxetine

1042

by double-blind comparison of morning and evening dosages
>65 yrs




043 MDUK43 Winslow MDUK/29060/111/85 | Protocol to assess the effectiveness and tolerance of
/043 Paroxetine in depressed Patients by double-blind
comparison with amitriptyline 18-70 yrs
044 MDUK44 Rao/Singh | MDUK/29060/111/85 | Rao/Singh: Protocol to assess the efficacy and tolerability of
/044 Paroxetine by double-blind trial in elderly depressed patients
followed by an open tolerability study
046 MDUK46 Addala MDUK/29060/111/86 | A protocol to assess the effectiveness and tolerability of
/046 Paroxetine in elderly depressed patients by double-blind
comparison with amitriptyline
047 Study 047 A protocol to assess the effectiveness and tolerability of
Paroxetine in depressed patients by double-blind
comparison with Dothiepin (prothiden) 18-65 yrs
049 MDUK49 MDUK/29060/111/87 | A multicentre general practice study to compare the
Hutchinson /049 effectiveness and tolerability of paroxetine in elderly
depressed patients by double-blind comparison with
amitriptyline
057 Study 057
059 Study 059 Comparison of pharmacodynamics and pharmacokinetics of
oral Paroxetine and amitriptyline in adults with depression
060 Study 060 Comparison of pharmacodynamics and pharmacokinetics of
oral Paroxetine and amitriptyline in geriatric patients with
depression
061 Study 061 Comparison of Paroxetine and fluoxetine in geriatric patients

with depression




062

Study 062

An interaction study of Paroxetine on lithium serum levels in
depressed patients on lithium therapy

063

Study 063

A double-blind randomised trial comparing the effects on
sleep of Paroxetine 30mg daily and amitriptyline 150mg daily
in patients 18-65yrs

064

Study 064

A double-blind comparative multicentre study comparing
Paroxetine bd with fluoxetine (Prozac) bd in depressed
patients 18-65yrs

065

Study 065

A double-blind comparative study comparing Paroxetine 20-
40mg od to maprotiline 50-150mg/day

067

Study 067

An open pharmacokinetic study of Paroxetine (30, 40 or
50mg daily) in the treatment of major depressive disorder 18-
65yrs

068

Study 068

An open pharmacokinetic study of Paroxetine (20, 30 or
40mg daily) in the treatment of major depressive disorder
>65yrs

069

Study 069

A multicentre double-blind parallel group randomised dose
titration study comparing the pharmacodynamics and
pharmacokinetics of paroxetine and clomipramine in patients
<60yrs

070

Study 070

A multicentre double blind parallel group randomised dose
titration study comparing the efficacy of paroxetine and
clomipramine >60yrs

071

MDF 1729, 1730,
1731

includes
MDED/29060/111/17

Clinical Study of the efficiency, the tolerance and study of the
anti-depressant effect of paroxetine by daily EEG, sleep




29M

EEG and cerebral blood flow in elderly depressed patients

072 Study 072 An open pharmacokenetic study of paroxetine [20, 30 or
40mg daily] in the treatment of major depressive disorder 18-
65yr

073 Study 073 Comparison of pharmacodynamics and pharmacokinteics of
oral paroxetine and amitriptyline in adult patients with
depression.

074 Study 074 Study comparing the effects of oral paroxetine and
amitriptyline In adult patients with depression.

076 Study 076

077 Study 077 Study comparing the effects of oral paroxetine and
amitriptyline In adult patients with depression.

078 Study 078 A multicentre double-blind randomised study comparing
20mg to 30mg of paroxetine and amitriptyline 75mg to
150mg 18-65yr

079 Study 079 A double blind comparative multicentre study comparing
paroxetine BD with fluoxetine BD in depressed patients

080 Study 080 A multicentre double-blind parallel group randomised study
comparing paroxetine 30mg and clomipramine 150mg in
patients with major depression

081 Study 081 An open pharmacokenetic and pharmacodynamics study of

paroxetine (20, 30 or 40mg daily) in the treatment of major
depressive disorders 18-65yr




082

Study 082

A double-blind comparative study comparing paroxetine 20-
40mg/day to maprotiline 50-150mg/day in major depression
18-65yr.

083

Study 083

084

Study 084

A double-blind comparative study of the effects of paroxetine
and clomipramine on cognitive function in elderly patients
with major depression

086

Study 086

A controlled double-blind randomised parallel group study
comparing the effects of paroxetine and maprotiline in the
treatment of outpatients with major and minor depression
[RDC]

088

DFG 123 P31

DFG/29060/111/86/1
23

A randomised, double-blind comparative study of paroxetine
and imipramine including evaluation of effect profiles and
correlation between plasma concentration and effect.

089

DFG 124 P32

DFG/29060/111/86/1
24M

A randomised double-blind comparative clinical study of
paroxetine and imipramine including evaluation of efficacy
profiles and safety

090

DFG 125 P33

A double-blind controlled group comparison of paroxetine
and imipramine in the treatment of depressive states in
psychiatric specialist practice

094

Study 094

A double-blind comparative study to assess the safety and
tolerability of paroxetine 60mg (two dosing regimins). Short
and long-term.

095

Study 095

A double-blind comparative study of the withdrawal effects
following abrupt discontinuation of treatment with paroxetine




in low or high dose or imipramine

106 Study 106

108 Study 108

109 Study 109 To compare the effectiveness of Paroxetine, amitriptyline
and lithium in recurrent depressives for relapse

112 Study 112 A double-blind multicentre study to compare the efficacy and
tolerance of Paroxetine and fluvoxamine in depressed
patients

115 Study 115

116 Study 116

118 Study 118

120 Study 120

126 Study 126 PAR-116E: A long-term, open-label extension trial of
Paroxetine in the treatment of outpatients with obsessive -
compulsive disorders

127 Study 127 PAR-118E: A long-term, open-label extension trial of
Paroxetine in the treatment of outpatients with obsessive -
compulsive disorders

128 Study 128

Study 131 A study to compare the efficacy and tolerance of fluoxetine

and Paroxetine in adult patients




Study 135 Paroxetine versus fluoxetine 18-65 yrs

Study 136

MDUK28a | MDUK/29060/111/85/028 O28A: Protocol to assess the efficacy and tolerability of

Bray A Paroxetine by double-blind comparison with amitriptyline in
Patients referred to a psychiatric clinic 18-65 yrs

Study 187

Study 189 Fluoxetine switch

Study 190

Study 197 A double-blind comparison of the efficacy and tolerability of
Paroxetine and imipramine in the treatment of depression
and behavioural disturbance associated with dementia

Study 201

Study 222 Long-term treatment of panic disorder (with/without
agoraphobia) with Paroxetine: an extension trial for the fixed-
dose study in daily flexible doses of 10mg, 20mg or 40mg
and matching placebo

Study 223 | Study 223

228 Study 228 Long-term (9 month) extension of double-blind placebo
controlled comparative study of Paroxetine and
clomipramine in the treatment of panic disorders

239 Study 239 A randomised comparative study of Paroxetine in the

treatment of depression as used in a clinical practice setting




241 Study 241 A double-blind study to compare the maintenance of efficacy
and relapse rates in patients with obsessive compulsive
disorder who responded to Paroxetine, clomipramine or
placebo in the short-term study 136.

245 Study 245 A double-blind multicentre study in primary care comparing
Paroxetine and clomipramine in patients with depression
with associated anxiety

251 Study 251

252 Austrian MC Open MDED/29060/111/85 | Austrian open

/102/3/4M
253 MDAZ2 Hebenstreit MDA/29060/111/2/3/ | An open pharmacokinetic and pharmacodynamic study of
4 Paroxetine (20mg, 30mg or 40mg daily) in the treatment of
major depressive disorder (DSM III)
254 MDAS3 Hebenstreit MDA/29060/111/2/3/ | An open pharmacokinetic and pharmacodynamic study of
4 paroxetine (20mg, 30mg, or 40mg daily) in the treatment of
major depressive disorder (DSM 111) in geriatric patients
(>65 years old).
255 MDA4 Hebenstreit MDA/29060/111/2/3/ | An open pharmacokinetic and pharmacodynamic study of
4 paroxetine (30mg, 40mg, or 50mg daily) in the treatment of
major depressive disorder (DSM 111)
256 Belgium M/C Comp | MDB/PAR/1/B/C/D/ | A study of the efficacy and safety of paroxetine compared to
EM mianserin in patients with depression (Part 11l multicentre
study).
257 Belgium MC Open MDB Belgian open.

29060/3/4/5/6/7/8/




oM

258 61101 BORUP P42 | RAD/Paroxetine/C/ | Open clinical evaluation of paroxetine in depressive patients
2
259 61102 Skausig P6 RAD/Paroxetine/C/ | Open clinical evaluation of paroxetine in depressive patients
3
260 61201 L Laursen RAD/Paroxetine/C/ | A double-blind group comparative evaluation of paroxetine's
P41 4 and amitriptyline's effect in the treatment of depressive
illness
261 DFG 119 DUAG DFG/2960/111/85/11 | A randomised double-blind comparative clinical study
P30 9 DUAG including evaluation of efficacy profiles and of correlation
between plasma concentration and effect.
262 DFG121 Thomsen DFG/29060/111/86/1 | Paroxetine in the treatment of endogenous depression in
P45/ DFG126 21+ 126 elderly patients. Treatment of major depression in the
Pauser P46 elderly with paroxetine - an open study of efficacy and
tolerance.
268 MDCH 1/2 MC MDCH/29060/111/86 | A study of the efficacy and safety of paroxetine in patients
OPEN /01/02 with depression.
272 MDUKO4 Lavin MDUK/29060/111/84 | Lavin/Ghose: Protocol to assess the effectiveness and
/004 tolerance of paroxetine by double-blind comparison with
amitriptyline.
273 MDUKO5 Coreless Corless: Protocol to investigate the pharmacokinetics of
paroxetine in geriatric patients.
274 MDUKO06 Naylor MDUK/29060/111/82

/006




275 MDUKO7 MDUK/2960/111/83/
Silverstone 007
276 MDUKO09 Edwards MD/PAR/009
279 MDUK12 Trimble MDUK/29060/111/83
/12
280 MDUK12a Trimble MDUK/29060/111/83 | Trimble (presumably an open extension of 279)
/12A
281 MDUK13 Wade MDUK/PAR/013 Wade: Protocol to assess the effectiveness and tolerance of
paroxetine by double-blind comparison with amitriptyline.
282 MDUK14 Tyrer MDUK/PAR/014 Tyrer: To test the efficacy of paroxetine, a 5HT re-uptake
inhibitor, in resistant depression.
283 MDUK14B Tyrer MDUK/PAR/014B | Tyrer: Protocol to assess the effectiveness and tolerance of
paroxetine by double-blind comparison with placebo.
286 MDUK17a Crome Crome: Protocol to investigate the pharmacokinetics and
effectiveness of paroxetine in geriatric patients.
287 MDUK17c Crome MDUK/29060/111/86 | Crome: An open, long term safety study of paroxetine in
nM7C geriatric patients.
289 French M/C Comp MDF/2960/111/84/1/ | MDF - French comparative - A study of the efficacy and
2/3/4/5/6 M safety of paroxetine compared to clomipramine in patients
with depression.
290 MDF 1727 M/C MDF/29060/1727M | Study of the efficiency and tolerance of paroxetine and

Comp

clomipramine in endogenous depression of the aged subject.




291

MDF 1728 COMP

MDF/29060/1728M

Study of the efficiency and tolerance of paroxetine and
clomipramine in reactional depression in the aged subject.

292 German MC Comp | MDD/2960/111/84/0 | Multicentre double-blind randomised study comparing the
1-04 effect of oral paroxetine and oral amitriptyline in adult
patients with major depression.

308 HP/81/74 Laxenaire | HP/81/74A HP/81/74 early clinical evaluation of a new antidepressant. A
double-blind parallel study comparing paroxetine 30mg daily
with amitriptyline 150mg daily.

309 HP/81/162a HP/81/162A HP/81/162. Early clinical evaluation of a new

Battegay antidepressant. A double-blind parallel study comparing
paroxetine 30 mg daily with amitriptyline 100mg daily.

310 HP/81/85a Varackx- | HP/81/85A HP/81/85. Early clinical evaluation of a new antidepressant.

Haenen A double-blind parallel study comparing paroxetine 30mg
daily with amitriptyline 150mg daily.

311 HP/81/126a HP/81/126A HP/81/126 Early clinical evaluation of a new antidepressant.

Feldman An open pilot study of paroxetine 40mg daily.

312 HP/83/67 Margo HP/83/67 HP/83/67 A Phase Il pharacokinetic double blind study
comparing paroxetine with amitriptyline in depressed
patients

313 HP/84/35a Gaind HP/84/35a HP/84/35 A study to assess the efficacy and
pharmacokinetics of paroxetine in depressed geriatic
patients.

314 HP/82/134 Jauhar HP/82/134 HP/82/134 A double blind parallel study comparing

paroxetine 30mg daily and amitriptyline 150mg daily in
depressed patients.




315 HP/81/164a Gaind HP/81/164A HP/81/164 Early clinical evaluation of a new antidepressant.
An open pilot study of paroxetine 40mg daily.

316 HP/82/47a HP/82/47A HP/82/47 Early clinical evaluation of a new antidepressant.

Vervarcke A double-blind parallel study comparing paroxetine 30mg
daily with amitriptyline 150mg daily.

317 HP/82/65a Priest HP/82/65A HP/82/65 An early clinical evaluation of a new
antidepressant. An open study of paroxetine 40mg od.

318 HP/82/64a Goffaux | HP/82/64A HP/82/64 Early clinical evaluation of a new antidepressant.
A double-blind parallel study comparing paroxetine 30mg
daily with amitriptyline 150mg daily.

319 HP/81/148 Richou HP/81/148A HP/81/148 Early clinical evaluation of a new antidepressant.
A double blind parallel study comparing paroxetine 30mg
daily with amitriptyline 150mg daily.

327 Study 327

329 Study 329

331 Study 331 A study of the efficacy of paroxetine in the treatment of
patients with major depression and comorbid chronic illness.

352 Study 352

377 Study 377

382 Study 382

400 Study 400




427 Study 427

448 Study 448

449 Study 449

453 Study 453

454 Study 454

470 Study 470 A randomised, double-blind extension trial comparing
paroxetine and placebo in the treatment of Generalised
Social Phobia.

487 Study 487

494 Study 494

495 Study 495

497 Study 497

502 Study 502

595 Study 595

625 Study 625

627 Study 627

637 Study 637

641 Study 641




642 Study 642

646 Study 646 Long term safety and efficacy in GAD.

648 Study 648

650 Study 650 A study of the maintained efficacy and safety of paroxetine
versus placebo in the long-term treatment of post traumatic
stress disorder.

651 Study 651

676 Study 676 A 16 week, double blind, placebo controlled study to
investigate the efficacy and tolerability of paroxetine in the
treatment of children and adolescents with Social Anxiety
Disorder/Social Anxiety.

677 Study 677 A double-blind, placebo controlled, 3 arm fixed dose study of
paroxetine CR continuous treatment (12.5mg and 25mg) for
premenstrual dysphoric disorder.

688 Study 688 As for 677.

689 Study 689 As for 677.

701 Study 701 A multicenter double blind placebo controlled flexible dose
study to evaluate the efficacy and safety of paroxetine in
children with major depression.

704 Study 704 A multicentre, double-blind placebo controlled flexible dose

outpatient study to evaluate the efficacy and safety of
paroxetine in children and adolescents with Obsessive
Compulsive Disorder




711

Study 711

A 3 month double-blind placebo controlled fixed-dose
extension study of paroxetine CR (12.5mg and 25mg/day)
continuous treatment for PMDD patients completing studies
29060/677,688 or 689.

785

Study 785

A double-blind, placebo controlled fixed-dosage study
comparing the efficacy and tolerability of paroxetine CR and
citalopram to placebo in the treatment of major depressive
disorder with anxiety.

790

Study 790

A double-blind placebo controlled study of paroxetine CR in
the treatment of patients with Social Anxiety Disorder.

791

Study 791

A double-blind placebo controlled study to evaluate the
efficacy and tolerability of paroxetine CR in patients with
Generalised Anxiety Disorder.

810

Study 810

A double-blind, placebo controlled, 3 arm fixed-dose study of
12.5mg/day and 25mg/day paroxetine CR in the treatment of
major depression.

AO01

DFG122
VANGTORP P47

DFG/29060/11/85/1
22

DFG 122 Vangtorp "DFG/29060/11/85/122 Open study - 6
weeks - paroxetine 10-30mg/day (n=5) (non-controlled)




GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab201.108 tab201. sas
Par oxeti ne EMEA

24JUL2003: 09: 47 j xs4526

EMEA Table 2.01
I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Indication
Adult Pl acebo Controlled Trials

On- Ther apy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 66/8481 ( 0.8% 55/5808 ( 0.9% 0.82 ( 0.57, 1.18) 0.31

PYE 1916 1313

n/ PYE 0.03 0.04 0.28
Depr essi on n/N (% 58/3421 ( 1.7% 41/2117 ( 1.9% 0.87 ( 0.58, 1.31) 0.53

PYE 671 428

n/ PYE 0.09 0.10 0.62
GAD n/N (9% 2/1182 ( 0.2% 2/985 ( 0.29% 0.83 ( 0.12, 5.92) 1.00

PYE 259 211

n/ PYE 0.01 0.01 0.84
Qocb n/N (9% 1/542 ( 0.2% 3/265 ( 1.1% 0.16 ( 0.02, 1.56) 0.11

PYE 141 61

n/ PYE 0.01 0.05 0.092
PMVDD n/N (% 0/760 ( 0.0% 0/379 ( 0.0%

PYE 208 102

n/ PYE 0.00 0.00
PTSD n/N (% 3/786 ( 0.4% 3/598 ( 0.5% 0.76 ( 0.15, 3.78) 1. 00

PYE 174 138

n/ PYE 0. 02 0. 02 0.78
Pani ¢ n/N (% 0/920 ( 0.0% 3/780 ( 0.4% 0. 096

PYE 237 186

n/ PYE 0. 00 0.02 1.00
SAD n/N (% 2/870 ( 0.2% 3/684 ( 0.4% 0.52 ( 0.09, 3.14) 0.66

PYE 225 187

n/ PYE 0.01 0.02 0.52

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ erea/ | i st/ tab20la.| 08 tab20la.sas 01AUG003:09:02 nsd29184
Par oxeti ne EMEA

EMEA Table 2.01a
I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Indication
Adult Placebo Controlled Trials, Study 057

On- Ther apy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 27/ 131 (20.6% 29/ 136 (21.3% 0.96 ( 0.53, 1.73) 1.00

PYE 57 62

n/ PYE 0. 47 0. 46 0.95
Depr essi on n/N (% 27/ 131 (20.6% 29/136 (21.3% 0.96 ( 0.53, 1.73) 1.00

PYE 57 62

n/ PYE 0. 47 0. 46 0.95

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls



GSK CONFI DENTI AL

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab202. 108

I ndi cati on

Overal |

Depr essi on

PMDD

PTSD

Pani ¢

niN (%
PYE
n/ PYE

n/N (%
PYE
n/ PYE

NN (%
PYE
n/ PYE

n/N (%
PYE
n/ PYE

n/N (%
PYE
n/ PYE

nIN (%
PYE
n/ PYE

n/N (%
PYE
n/ PYE

n/N (%
PYE
n/ PYE

Adul t

Par oxeti ne EMEA

EMEA Tabl e 2.02

tab202. sas

24JUL2003: 09: 47

On-Therapy plus 30 days post-therapy

Par oxet i ne

92/8481 ( 1.1%
1916
0.05

7413421 ( 2.2%
671
0.11

2/1182 ( 0.2%
259
0.01

3/542 ( 0.6%
141
0.02

0/ 760 ( 0.0%
208
0. 00

7/786 ( 0.9%
174
0.04

3/920 ( 0.3%
237
0.01

3/870 ( 0.3%
225
0.01

Pl acebo

63/5808 ( 1.1%

1313
0.05

44/2117 ( 2.1%

428
0.10

2/ 985 (
211
0.01

4/ 265 (
61
0.07

0/379 (
102
0. 00

6/598 (
138
0.04

4/ 780 (
186
0.02

3/684 (
187
0.02

0. 2%

1.5%

0.0%

1.09%

0.5%

0.4%

j xs4526

Qdds Ratio (95% Cl)

.12

.71,

.08,

. 30,

.14,

. 16,

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls

I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Indication
Pl acebo Controlled Trials

P val ue

0.71

0.71

0.48



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ erea/ | i st/tab202a.108 tab202a.sas 01AUG003:09:02 nsd29184
Par oxeti ne EMEA

EMEA Tabl e 2.02a
I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Indication
Adult Placebo Controlled Trials, Study 057
On-Therapy plus 30 days post-therapy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 31/131 (23.7% 31/136 (22.8% 1.05 ( 0.59, 1.85) 0.89
PYE 57 62
n/ PYE 0.54 0.50 0.73
Depr essi on n/N (% 31/131 (23.7% 31/136 (22.8% 1.05 ( 0.59, 1.85) 0.89
PYE 57 62
n/ PYE 0.54 0. 50 0.73

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab203.108 tab203.sas 23JUL2003:17:27 syp9298
Par oxeti ne EMEA

EMEA Table 2.03
I nci dence of Possibly suicide-related AEs by Treatnent Group and Maximum Intensity
Adult Pl acebo Controlled Trials

On- Ther apy
Intensity Par oxet i ne Pl acebo
Overal | 66/8481 ( 0.8% 55/5808 ( 0.9%
Severe 26/ 66  (39.4% 22/55  (40.0%
Mbder at e 23/66 (34.8% 21/55  (38.2%
Mld 17/66  (25.8% 11/55  (20.0%
Unknown or Unassessed 0/ 66 ( 0.09% 1/55 (1.8%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab204.108 tab204.sas 23JUL2003:17:27 syp9298
Par oxeti ne EMEA

EMEA Table 2.04
I nci dence of Possibly suicide-related AEs by Treatnent Group and Maximum Intensity
Adult Pl acebo Controlled Trials
On-Therapy plus 30 days post-therapy

Intensity Par oxet i ne Pl acebo

Overal | 92/8481 ( 1.1% 63/5808 ( 1.1%
Severe 40/92  (43.59% 28/ 63  (44.49%
Mbder at e 32/92  (34.8% 22/ 63  (34.9%
Mld 20/92  (21.7% 12/63  (19.0%
Unknown or Unassessed 0/ 92 ( 0.09% 1/ 63 (1.6%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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Par oxeti ne EMEA

EMEA Table 2.05
I nci dence of Possibly suicide-related AEs by Treatnent Group and Investigator Attribution
Adult Pl acebo Controlled Trials

On- Ther apy
I nvestigator Attribution Par oxeti ne Pl acebo
Overal | 66/8481 ( 0.8% 55/5808 ( 0.9%
Rel ated or Probably Rel ated 71 66 (10. 6% 9/ 55 (16. 4%
Possi bly Rel ated 4/ 66 ( 6.1% 2/ 55 ( 3.6%
Unrel ated or Probably Unrel ated 50/ 66 (75.8% 36/ 55 (65.5%
Unknown or Unassessed 5/ 66 (7.6% 8/55 (14.5%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Table 2.06
I nci dence of Possibly suicide-related AEs by Treatnent Group and Investigator Attribution
Adult Pl acebo Controlled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxeti ne Pl acebo

Overal | 92/8481 ( 1.1% 63/5808 ( 1.1%
Rel ated or Probably Rel ated 9/92 ( 9.8% 9/ 63 (14.3%
Possi bly Rel ated 5/ 92 ( 5.4% 2/ 63 ( 3.2%
Unrel ated or Probably Unrel ated 69/ 92 (75.0% 44/ 63 (69.8%
Unknown or Unassessed 9/ 92 ( 9.8% 8/63 (12.7%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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Par oxeti ne EMEA

EMEA Tabl e 2.07
Incidence and Incidence Density for Self Harmby Treatnent Group and Indication
Adul't Placebo Controlled Trials

On- Ther apy
I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 51/8481 ( 0.6% 38/5808 ( 0.7% 0.92 ( 0.60, 1.40) 0.75
PYE 1916 1313
n/ PYE 0.03 0.03 0.69
Depr essi on n/N (% 45/3421 ( 1.3% 33/2117 ( 1.6% 0.84 ( 0.54, 1.32) 0.48
PYE 671 428
n/ PYE 0.07 0.08 0.54
GAD n/N (9% 2/1182 ( 0.2% 0/985 ( 0.0% 0.50
PYE 259 211
n/ PYE 0.01 0.00
Qocb n/N (9% 1/542 ( 0.2% 1/265 ( 0.49% 0.49 ( 0.03, 7.83) 0.55
PYE 141 61
n/ PYE 0.01 0.02 0.55
PMVDD n/N (% 0/760 ( 0.0% 0/379 ( 0.0%
PYE 208 102
n/ PYE 0.00 0.00
PTSD n/N (9% 1/786 ( 0.19% 1/598 ( 0.2% 0.76 ( 0.05, 12.18) 1.00
PYE 174 138
n/ PYE 0.01 0.01 0.87
Pani ¢ n/N (% 0/920 ( 0.0% 2/780 ( 0.3% 0.21
PYE 237 186
n/ PYE 0. 00 0.01 1.00
SAD n/N (% 2/870 ( 0.2% 1/684 ( 0.1% 1.57 ( 0.14, 17.39) 1.00
PYE 225 187
n/ PYE 0.01 0.01 0.68

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Table 2.07a
Incidence and Incidence Density for Self Harmby Treatnent Group and Indication
Adult Placebo Controlled Trials, Study 057

On- Ther apy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 26/ 131 (19.8% 28/ 136 (20.6% 0.96 ( 0.53, 1.74) 1.00

PYE 57 62

n/ PYE 0. 45 0. 45 0.96
Depr essi on n/N (% 26/ 131 (19.8% 28/ 136 (20.6% 0.96 ( 0.53, 1.74) 1.00

PYE 57 62

n/ PYE 0.45 0. 45 0.96

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Tabl e 2.08
Incidence and Incidence Density for Self Harmby Treatnent Group and Indication
Adult Pl acebo Controlled Trials
On-Therapy plus 30 days post-therapy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 63/8481 ( 0.7% 41/5808 ( 0.7% 1.05 ( 0.71, 1.56) 0.84
PYE 1916 1313
n/ PYE 0.03 0.03 0.80
Depr essi on n/N (% 55/3421 ( 1.6% 35/2117 ( 1.7% 0.97 ( 0.63, 1.49) 0.91
PYE 671 428
n/ PYE 0.08 0.08 0.99
GAD n/N (9% 2/1182 ( 0.2% 0/985 ( 0.0% 0.50
PYE 259 211
n/ PYE 0.01 0.00
ocb n/'N (% 2/542 ( 0.4% 1/265 ( 0.4% 0.98 ( 0.09, 10.83) 1.00
PYE 141 61
n/ PYE 0.01 0.02 0.90
PMVDD n/N (% 0/760 ( 0.0% 0/379 ( 0.0%
PYE 208 102
n/ PYE 0. 00 0. 00
PTSD n/N (9% 1/786 ( 0.1% 2/598 ( 0.3% 0.38 ( 0.03, 4.20) 0.58
PYE 174 138
n/ PYE 0.01 0.01 0. 45
Pani ¢ n/'N (% 1/920 ( 0.1% 2/780 ( 0.3% 0.42 ( 0.04, 4.68) 0.60
PYE 237 186
n/ PYE 0. 00 0.01 0.44
SAD n/N (% 2/870 ( 0.2% 1/684 ( 0.1% 1.57 ( 0.14, 17.39) 1.00
PYE 225 187
n/ PYE 0.01 0.01 0.68

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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Par oxeti ne EMEA

EMEA Tabl e 2.08a
Incidence and Incidence Density for Self Harmby Treatnent Group and Indication
Adult Placebo Controlled Trials, Study 057
On-Therapy plus 30 days post-therapy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 30/ 131 (22.9% 29/136 (21.3% 1.10 ( 0.61, 1.95) 0.77
PYE 57 62
n/ PYE 0.52 0. 46 0.64
Depr essi on n/N (% 30/ 131 (22.9% 29/136 (21.3% 1.10 ( 0.61, 1.95) 0.77
PYE 57 62
n/ PYE 0.52 0. 46 0.64

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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Intensity

EMEA Table 2.09
I nci dence of Self Harm by Treatnment Group and Maximum | ntensity

tab209. sas

Adult Pl acebo Controlled Trials

On- Ther apy

Par oxet i ne

Pl acebo

23JUL2003: 17: 30

syp9298

Overal |

Severe

Moder at e

Mld

Unknown or Unassessed

51/8481 ( 0.6%
19/51  (37.3%
17/51  (33.3%
15/51  (29.4%

0/51 ( 0.0%

38/5808 ( 0.7%

17/ 38

13/ 38

7/ 38

1/ 38

(44.7%
(34.2%
(18. 4%

( 2.6%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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I nci dence of Self Harm by Treatnment Group and Maximum | ntensity

Intensity

Par oxeti ne EMEA

EMEA Table 2.10

tab210. sas

Adult Pl acebo Controlled Trials
On-Therapy plus 30 days post-therapy

Par oxet i ne

Pl acebo

23JUL2003:17: 31

syp9298

Overal |

Severe

Moder at e

Mld

Unknown or Unassessed

63/8481 ( 0.7%
26/63  (41.3%
20/63  (31.7%
17/63  (27.0%

0/63 ( 0.0%

41/5808 ( 0.7%

19/ 41

13/ 41

8/ 41

1/ 41

(46.3%
(31. 7%
(19. 5%

( 2.4%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Table 2.11
I nci dence of Self Harm by Treatnment Group and |nvestigator Attribution
Adult Pl acebo Controlled Trials

On- Ther apy
I nvestigator Attribution Par oxeti ne Pl acebo
Overal | 51/8481 ( 0.6% 38/5808 ( 0.7%
Rel ated or Probably Rel ated 4/ 51 (7.8% 3/38 ( 7.99%
Possi bly Rel ated 1/51 (2.0% 1/ 38 ( 2.6%
Unrel ated or Probably Unrel ated 41/ 51 (80.4% 27/ 38 (71.1%
Unknown or Unassessed 5/51 ( 9.8% 7/38  (18.4%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Table 2.12
I nci dence of Self Harm by Treatnment Group and |nvestigator Attribution
Adult Pl acebo Controlled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxeti ne Pl acebo

Overal | 63/8481 ( 0.7% 41/5808 ( 0.7%
Rel ated or Probably Rel ated 5/ 63 (7.9% 3/41 ( 7.3%
Possi bly Rel ated 1/ 63 (1.6% 1/ 41 ( 2.4%
Unrel ated or Probably Unrel ated 49/ 63 (77.8% 30/ 41 (73.2%
Unknown or Unassessed 8/63 (12.7% 7141 (17.1%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Table 2.13
I nci dence and I ncidence Density for Hostility by Treatnment Goup and Indication
Adult Pl acebo Controlled Trials

On- Ther apy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 24/8481 ( 0.3% 16/5808 ( 0.3% 1.03 ( 0.55, 1.94) 1.00

PYE 1916 1313

n/ PYE 0.01 0.01 0.93
Depr essi on n/N (% 11/3421 ( 0.3% 7/2117 ( 0.3% 0.97 ( 0.38, 2.51) 1.00

PYE 671 428

n/ PYE 0.02 0.02 1.00
GAD n/N (9% 1/1182 ( 0.1% 1/985 ( 0.1% 0.83 ( 0.05, 13.34) 1.00

PYE 259 211

n/ PYE 0. 00 0. 00 0. 88
Qocb n/N (9% 4/542 ( 0.7% 4/265 ( 1.5% 0.49 ( 0.12, 1.96) 0. 45

PYE 141 61

n/ PYE 0.03 0.07 0.23
PMDD n/N (% 2/ 760 ( 0.3% 0/379 ( 0.0% 1.00

PYE 208 102

n/ PYE 0.01 0.00
PTSD n/N (9% 1/786 ( 0.19% 1/598 ( 0.2% 0.76 ( 0.05, 12.18) 1.00

PYE 174 138

n/ PYE 0.01 0.01 0.87
Pani ¢ n/N (9% 2/920 ( 0.2% 2/780 ( 0.3% 0.85 ( 0.12, 6.03) 1.00

PYE 237 186

n/ PYE 0.01 0.01 0.81
SAD n/N (% 3/870 ( 0.3% 1/684 ( 0.1% 2.36 ( 0.25 22.77) 0.64

PYE 225 187

n/ PYE 0.01 0.01 0.43

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMVEA Table 2.14
I nci dence and I ncidence Density for Hostility by Treatnment Goup and Indication
Adult Pl acebo Controlled Trials
On-Therapy plus 30 days post-therapy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 32/8481 ( 0.4% 16/ 5808 ( 0.3% 1.37 ( 0.75, 2.50) 0.38
PYE 1916 1313
n/ PYE 0.02 0.01 0.30
Depr essi on n/N (% 12/ 3421 ( 0.4% 7/2117 ( 0.3% 1.06 ( 0.42, 2.70) 1.00
PYE 671 428
n/ PYE 0.02 0.02 0.85
GAD n/N (% 2/1182 ( 0.2% 1/985 ( 0.1% 1.67 ( 0.15, 18.42) 1.00
PYE 259 211
n/ PYE 0.01 0. 00 0. 69
ocb n/N (% 4/542 ( 0.7% 4/ 265 ( 1.5% 0.49 ( 0.12, 1.96) 0.45
PYE 141 61
n/ PYE 0.03 0.07 0.23
PMDD n/N (% 5/760 ( 0.7% 0/379 ( 0.0% 0.18
PYE 208 102
n/ PYE 0.02 0. 00
PTSD n/N (% 3/786 ( 0.4% 1/598 ( 0.29% 2.29 ( 0.24, 22.05) 0. 64
PYE 174 138
n/ PYE 0. 02 0.01 0. 45
Pani ¢ n/'N (% 2/920 ( 0.2% 2/780 ( 0.3% 0.85 ( 0.12, 6.03) 1.00
PYE 237 186
n/ PYE 0.01 0.01 0.81
SAD n/N (% 4/870 ( 0.5% 1/684 ( 0.1% 3.15 ( 0.35, 28.29) 0.39
PYE 225 187
n/ PYE 0.02 0.01 0.28

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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Intensity

EMEA Table 2.15
I nci dence of Hostility by Treatment Group and Maxinum Intensity

tab215. sas

Adult Pl acebo Controlled Trials

Par oxet i ne

On- Ther apy

Pl acebo

23JUL2003: 17: 34

syp9298

Overal |

Severe

Moder at e

Mld

24/ 8481

11/ 24

9/ 24

4/ 24

( 0.3%
(45. 8%
(37.5%

(16. 7%

16/5808 ( 0.3%

5/16

6/ 16

5/ 16

(31.3%
(37.5%

(31.3%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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I nci dence of Hostility by Treatment Group and Maxinum Intensity

Intensity

tab216.sas 23JUL2003:17: 35

Par oxeti ne EMEA

EMEA Table 2.16

Adult Pl acebo Controlled Trials
On-Therapy plus 30 days post-therapy

Par oxet i ne

Pl acebo

syp9298

Overal |

Severe

Moder at e

Mld

32/ 8481

13/ 32

12/ 32

7132

( 0.4%
(40. 6%
(37.5%

(21. 9%

16/5808 ( 0.3%

5/16

6/ 16

5/ 16

(31.3%
(37.5%

(31.3%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMVEA Table 2.17
I nci dence of Hostility by Treatnent Group and Investigator Attribution
Adult Pl acebo Controlled Trials

On- Ther apy
I nvestigator Attribution Par oxeti ne Pl acebo
Overal | 24/8481 ( 0.3% 16/5808 ( 0.3%
Rel ated or Probably Rel ated 7124 (29.29 3/ 16 (18.8%
Possi bly Rel ated 5/ 24 (20.8% 3/ 16 (18.8%
Unrel ated or Probably Unrel ated 10/ 24 (41.7% 10/ 16 (62.5%
Unknown or Unassessed 2/ 24 ( 8.3% 0/ 16 ( 0.0%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab218.108 tab218.sas 23JUL2003:17:36 syp9298
Par oxeti ne EMEA

EMEA Table 2.18
I nci dence of Hostility by Treatnent Group and Investigator Attribution
Adult Pl acebo Controlled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxeti ne Pl acebo

Overal | 32/8481 ( 0.4% 16/5808 ( 0.3%
Rel ated or Probably Rel ated 7132 (21.9% 3/ 16 (18.8%
Possi bly Rel ated 10/ 32 (31.3% 3/ 16 (18.8%
Unrel ated or Probably Unrel ated 13/ 32 (40.6% 10/ 16 (62.5%
Unknown or Unassessed 2/ 32 ( 6.3% 0/ 16 ( 0.0%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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Par oxeti ne EMEA

EMEA Table 2.19
I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Control Medication C ass
Adult Active Control Trials

On- Ther apy
Control
Medi cati on
d ass Par oxet i ne Conpar at or Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 55/ 6522 ( 0.8% 63/4969 ( 1.3% 0.66 ( 0.46, 0.95) 0.031
PYE 1135 842
n/ PYE 0. 05 0.07 0.019
TRICYCLI C n/N (% 26/ 2953 ( 0.9% 32/ 2754 ( 1.29% 0.76 ( 0.45, 1.27) 0.29
PYE 599 493
n/ PYE 0.04 0.06 0.13
SSRI n/N (% 14/1200 ( 1.2% 24/1218 ( 2.0% 0.59 ( 0.30, 1.14) 0.14
PYE 219 215
n/ PYE 0. 06 0.11 0. 099
TETRACYCLI C n/N (9 2/527 ( 0.49% 4/518 ( 0.8% 0.49 ( 0.09, 2.68) 0. 45
PYE 68 64
n/ PYE 0. 03 0. 06 0. 39
BENZCDI AZEPINE  n/N (% 0/76 ( 0.09% 0/77 ( 0.09%
PYE 16 18
n/ PYE 0. 00 0.00
OTHER n/N (% 13/1766 ( 0.7% 3/402 ( 0.7% 0.99 ( 0.28, 3.48) 1.00
PYE 233 51
n/ PYE 0. 06 0. 06 0.93

I ncl udes paroxetine and active control

data fromnultiple armtrials with placebo
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EMEA Table 2.20
I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Control Medication C ass
Adult Active Control Trials
On-Therapy plus 30 days post-therapy

Control
Medi cati on
d ass Par oxet i ne Conpar at or Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 79/ 6522 ( 1.2% 76/ 4969 ( 1.5% 0.79 ( 0.57, 1.08) 0.17
PYE 1135 842
n/ PYE 0.07 0. 09 0.11
TRICYCLI C n/N (% 37/2953 ( 1.3% 41/ 2754 ( 1.59% 0.84 ( 0.54, 1.31) 0. 49
PYE 599 493
n/ PYE 0.06 0.08 0.19
SSRI n/N (% 20/1200 ( 1.7% 26/1218 ( 2.1% 0.78 ( 0.43, 1.40) 0.46
PYE 219 215
n/ PYE 0.09 0.12 0.35
TETRACYCLI C n/N (% 2/527 ( 0.49% 5/518 ( 1.0% 0.39 ( 0.08, 2.02) 0.28
PYE 68 64
n/ PYE 0. 03 0. 08 0.25
BENZCDI AZEPINE  n/N (% 0/76 ( 0.09% 0/77 ( 0.09%
PYE 16 18
n/ PYE 0. 00 0. 00
OTHER n/N (% 20/1766 ( 1.1% 4/ 402 ( 1.0% 1.14 ( 0.39, 3.35) 1.00
PYE 233 51
n/ PYE 0.09 0.08 0.87

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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EMEA Table 2.21
I nci dence of Possibly suicide-related AEs by Treatnent Group and Maximum Intensity
Adult Active Control Trials

On- Ther apy
Intensity Par oxet i ne Conpar at or
Overal | 55/6522 ( 0.8% 63/4969 ( 1.3%
Severe 31/55 (56.4% 35/63 (55.6%
Mbder at e 11/55  (20.0% 16/63  (25.4%
Mid 7/55  (12.7% 9/63 (14.3%
Unknown or Unassessed 6/ 55 (10.9% 3/ 63 ( 4.8%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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EMEA Table 2.22
I nci dence of Possibly suicide-related AEs by Treatnent Group and Maximum Intensity
Adult Active Control Trials
On-Therapy plus 30 days post-therapy

Intensity Par oxet i ne Conpar at or

Overal | 79/ 6522 ( 1.29% 76/ 4969 ( 1.5%
Sever e 44/79  (55.79% 41/76  (53.99%
Mbder at e 17/79  (21.5% 17/76  (22.4%
Mld 9/79 (11.49% 9/76  (11.8%
Unknown or Unassessed 9/ 79 (11. 4% 9/ 76 (11.8%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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EMEA Table 2.23
I nci dence of Possibly suicide-related AEs by Treatnent Group and Investigator Attribution
Adult Active Control Trials

On- Ther apy
I nvestigator Attribution Par oxet i ne Conpar at or
Overal | 55/6522 ( 0.8% 63/4969 ( 1.3%
Rel ated or Probably Rel ated 6/55 (10.9% 6/ 63 ( 9.59%
Possi bly Rel ated 5/ 55 (9.1% 4/ 63 ( 6.3%
Unrel ated or Probably Unrel ated 29/ 55 (52.7% 43/ 63 (68.3%
Unknown or Unassessed 15/ 55 (27.3% 10/ 63 (15.9%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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syp9298

EMVEA Table 2.24
I nci dence of Possibly suicide-related AEs by Treatnent Group and Investigator Attribution
Adult Active Control Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxet i ne Conpar at or

Overal | 79/ 6522 ( 1.2% 76/ 4969 ( 1.5%
Rel ated or Probably Rel ated 8/ 79 (10.1% 7176 (9.2%
Possi bly Rel ated 7179 ( 8.9% 4/ 76 ( 5.3%
Unrel ated or Probably Unrel ated 41/ 79 (51.9% 48/ 76 (63.2%
Unknown or Unassessed 23/79  (29.1% 17176 (22.4%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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Par oxeti ne EMEA

EMEA Table 2.25
I nci dence and I ncidence Density for Self Harm by Treatnment Group and Control Medication O ass
Adult Active Control Trials

On- Ther apy
Control
Medi cati on
d ass Par oxet i ne Conpar at or Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 29/ 6522 ( 0.4% 32/4969 ( 0.6% 0.69 ( 0.42, 1.14) 0.16
PYE 1135 842
n/ PYE 0. 03 0. 04 0.12
TRICYCLI C n/N (% 17/2953 ( 0.6% 22/ 2754 ( 0.8% 0.72 ( 0.38, 1.36) 0.34
PYE 599 493
n/ PYE 0.03 0.04 0.16
SSRI n/N (% 6/1200 ( 0.5% 6/1218 ( 0.5% 1.02 ( 0.33, 3.16) 1.00
PYE 219 215
n/ PYE 0.03 0.03 0.98
TETRACYCLI C n/N (9 2/527 ( 0.49% 2/518 ( 0.49% 0.98 ( 0.14, 7.00) 1.00
PYE 68 64
n/ PYE 0. 03 0. 03 0. 96
BENZCDI AZEPINE  n/N (% 0/76 ( 0.09% 0/77 ( 0.09%
PYE 16 18
n/ PYE 0. 00 0.00
OTHER n/N (% 4/1766 ( 0.2% 2/402 ( 0.5% 0.45 ( 0.08, 2.49) 0.31
PYE 233 51
n/ PYE 0.02 0. 04 0.34

I ncl udes paroxetine and active control

data fromnultiple armtrials with placebo



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab226.108 tab226.sas 24JUL2003:09:53 | xs4526
Par oxeti ne EMEA

EMEA Table 2.26
I nci dence and I ncidence Density for Self Harm by Treatnment Group and Control Medication O ass
Adult Active Control Trials
On-Therapy plus 30 days post-therapy

Control
Medi cati on
d ass Par oxet i ne Conpar at or Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 42/ 6522 ( 0.6% 42/ 4969 ( 0.8% 0.76 ( 0.49, 1.17) 0.22
PYE 1135 842
n/ PYE 0. 04 0. 05 0.17
TRICYCLI C n/N (% 26/ 2953 ( 0.9% 29/ 2754 ( 1.19% 0.83 ( 0.49, 1.42) 0.59
PYE 599 493
n/ PYE 0.04 0.06 0.26
SSRI n/N (% 8/1200 ( 0.7% 7/1218 ( 0.6% 1.16 ( 0.42, 3.21) 0.80
PYE 219 215
n/ PYE 0.04 0.03 0.82
TETRACYCLI C n/N (9 2/527 ( 0.49% 3/518 ( 0.6% 0.65 ( 0.11, 3.93) 0.68
PYE 68 64
n/ PYE 0. 03 0. 05 0.61
BENZCDI AZEPINE  n/N (% 0/76 ( 0.09% 0/77 ( 0.09%
PYE 16 18
n/ PYE 0. 00 0. 00
OTHER n/N (% 6/ 1766 ( 0.3% 3/402 ( 0.7% 0.45 ( 0.11, 1.82) 0.22
PYE 233 51
n/ PYE 0.03 0. 06 0.24

I ncl udes paroxetine and active control

data fromnultiple armtrials with placebo
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Par oxeti ne EMEA

EMEA Table 2.27
I nci dence of Self Harm by Treatnment Group and Maximum | ntensity
Adult Active Control Trials

On- Ther apy
Intensity Par oxet i ne Conpar at or
Overal | 29/ 6522 ( 0.4% 32/4969 ( 0.6%
Severe 16/29  (55.2% 22/32 (68.8%
Mbder at e 3/29 (10.3% 7/32  (21.9%
Mlid 5/29 (17.2% 2/32 ( 6.3%
Unknown or Unassessed 5/ 29 (17.29% 1/ 32 ( 3.1%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo



GSK CONFI DENTI AL

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab228.108

I nci dence of Self Harm by Treatnment Group and Maximum | ntensity

tab228. sas

Par oxeti ne EMEA

EMEA Table 2.28

Adult Active Control

Trials

On-Therapy plus 30 days post-therapy

Intensity

Par oxet i ne

Conpar at or

23JUL2003: 17: 41

syp9298

Overal |

Severe

Moder at e

Mlid

Unknown or Unassessed

I ncl udes paroxetine and active control

42/ 6522 ( 0.6%
24142  (57.1%
5/42  (11.9%
6/42  (14.3%

7142 (16.7%

42/ 4969

271 42

8/ 42

2/ 42

5/ 42

(0.8%
(64.3%
(19.0%
( 4.8%

(11.9%

data fromnultiple armtrials with placebo
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Par oxeti ne EMEA

EMEA Table 2.29
I nci dence of Self Harm by Treatnment Group and |nvestigator Attribution
Adult Active Control Trials

On- Ther apy
I nvestigator Attribution Par oxet i ne Conpar at or
Overal | 29/ 6522 ( 0.4% 32/ 4969 ( 0.6%
Rel ated or Probably Rel ated 1/ 29 ( 3.4% 3/32  ( 9.4%
Possi bly Rel ated 2/ 29 ( 6.9% 1/32 ( 3.1%
Unrel ated or Probably Unrel ated 14/ 29 (48.3% 23/ 32 (71.9%
Unknown or Unassessed 12/ 29 (41. 4% 5/ 32 (15.6%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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Par oxeti ne EMEA

EMEA Table 2.30
I nci dence of Self Harm by Treatnment Group and |nvestigator Attribution
Adult Active Control Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxet i ne Conpar at or

Overal | 42/ 6522 ( 0.6% 42/ 4969 ( 0.8%
Rel ated or Probably Rel ated 2/ 42 ( 4.8% 4/42  ( 9.5%
Possi bly Rel ated 3/ 42 (7.1% 1/ 42 ( 2.4%
Unrel ated or Probably Unrel ated 18/ 42 (42.9% 271 42 (64.3%
Unknown or Unassessed 19/ 42 (45.2% 10/ 42 (23.8%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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Par oxeti ne EMEA

EMEA Table 2.31
I nci dence and Incidence Density for Hostility by Treatment Group and Control Medication O ass
Adult Active Control Trials

On- Ther apy
Control
Medi cati on
d ass Par oxet i ne Conpar at or Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 18/ 6522 ( 0.3% 20/ 4969 ( 0.4% 0.68 ( 0.36, 1.30) 0.25
PYE 1135 842
n/ PYE 0. 02 0. 02 0.21
TRICYCLI C n/N (% 5/2953 ( 0.2% 5/2754 ( 0.2% 0.93 ( 0.27, 3.22) 1.00
PYE 599 493
n/ PYE 0.01 0.01 0.76
SSRI n/N (% 7/1200 ( 0.6% 8/1218 ( 0.7% 0.89 ( 0.32, 2.46) 1.00
PYE 219 215
n/ PYE 0.03 0. 04 0.77
TETRACYCLI C n/N (9 1/527 ( 0.29 4/518 ( 0.8% 0.24 ( 0.03, 2.19) 0.21
PYE 68 64
n/ PYE 0.01 0. 06 0. 20
BENZCDI AZEPINE  n/N (% 0/76 ( 0.09% 0/77 ( 0.09%
PYE 16 18
n/ PYE 0. 00 0.00
OTHER n/N (% 5/1766 ( 0.3% 3/402 ( 0.7% 0.38 ( 0.09, 1.59) 0.17
PYE 233 51
n/ PYE 0.02 0. 06 0.17

I ncl udes paroxetine and active control

data fromnultiple armtrials with placebo



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab232.108 tab232.sas
Par oxeti ne EMEA
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EMEA Table 2.32
I nci dence and Incidence Density for Hostility by Treatment Group and Control Medication O ass
Adult Active Control Trials

Control
Medi cati on
d ass Par oxet i ne Conpar at or Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 22/ 6522 ( 0.3% 22/4969 ( 0.4% 0.76 ( 0.42, 1.38) .37
PYE 1135 842
n/ PYE 0. 02 0. 03 .32
TRICYCLI C n/N (% 7/2953 ( 0.2% 6/2754 ( 0.2% 1.09 ( 0.37, 3.24) .00
PYE 599 493
n/ PYE 0.01 0.01 .94
SSRI n/N (% 8/1200 ( 0.7% 8/1218 ( 0.7% 1.02 ( 0.38, 2.71) .00
PYE 219 215
n/ PYE 0.04 0. 04 .97
TETRACYCLI C n/N (% 1/527 ( 0.29% 5/518 ( 1.0% 0.20 ( 0.02, 1.68) .12
PYE 68 64
n/ PYE 0.01 0. 08 .13
BENZCDI AZEPINE  n/N (% 0/76 ( 0.09% 0/77 ( 0.09%
PYE 16 18
n/ PYE 0. 00 0. 00
OTHER n/N (% 6/ 1766 ( 0.3% 3/402 ( 0.7% 0.45 ( 0.11, 1.82) .22
PYE 233 51
n/ PYE 0.03 0. 06 .24

I ncl udes paroxetine and active control

On-Therapy plus 30 days post-therapy

data fromnultiple armtrials with placebo



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/tab233.108

I nci dence of Hostility by Treatment Group and Maxinum Intensity
Adult Active Control

Intensity

tab233. sas

Par oxeti ne EMEA

EMEA Tabl e 2.33

On- Ther apy

Par oxet i ne

Trials

Conpar at or

23JUL2003: 17: 43

syp9298

Overal |

Severe

Moder at e

Mld

Unknown or Unassessed

I ncl udes paroxetine and active control

18/ 6522 ( 0.3%
8/18  (44.4%
8/18  (44.4%
2/18  (11.1%

0/18 ( 0.0%

20/ 4969

4/ 20

13/ 20

2/ 20

1/ 20

( 0.4%
(20. 0%
(65. 0%
(10. 0%

( 5.0%

data fromnultiple armtrials with placebo
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Par oxeti ne EMEA

EMEA Table 2. 34
I nci dence of Hostility by Treatment Group and Maxinum Intensity
Adult Active Control Trials
On-Therapy plus 30 days post-therapy

Intensity Par oxet i ne Conpar at or

Overal | 22/ 6522 ( 0.3% 22/ 4969 ( 0.4%
Severe 9/22  (40.9% 5/22 (22.7%
Mbder at e 10/22  (45.5% 14/22  (63.6%
Mld 3/22  (13.6% 2/22  (9.1%
Unknown or Unassessed 0/ 22 ( 0.09% 1/ 22 ( 4.5%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab235.108 tab235.sas 23JUL2003:17:44 syp9298
Par oxeti ne EMEA

EMEA Table 2.35
I nci dence of Hostility by Treatnent Group and Investigator Attribution
Adult Active Control Trials

On- Ther apy
I nvestigator Attribution Par oxet i ne Conpar at or
Overal | 18/ 6522 ( 0.3% 20/ 4969 ( 0.4%
Rel ated or Probably Rel ated 6/ 18 (33.3% 9/ 20 (45. 0%
Possi bly Rel ated 2/ 18 (11.1% 4/ 20 (20.0%
Unrel ated or Probably Unrel ated 8/ 18 (44. 4% 5/ 20 (25.0%
Unknown or Unassessed 2/ 18 (11.19% 2/ 20 (10.09%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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Par oxeti ne EMEA

EMEA Table 2.36
I nci dence of Hostility by Treatnent Group and Investigator Attribution
Adult Active Control Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxet i ne Conpar at or

Overal | 22/ 6522 ( 0.3% 22/ 4969 ( 0.4%
Rel ated or Probably Rel ated 8/ 22 (36.4% 10/ 22 (45.5%
Possi bly Rel ated 3/ 22 (13.6% 4/ 22 (18.2%
Unrel ated or Probably Unrel ated 9/ 22 (40.9% 5/ 22 (22.7%
Unknown or Unassessed 2/ 22 (9.1% 3/ 22 (13.6%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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Par oxeti ne EMEA

EMEA Table 2.37
I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Indication
Adult Uncontrolled Trials

On- Ther apy
I ndi cation Par oxet i ne
Overal | n/N (% 42/ 5448 ( 0.8%
PYE 1938
n/PYE (rate relative to exposure) 0.02
Depr essi on n/N (% 33/3529 ( 0.9%
PYE 1459
n/ PYE (rate relative to exposure) 0.02
GAD n/N (% 2/652 ( 0.3%
PYE 96
n/ PYE (rate relative to exposure) 0. 02
ocD n/N (9% 4/ 424 ( 0.9%
PYE 179
n/PYE (rate relative to exposure) 0.02
PTSD n/N (% 2/265 ( 0.8%
PYE 55
n/ PYE (rate relative to exposure) 0.04
Pani ¢ n/N (% 0/ 43 ( 0.0%
PYE 11
n/ PYE (rate relative to exposure) 0. 00
SAD n/N (9% 1/535 ( 0.2%
PYE 138
n/PYE (rate relative to exposure) 0.01

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Table 2.38
I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Indication
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

I ndi cation Par oxet i ne

Overal | n/N (% 58/ 5448 ( 1.1%
PYE 1938
n/PYE (rate relative to exposure) 0.03

Depr essi on n/N (% 48/ 3529 ( 1.4%
PYE 1459
n/ PYE (rate relative to exposure) 0.03

GAD n/N (% 2/652 ( 0.3%
PYE 96
n/PYE (rate relative to exposure) 0.02

ocD n/N (9% 4/ 424 ( 0.9%
PYE 179
n/PYE (rate relative to exposure) 0.02

PTSD n/N (% 2/265 ( 0.8%
PYE 55
n/ PYE (rate relative to exposure) 0.04

Pani ¢ n/N (% 0/ 43 ( 0.0%
PYE 11
n/PYE (rate relative to exposure) 0.00

SAD n/N (9% 2/535 ( 0.49%
PYE 138
n/PYE (rate relative to exposure) 0.01

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab239.108 tab239.sas 23JUL2003:17:46 syp9298
Par oxeti ne EMEA

EMEA Table 2.39
I nci dence of Possibly suicide-related AEs by Treatnent Group and Maximum Intensity
Adult Uncontrolled Trials

On- Ther apy
Intensity Par oxet i ne
Overal | 42/5448 ( 0.8%
Severe 21/ 42 (50. 0%
Mbder at e 7142 (16.7%
Mid 4/42  ( 9.5%

Unknown or Unassessed 10/ 42 (23.8%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Table 2. 40
I nci dence of Possibly suicide-related AEs by Treatnent Group and Maximum Intensity
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

Intensity Par oxet i ne

Overal | 58/5448 ( 1.1%
Severe 29/ 58 (50. 0%
Moder at e 12/ 58 (20.7%
Mid 4/58 ( 6.9%

Unknown or Unassessed 13/58  (22.4%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab241.108 tab241.sas 23JUL2003:17:47 syp9298
Par oxeti ne EMEA

EMVEA Table 2.41
I nci dence of Possibly suicide-related AEs by Treatnent Group and Investigator Attribution
Adult Uncontrolled Trials

On- Ther apy
I nvestigator Attribution Par oxet i ne
Overal | 42/ 5448 ( 0.8%
Rel ated or Probably Rel ated 2/ 42 ( 4.8%
Possi bly Rel ated 4/ 42 ( 9.5%

Unrel ated or Probably Unrel ated 25/ 42 (59.5%

Unknown or Unassessed 11/42  (26.29%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Table 2. 42
I nci dence of Possibly suicide-related AEs by Treatnent Group and Investigator Attribution
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxet i ne

Overal | 58/5448 ( 1.19%
Rel ated or Probably Rel ated 4/ 58 ( 6.9%
Possi bly Rel ated 4/ 58 ( 6.9%

Unrel ated or Probably Unrel ated 33/ 58 (56.9%

Unknown or Unassessed 17/58  (29.3%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Tabl e 2.43
Incidence and Incidence Density for Self Harmby Treatnent Group and Indication
Adult Uncontrolled Trials

On- Ther apy
I ndi cation Par oxet i ne
Overal | n/N (% 28/ 5448 ( 0.5%
PYE 1938
n/PYE (rate relative to exposure) 0.01
Depr essi on n/N (% 22/ 3529 ( 0.6%
PYE 1459
n/ PYE (rate relative to exposure) 0.02
GAD n/N (% 2/652 ( 0.3%
PYE 96
n/PYE (rate relative to exposure) 0.02
ocD n/N (9% 2/424 ( 0.5%
PYE 179
n/PYE (rate relative to exposure) 0.01
PTSD n/N (% 2/265 ( 0.8%
PYE 55
n/ PYE (rate relative to exposure) 0.04
Pani ¢ n/N (% 0/ 43 ( 0.0%
PYE 11
n/ PYE (rate relative to exposure) 0. 00
SAD n/N (9% 0/535 ( 0.09%
PYE 138
n/PYE (rate relative to exposure) 0.00

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Table 2.44
Incidence and Incidence Density for Self Harmby Treatnent Group and Indication
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

I ndi cation Par oxet i ne

Overal | n/N (% 40/ 5448 ( 0.7%
PYE 1938
n/PYE (rate relative to exposure) 0.02

Depr essi on n/N (% 33/3529 ( 0.9%
PYE 1459
n/ PYE (rate relative to exposure) 0.02

GAD n/N (% 2/652 ( 0.3%
PYE 96
n/PYE (rate relative to exposure) 0.02

ocD n/N (9% 2/424 ( 0.5%
PYE 179
n/PYE (rate relative to exposure) 0.01

PTSD n/N (% 2/265 ( 0.8%
PYE 55
n/ PYE (rate relative to exposure) 0.04

Pani ¢ n/N (% 0/ 43 ( 0.0%
PYE 11
n/PYE (rate relative to exposure) 0.00

SAD n/N (9% 1/535 ( 0.2%
PYE 138
n/PYE (rate relative to exposure) 0.01

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/tab245.108 tab245.sas 23JUL2003:17:49 syp9298
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EMEA Table 2. 45
I nci dence of Self Harm by Treatnment Group and Maximum | ntensity
Adult Uncontrolled Trials

On- Ther apy
Intensity Par oxet i ne
Overal | 28/5448 ( 0.5%
Severe 14/ 28 (50. 0%
Mbder at e 3/ 28 (10.7%
Mid 2/28 ( 7.19%
Unknown or Unassessed 9/ 28 (32.1%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Table 2. 46
I nci dence of Self Harm by Treatnment Group and Maximum | ntensity
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

Intensity Par oxet i ne

Overal | 40/5448 ( 0.7%
Severe 20/40  (50.0%
Mbder at e 7/ 40 (17.5%
Mid 2/40 ( 5.09%

Unknown or Unassessed 11/40 (27.5%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMVEA Table 2. 47
I nci dence of Self Harm by Treatnment Group and |nvestigator Attribution
Adult Uncontrolled Trials

On- Ther apy
I nvestigator Attribution Par oxet i ne
Overal | 28/5448 ( 0.5%
Rel ated or Probably Rel ated 2/28 ( 7.19%
Possi bly Rel ated 2/ 28 (7.1%

Unrel ated or Probably Unrel ated 14/ 28 (50.0%

Unknown or Unassessed 10/28 (35.7%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Table 2.48
I nci dence of Self Harm by Treatnment Group and |nvestigator Attribution
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxet i ne

Overal | 40/ 5448 ( 0.7%
Rel ated or Probably Rel ated 2/ 40 ( 5.0%
Possi bly Rel ated 2/ 40 ( 5.0%

Unrel ated or Probably Unrel ated 21/ 40 (52.5%

Unknown or Unassessed 15/40 (37.5%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Table 2. 49
I nci dence and I ncidence Density for Hostility by Treatnment Goup and Indication
Adult Uncontrolled Trials

On- Ther apy
I ndi cation Par oxet i ne
Overal | n/N (% 11/5448 ( 0.29%
PYE 1938
n/PYE (rate relative to exposure) 0.01
Depr essi on n/N (% 8/3529 ( 0.2%
PYE 1459
n/ PYE (rate relative to exposure) 0.01
GAD n/N (% 0/652 ( 0.09%
PYE 96
n/ PYE (rate relative to exposure) 0. 00
ocD n/N (9% 1/424 ( 0.2%
PYE 179
n/PYE (rate relative to exposure) 0.01
PTSD n/N (% 0/265 ( 0.0%
PYE 55
n/ PYE (rate relative to exposure) 0. 00
Pani ¢ n/N (% 0/ 43 ( 0.0%
PYE 11
n/ PYE (rate relative to exposure) 0. 00
SAD n/N (9% 2/535 ( 0.49%
PYE 138
n/PYE (rate relative to exposure) 0.01

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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Par oxeti ne EMEA

EMEA Table 2.50
I nci dence and I ncidence Density for Hostility by Treatnment Goup and Indication
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

I ndi cation Par oxet i ne

Overal | n/N (% 16/5448 ( 0.3%
PYE 1938
n/PYE (rate relative to exposure) 0.01

Depr essi on n/N (% 9/3529 ( 0.3%
PYE 1459
n/ PYE (rate relative to exposure) 0.01

GAD n/N (% 0/652 ( 0.09%
PYE 96
n/ PYE (rate relative to exposure) 0. 00

ocD n/N (9% 5/424 ( 1.29%
PYE 179
n/PYE (rate relative to exposure) 0.03

PTSD n/N (% 0/265 ( 0.0%
PYE 55
n/ PYE (rate relative to exposure) 0. 00

Pani ¢ n/N (% 0/ 43 ( 0.0%
PYE 11
n/PYE (rate relative to exposure) 0.00

SAD n/N (9% 2/535 ( 0.49%
PYE 138
n/PYE (rate relative to exposure) 0.01

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab251.108 tab251.sas 23JUL2003:17:52 syp9298
Par oxeti ne EMEA

EMEA Table 2.51
I nci dence of Hostility by Treatment Group and Maxinum Intensity
Adult Uncontrolled Trials

On- Ther apy
Intensity Par oxet i ne
Overal | 11/5448 ( 0.29%
Severe 4/ 11 (36.4%
Mbder at e 4/ 11 (36.4%
Mid 3/11 (27.3%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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EMEA Table 2.52
I nci dence of Hostility by Treatment Group and Maxinum Intensity
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

Intensity Par oxet i ne

Overal | 16/5448 ( 0.3%
Severe 6/ 16 (37.5%
Mbder at e 6/ 16 (37.5%
Mid 4/16  (25.0%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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EMEA Table 2.53
I nci dence of Hostility by Treatnent Group and Investigator Attribution
Adult Uncontrolled Trials

On- Ther apy
I nvestigator Attribution Par oxet i ne
Overal | 11/5448 ( 0.29%
Rel ated or Probably Rel ated 4/11  (36.4%
Possi bly Rel ated 5/11 (45.5%
Unrel ated or Probably Unrel ated 1/ 11 (9.1%
Unknown or Unassessed 1711 ( 9.19%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases
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EMEA Table 2.54
I nci dence of Hostility by Treatnent Group and Investigator Attribution
Adult Uncontrolled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxet i ne

Overal | 16/5448 ( 0.3%
Rel ated or Probably Rel ated 8/ 16 (50. 0%
Possi bly Rel ated 6/ 16 (37.5%
Unrel ated or Probably Unrel ated 1/ 16 ( 6.3%
Unknown or Unassessed 1/ 16 ( 6.3%

I ncludes uncontrolled trials, uncontrolled extensions and paroxetine data from re-random sed phases



GSK CONFI DENTI AL

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab255. 108

Par oxeti ne EMEA

EMEA Table 2.55

tab255. sas

24JUL2003: 09: 55

j xs4526

I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Indication
Paedi atric Placebo Controlled Trials

I ndi cati on

Overal |

Depr essi on

n/N (%
PYE
n/ PYE

NN (%
PYE
n/ PYE

n/N (%
PYE
n/ PYE

n/N (%
PYE
n/ PYE

Incl udes studies 329, 377, 676, 701,

Par oxet i ne

18/738 ( 2. 4%
176
0. 10

14/ 378 ( 3.7%
85
0.16

1/195 ( 0.5%
a1
0.02

3/165 ( 1.8%
51
0.06

On- Ther apy

Pl acebo

71647 ( 1.1%

149
0.05

7/285 ( 2.5%

61
0.11

0/205 ( 0.0%

a1
0. 00

0/157 ( 0.0%

46
0. 00

Qdds Ratio (95% Cl)

2.29 ( 0.95,

1.53 ( 0. 61,

5.51)

3. 84)

704 and pl acebo control |l ed phase of 453

P val ue

0. 069

0. 082

0.43
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EMEA Tabl e 2.56

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 25/738 ( 3.4% 8/647 ( 1.2% 2.80 ( 1.25, 6.25) 0.012
PYE 176 149
n/ PYE 0.14 0.05 0.017
Depr essi on n/N (% 20/378 ( 5.3% 8/285 ( 2.8% 1.93 ( 0.84, 4.46) 0.12
PYE 85 61
n/ PYE 0.24 0.13 0.16
oCD n/N (% 1/195 ( 0.5% 0/205 ( 0.09% 0.49
PYE 41 41
n/ PYE 0.02 0.00
SAD n/N (% 41165 ( 2.49 0/157 ( 0.0% 0.12
PYE 51 46
n/ PYE 0.08 0. 00

I nci dence and I ncidence Density for Possibly suicide-related AEs by Treatment Group and Indication
Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

Incl udes studies 329, 377, 676, 701,

704 and pl acebo control |l ed phase of 453



GSK CONFI DENTI AL

I ncidence and Incidence Density for Possibly suicide-related AEs by Treatnment G oup and |ndication (Excluding DB Extension)

I ndi cation

Overal |

Depr essi on

n/N (%
PYE
n/ PYE (rate

n/N (%
PYE
n/ PYE (rate

n/N (%
PYE
n/ PYE (rate

n/N (%
PYE
n/ PYE (rate

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab257.108

Par oxeti ne EMEA

EMEA Tabl e 2.57

tab257. sas

Paedi atric Placebo Controlled Trials

relative

relative

relative

relative

Incl udes studies 329, 377, 676, 701,

On- Ther apy

to exposure)

o

exposure)

o

exposur e)

to exposure)

Par oxet i ne

17/738 ( 2.3%
160
0.11

13/378 ( 3.4%
69
0.19

1/195 ( 0.5%
a1
0.02

3/165 ( 1.8%
51
0.06

23JUL2003: 17: 54

syp9298

Pl acebo

6/ 647
139
0.04

6/ 285
51
0.12

0/ 205
a1
0.00

0/ 157
46
0.00

704 and pl acebo control |l ed phase of 453

(2.1%

(0.0%

( 0.0%
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Par oxeti ne EMEA

EMEA Table 2.58
I nci dence of Possibly suicide-related AEs by Treatnent Group and Maximum Intensity
Paedi atric Placebo Controlled Trials

On- Ther apy
Intensity Par oxet i ne Pl acebo
Overal | 18/738 ( 2.4% 71647 ( 1.1%
Severe 8/18  (44.4% 417 (57.1%
Moder at e 4/18  (22.2% 17 (14.3%
Mlid 6/18  (33.3% 217 (28.6%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.59
I nci dence of Possibly suicide-related AEs by Treatnent Group and Maximum Intensity
Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

Intensity Par oxet i ne Pl acebo

Overal | 25/738 ( 3.4% 8/647 ( 1.2%
Severe 11/25  (44.0% 4/ 8 (50. 0%
Moder at e 6/25 (24.0% 2/8 (25.0%
Mld 8/25 (32.0% 2/8 (25.0%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/tab260.108 tab260.sas 23JUL2003:17:55 syp9298
Par oxeti ne EMEA

EMEA Table 2.60
I nci dence of Possibly suicide-related AEs by Treatnent Group and Investigator Attribution
Paedi atric Placebo Controlled Trials

On- Ther apy
I nvestigator Attribution Par oxeti ne Pl acebo
Overal | 18/738 ( 2.4% 71647 ( 1.1%
Rel ated or Probably Rel ated 1/18 ( 5.6% 17 (14.3%
Possi bly Rel ated 2/ 18 (11.1% 217 (28.6%
Unrel ated or Probably Unrel ated 15/ 18 (83.3% 4/ 7 (57.1%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.61
I nci dence of Possibly suicide-related AEs by Treatnent Group and Investigator Attribution
Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxeti ne Pl acebo

Overal | 25/738 ( 3.49% 8/647 ( 1.2%
Rel ated or Probably Rel ated 1/ 25 ( 4.0% 1/8 (12.5%
Possi bly Rel ated 3/ 25 (12.0% 2/8 (25.0%
Unrel ated or Probably Unrel ated 21/ 25 (84.0% 5/8 (62.5%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.62
Incidence and Incidence Density for Self Harmby Treatnent Group and Indication
Paedi atric Placebo Controlled Trials
On- Ther apy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue

Overal | n/N (% 15/738 ( 2.0% 5/647 ( 0.8% 0. 069
PYE 176 149
n/ PYE 0.09 0.03 0.072
Depr essi on n/N (% 14/ 378 ( 3.7% 5/285 ( 1.8% 0.16
PYE 85 61
n/ PYE 0.16 0.08 0.18
Qocb n/N (% 0/195 ( 0.0% 0/205 ( 0.0%
PYE 41 41
n/ PYE 0.00 0.00
SAD n/N (% 1/165 ( 0.6% 0/157 ( 0.09% 1.00
PYE 51 46
n/ PYE 0.02 0.00

Incl udes studies 329, 377, 676, 701,

704 and pl acebo control |l ed phase of 453
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EMEA Table 2.63
Incidence and Incidence Density for Self Harmby Treatnent Group and Indication
Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (% 18/ 738 ( 2.4% 5/647 ( 0.8% 0.019
PYE 176 149
n/ PYE 0.10 0.03 0.028
Depr essi on n/N (% 17/ 378 ( 4.5% 5/285 ( 1.8% 0.077
PYE 85 61
n/ PYE 0.20 0.08 0.079
ocb n/N (% 0/195 ( 0.0% 0/205 ( 0.0%
PYE 41 41
n/ PYE 0.00 0.00
SAD n/N (% 1/165 ( 0.6% 0/157 ( 0.09% 1.00
PYE 51 46
n/ PYE 0.02 0.00

Incl udes studies 329, 377, 676, 701,

704 and pl acebo control |l ed phase of 453



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab264.108 tab264.sas 23JUL2003:17:56 syp9298
Par oxeti ne EMEA

EMEA Table 2. 64
I nci dence and Incidence Density for Self Harm by Treatnent Goup and |ndication (Excluding DB Extension)
Paedi atric Placebo Controlled Trials

On- Ther apy
I ndi cation Par oxet i ne Pl acebo
Overall n/N (% 14/738 ( 1.9% 5/647 ( 0.8%
PYE 160 139
n/PYE (rate relative to exposure) 0.09 0.04
Depr essi on n/N (% 13/378 ( 3.4% 5/285 ( 1.8%
PYE 69 51
n/ PYE (rate relative to exposure) 0.19 0.10
ocb n/N (9% 0/195 ( 0.0% 0/205 ( 0.0%
PYE 41 41
n/ PYE (rate relative to exposure) 0. 00 0. 00
SAD n/N (9% 1/165 ( 0.6% 0/157 ( 0.0%
PYE 51 46
n/PYE (rate relative to exposure) 0.02 0.00

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.65
I nci dence of Self Harm by Treatnment Group and Maximum | ntensity

Paedi atric Placebo Controlled Trials

Pl acebo

23JUL2003: 17: 56

syp9298

On- Ther apy
Intensity Par oxet i ne
Overal | 15/738 ( 2.0%
Severe 7115 (46.7%
Moder at e 3/ 15 (20.0%
Mlid 5/15 (33.3%

2/5

1/5

2/5

( 0.8%
(40. 0%
(20. 0%

(40. 0%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Tabl e 2.66

I nci dence of Self Harm by Treatnment Group and Maximum | ntensity

Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

Pl acebo

syp9298

Intensity Par oxet i ne

Overal | 18/738 ( 2.4%
Severe 8/18 (44. 4%
Moder at e 5/ 18 (27.8%
Mlid 5/18  (27.8%

2/5

1/5

2/5

( 0.8%
(40. 0%
(20. 0%

(40. 0%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.67
I nci dence of Self Harm by Treatnment Group and |nvestigator Attribution
Paedi atric Placebo Controlled Trials

On- Ther apy
I nvestigator Attribution Par oxeti ne Pl acebo
Overal | 15/738 ( 2.0% 5/647 ( 0.8%
Rel ated or Probably Rel ated 1/15 ( 6.7% 0/5 ( 0.0%
Possi bly Rel ated 2/ 15 (13.3% 2/5 (40.0%
Unrel ated or Probably Unrel ated 12/ 15 (80.0% 3/5 (60.0%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.68
I nci dence of Self Harm by Treatnment Group and |nvestigator Attribution
Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxeti ne Pl acebo

Overal | 18/738 ( 2.4% 5/647 ( 0.8%
Rel ated or Probably Rel ated 1/18 ( 5.6% 0/5 ( 0.0%
Possi bly Rel ated 3/ 18 (16.7% 2/5 (40.0%
Unrel ated or Probably Unrel ated 14/ 18 (77.8% 3/5 (60.0%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.69
I nci dence and I ncidence Density for Hostility by Treatnment Goup and Indication
Paedi atric Placebo Controlled Trials

On- Ther apy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/N (9% 27/738 ( 3.7% 4/ 647 ( 0.6% 6.10 ( 2.12, 17.54) <0.001

PYE 176 149

n/ PYE 0.15 0.03 0.001
Depr essi on n/N (% 7/378 ( 1.9% 1/285 ( 0.4% 5.36 ( 0.66, 43.80) 0.15

PYE 85 61

n/ PYE 0.08 0.02 0.13
ocb n/N (% 15/195 ( 7.7% 1/205 ( 0.5% 17.00 ( 2.22, 130.0) <0.001

PYE 41 41

n/ PYE 0.37 0.02 0. 009
SAD n/N (% 5/165 ( 3.09% 2/157 ( 1.3% 2.42 ( 0.46, 12.67) 0. 45

PYE 51 46

n/ PYE 0.10 0.04 0.32

I ncl udes studies 329, 377, 676, 701,

704 and pl acebo control |l ed phase of 453
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EMEA Table 2.70
I nci dence and I ncidence Density for Hostility by Treatnment Goup and Indication
Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

I ndi cati on Par oxet i ne Pl acebo Qdds Ratio (95% Cl) P val ue
Overal | n/'N (% 28/ 738 ( 3.8% 4/ 647 ( 0.6% 6.34 ( 2.21, 18.17) <0.001
PYE 176 149
n/ PYE 0.16 0.03 <0. 001
Depr essi on n/N (% 8/378 ( 2.1% 1/285 ( 0.4% 6.14 ( 0.76, 49.38) 0.086
PYE 85 61
n/ PYE 0.09 0.02 0.099
ocb n/N (% 15/195 ( 7.7% 1/205 ( 0.5% 17.00 ( 2.22, 130.0) <0.001
PYE 41 41
n/ PYE 0.37 0.02 0. 009
SAD n/'N (% 5/165 ( 3.09% 2/157 ( 1.3% 2.42 ( 0.46, 12.67) 0.45
PYE 51 46
n/ PYE 0.10 0.04 0.32

Incl udes studies 329, 377, 676, 701,

704 and pl acebo control |l ed phase of 453
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EMEA Table 2.71
I ncidence and Incidence Density for Hostility by Treatment Group and Indication (Excluding DB Extension)
Paedi atric Placebo Controlled Trials

On- Ther apy
I ndi cation Par oxet i ne Pl acebo
Overall n/N (% 27/738 ( 3.7% 3/647 ( 0.5%
PYE 160 139
n/PYE (rate relative to exposure) 0.17 0.02
Depr essi on n/N (% 71378 ( 1.9% 0/285 ( 0.0%
PYE 69 51
n/ PYE (rate relative to exposure) 0.10 0. 00
ocb n/N (% 15/195 ( 7.7% 1/205 ( 0.5%
PYE 41 41
n/ PYE (rate relative to exposure) 0.37 0.02
SAD n/N (9% 5/165 ( 3.0% 2/157 ( 1.3%
PYE 51 46
n/PYE (rate relative to exposure) 0.10 0.04

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.72
I nci dence of Hostility by Treatment Group and Maxinum Intensity
Paedi atric Placebo Controlled Trials

On- Ther apy
Intensity Par oxet i ne Pl acebo
Overal | 27/738 ( 3.79% 4/ 647 ( 0.6%
Severe 8/ 27 (29.6% 1/ 4 (25. 0%
Mbder at e 11/27  (40.7% 2/ 4 (50. 0%
Mlid 8/27  (29.6% 1/4 (25.09%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.73
I nci dence of Hostility by Treatment Group and Maxinum Intensity
Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

Intensity Par oxet i ne Pl acebo

Overal | 28/738 ( 3.8% 41647 ( 0.6%
Severe 10/28  (35.7% 1/4 (25.0%
Mbder at e 10/28  (35.7% 2/ 4 (50. 0%
Mld 8/28 (28.6% 1/4 (25.0%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab274.108

I nvestigator Attribution

Overal |
Rel ated or Probably Rel ated
Possi bly Rel ated

Unrel ated or

Probably Unrel at ed

Unknown or Unassessed

Incl udes studies 329, 377, 676, 701,

Par oxet i

tab274. sas
ne EMEA

EMVEA Table 2.74
I nci dence of Hostility by Treatnent Group and Investigator Attribution

Paedi atric Placebo Controlled Trials
On- Ther apy

Par oxet i ne

27/ 738

5/ 27

12/ 27

10/ 27

0/ 27

(3.7%
(18.5%
(44. 4%
(37.0%

( 0.0%

23JUL2003: 17: 59

syp9298

Pl acebo
41647 ( 0.6%
0/ 4 ( 0.0%
0/ 4 ( 0.0%
3/4 (75.0%
1/ 4 (25.0%

704 and pl acebo control |l ed phase of 453
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EMEA Table 2.75
I nci dence of Hostility by Treatnent Group and Investigator Attribution
Paedi atric Placebo Controlled Trials
On-Therapy plus 30 days post-therapy

I nvestigator Attribution Par oxeti ne Pl acebo

Overal | 28/738 ( 3.8% 4/ 647 ( 0.6%
Rel ated or Probably Rel ated 5/ 28 (17.9% 0/ 4 ( 0.0%
Possi bly Rel ated 12/ 28 (42.9% 0/ 4 ( 0.0%
Unrel ated or Probably Unrel ated 11/ 28 (39.3% 3/4 (75.0%
Unknown or Unassessed 0/ 28 ( 0.09% 1/ 4 (25.0%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453



EMEA Table 2.76
Emergent Suicidal Ideation (HAMD Item 3) by Treatment Group
Adult Placebo Controlled Trials
Randomised Phase

Paroxetine Placebo Odds Ratio 95% CI P-value
n/N (%) n/N (%)
31/2325 1.3 18/1515 1.2 1.12 (0.63, 2.02) 0.77

Denominators are the number of patients without suicide ideation at baseline, and with at least one post-baseline efficacy assessment
The Odds Ratio represents the odds of responding on Paroxetine compared to subjects on placebo

Includes paroxetine and placebo data from multiple arm trials with active controls




EMEA Table 2.77
Emergent Suicidal Ideation (HAMD Item 3) by Treatment Group
Adult Active Controlled Trials
Randomised Phase

Paroxetine Comparator Odds Ratio 95% CI1 P-value
/N (%) /N (%)
31/2737 1.1 24/1974 1.2 0.93 (0.54, 1.59) 0.79

Denominators are the number of patients without suicide ideation at baseline, and with at least one post-baseline efficacy assessment
The Odds Ratio represents the odds of responding on Paroxetine compared to subjects on the comparator

Includes paroxetine and active control data from multiple arm trials with placebo




EMEA Table 2.78
Emergent Suicidal Ideation (HAMD Item 3) by Treatment Group

Randomised Phase

Paediatric Placebo Controlled Trials

Paroxetine Placebo Odds Ratio 95% CI P-value
n/N (%) n/N (%)
5/154 32 1/146 0.7 4.87 (0.56, 42.16) 0.22

Denominators are the number of patients without suicide ideation at baseline, and with at least one post-baseline efficacy assessment

Includes studies 329 and placebo controlled phase of 453

The Odds Ratio represents the odds of responding on Paroxetine compared to subjects on placebo




EMEA Table 2.79
Change from Baseline in HAM-D Item 3 and MADRS Item 10 by Treatment Group
Adult Placebo Controlled Trials

Randomised Phase LOCF
Paroxetine Placebo Treatment 95% CI P-Value
N |LS Std. N LS Std. Difference*
Mean Error Mean Error
HAMD | 3114 | -0.53 0.01 1982 -0.36 0.01 -0.17 (-0.21, -0.13) <0.01
MADRS | 3238 | -0.43 0.01 2416 -0.23 0.02 -0.20 (-0.24, -0.16) <0.01

* Treatment Difference is 'Paroxetine — Placebo'. Negative Differences Correspond to Paroxetine Treatment Benefit

Includes paroxetine and placebo data from multiple arm trials with active controls




EMEA Table 2.80
Change from Baseline in HAM-D Item 3 and MADRS Item 10 by Treatment Group
Adult Active Controlled Trials

Randomised Phase LOCF
Paroxetine Comparator Treatment 95% CI P-Value
N |LS Std. N LS Std. Difference*
Mean Error Mean Error
HAMD | 4057 | -0.78 0.01 2949 | -0.72 0.01 -0.06 (-0.09, -0.03) <0.01
MADRS | 1957 | -0.86 0.02 1848 | -0.81 0.02 -0.05 (-0.10, 0.01) 0.10

* Treatment Difference is 'Paroxetine — Comparator'. Negative Differences Correspond to Paroxetine Treatment Benefit

Includes paroxetine and active control data from multiple arm trials with placebo




EMEA Table 2.81
Change from Baseline in HAM-D Item 3 and MADRS Item 10 by Treatment Group
Paediatric Placebo Controlled Trials

Randomised Phase LOCF
Paroxetine Placebo Treatment 95% CI P-Value
N |LS Std. N LS Std. Difference*
Mean Error Mean Error
HAMD 177 -0.27 0.04 180 -0.28 0.04 0.01 (-0.11, 0.13) 0.85
MADRS | 179 -0.92 0.09 91 -1.03 0.12 0.12 (-0.17, 0.41) 0.43

* Treatment Difference is 'Paroxetine — Placebo'. Negative Differences Correspond to Paroxetine Treatment Benefit

Includes studies 329, 377 and placebo controlled phase of 453
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EMEA Table 2.82
Tine to onset of Possibly suicide-related AEs by Treatnment G oup
Adult Pl acebo Controlled Trials

On- Ther apy

Par oxet i ne Pl acebo
Time period (N=8481) (N=5808)
Total no. of pts with event 66 55
Week 1 9 (13.6% 10 (18.2%
Week 2 4 ( 6.1% 7 (12.7%
Veek 3 5 ( 7.6% 4 ( 7.3%
Week 4 15 (22.79% 6 (10.9%
Week 5 6 (9.1% 3 ( 5.59%
Veek 6 3 ( 4.5% 3 ( 5.5%
Week 7 8 (12.1% 2 ( 3.69%
Week 8 3 ( 4.59% 3 ( 5.59%
Veek 9 4 ( 6.1% 3 ( 5.5%
Week 10 3 ( 4.59% 4 ( 7.39
Week 11 1( 1.5% 1( 1.8%
Veek 12 0 ( 0.0% 1( 1.8%
Week 13-16 3 ( 4.59 3 ( 5.59%
Week 17-20 2 ( 3.09 1( 1.8%
Veek 21-24 0 ( 0.0% 2 ( 3.6%
Week 25-52 0 ( 0.09% 1( 1.8%
Week 53+ 0 ( 0.09 1(1.89%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Table 2.83
Tine to onset of Possibly suicide-related AEs by Treatnment G oup
Adult Pl acebo Controlled Trials
30 Day Fol |l owup period

Par oxet i ne Pl acebo
Time period (N=8481) (N=5808)
Total no. of pts with event 26 8
Week 1 20 (76.99% 2 (25.09
Veek 2 4 (15.4% 2 (25.0%
Veek 3 1 ( 3.8% 4 (50.0%
Week 4 1( 3.89% 0 ( 0.09%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMVEA Table 2.84
Tine to onset of Possibly suicide-related AEs by Treatnment G oup

Adult Active Control Trials
On- Ther apy

Par oxet i ne
Time period (N=6522)
Total no. of pts with event 55
Veek 1 14 (25.5%
Week 2 4 ( 7.39
Week 3 5(9.1%
Week 4 12 (21.8%
Week 5 6 (10.9%
Veek 6 3 ( 5.5%
Week 7 4 ( 7.39
Week 8 1( 1.8%
Veek 9 2 ( 3.6%
Week 10 0 ( 0.0%
Week 11 1( 1.8%
Veek 12 2 ( 3.6%
Week 13-16 1( 1.8%
Week 17-20 0 ( 0.09
Veek 21-24 0 ( 0.0%
Week 25-52 0 ( 0.09%
Week 53+ 0 ( 0.09

I ncl udes paroxetine and active control

tab284. sas

23JUL2003: 17: 29

Conpar at or
(N=4969)

63

13 (20.

11 (17.

11 (17.

6%
5%

.39

5%

. 2%
. 2%
. 9%
. 2%
. 2%
. 6%
. 0%
. 6%
. 6%
. 6%
. 0%
. 2%
0%

syp9298

data fromnultiple armtrials with placebo
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EMEA Table 2.85
Tine to onset of Possibly suicide-related AEs by Treatnment G oup
Adult Active Control Trials
30 Day Fol |l owup period

Par oxeti ne Conpar at or
Time period (N=6522) (N=4969)
Total no. of pts with event 24 13
Week 1 15 (62.5% 8 (61.5%
Week 2 4 (16.7% 1(7.7%
Veek 3 2 ( 8.3% 3 (23.1%
Week 4 3 (12.59% 0 ( 0.0%
Week 5 0 ( 0.0% 1(7.7%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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EMEA Table 2.86
Tine to onset of Possibly suicide-related AEs by Treatnment G oup
Paedi atric Placebo Controlled Trials

On- Ther apy

Par oxet i ne Pl acebo
Time period (N=738) (N=647)
Total no. of pts with event 18 7
Week 1 0 ( 0.0% 1 (14.3%
Veek 2 2 (11.1% 0 ( 0.0%
Veek 3 0 ( 0.0% 0 ( 0.0%
Week 4 3 (16.79% 0 ( 0.0%
Week 5-6 6 (33.3% 2 (28.6%
Veek 7-8 1 ( 5.6% 1 (14.3%
Week 9-12 4 (22.29% 1 (14.3%
Week 13+ 2 (11.1% 2 (28.6%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.87
Tine to onset of Possibly suicide-related AEs by Treatnment G oup
Paedi atric Placebo Controlled Trials
30 Day Fol |l owup period

Par oxet i ne Pl acebo
Time period (N=738) (N=647)
Total no. of pts with event 7 1
Week 1 6 ( 85.7% 1 (100.09%
Week 2 1 ( 14.3% 0 ( 0.0%
Veek 3 0( 0.0% 0( 0.0%
Week 4 0( 0.09% 0( 0.09

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.88
Tine to onset of Self Harm by Treatnment G oup
Adult Pl acebo Controlled Trials

On- Ther apy

Par oxet i ne Pl acebo
Time period (N=8481) (N=5808)
Total no. of pts with event 51 38
Week 1 5 ( 9.8% 7 (18.4%
Week 2 3 ( 5.9% 4 (10.5%
Veek 3 4 ( 7.8% 3 ( 7.9%
Week 4 9 (17.6% 2 ( 5.3%
Week 5 6 (11.8% 3( 7.9%
Veek 6 3 ( 5.9% 2 ( 5.3%
Week 7 6 (11.8% 1( 2.6%
Week 8 3 ( 5.9% 2 ( 5.3%
Veek 9 4 ( 7.8% 3 ( 7.9%
Week 10 3 ( 5.99% 2 ( 5.3%
Week 11 1( 2.0% 1( 2.6%
Veek 12 0 ( 0.0% 1( 2.6%
Week 13-16 2 ( 3.99 2 ( 5.39%
Week 17-20 2 (3.9% 1( 2.6%
Veek 21-24 0 ( 0.0% 2 ( 5.3%
Week 25-52 0 ( 0.09% 1( 2.6%
Week 53+ 0 ( 0.09 1( 2.69%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Table 2.89
Tine to onset of Self Harm by Treatnment G oup
Adult Pl acebo Controlled Trials
30 Day Fol |l owup period

Par oxet i ne Pl acebo
Time period (N=8481) (N=5808)
Total no. of pts with event 12 3
Week 1 9 (75.09% 1 (33.3%
Week 2 3 (25.09% 0 ( 0.0%
Veek 3 0 ( 0.0% 2 (66.7%
Week 4 0 ( 0.0% 0 ( 0.09%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls



GSK CONFI DENTI AL

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/ | i st/ tab290. 108

tab290. sas

Par oxeti ne EMEA

EMEA Table 2.90
Tine to onset of Self Harm by Treatnment G oup

Adult Active Control Trials
On- Ther apy

Par oxet i ne
Time period (N=6522)
Total no. of pts with event 29
Week 1 6 (20.79%
Week 2 1( 3.4%
Week 3 2 ( 6.9%
Week 4 6 (20.79%
Week 5 3 (10.3%
Veek 6 2 ( 6.9%
Week 7 2 ( 6.9%
Week 8 1 ( 3.49%
Veek 9 2 (6.9%
Week 10 0 ( 0.0%
Week 11 1( 3.4%
Veek 12 2 ( 6.9%
Week 13-16 1 ( 3.4%
Week 17-20 0 ( 0.09
Veek 21-24 0 ( 0.0%
Week 25-52 0 ( 0.09%
Week 53+ 0 ( 0.09

I ncl udes paroxetine and active control

23JUL2003:17: 31

Conpar at or
(N=4969)

32

4 (12.5%

2

4

(6

(12.

3%
5%

1%
1%
1%
. 6%
. 0%
1%
1%
. 0%
1%
1%
1%
. 0%

19

0%

syp9298

data fromnultiple armtrials with placebo
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EMEA Table 2.91
Tine to onset of Self Harm by Treatnment G oup
Adult Active Control Trials
30 Day Fol |l owup period

Par oxeti ne Conpar at or
Time period (N=6522) (N=4969)
Total no. of pts with event 13 10
Week 1 10 (76.99% 7 (70.09%
Veek 2 3 (23.1% 1 (10.0%
Veek 3 0 ( 0.0% 1 (10.0%
Week 4 0 ( 0.0% 0 ( 0.09%
Week 5 0 ( 0.0% 1 (10.0%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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EMEA Table 2.92
Tine to onset of Self Harm by Treatnment G oup
Paedi atric Placebo Controlled Trials

On- Ther apy

Par oxet i ne Pl acebo
Time period (N=738) (N=647)
Total no. of pts with event 15 5
Week 1 0 ( 0.0% 1 (20.0%
Week 2 2 (13.39% 0 ( 0.0%
Veek 3 0 ( 0.0% 0 ( 0.0%
Week 4 2 (13.3% 0 ( 0.0%
Week 5-6 5 (33.3% 2 (40.0%
Veek 7-8 1(6.7% 0 ( 0.0%
Week 9-12 4 (26.7% 1 (20.0%
Week 13+ 1(6.7% 1 (20.09%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.93
Tine to onset of Self Harm by Treatnment G oup
Paedi atric Placebo Controlled Trials
30 Day Fol |l owup period

Par oxet i ne Pl acebo
Time period (N=738) (N=647)
Total no. of pts with event 3 0
Week 1 3 (100. 0% 0 ( 0.0%
Week 2 0( 0.09% 0( 0.09
Veek 3 0( 0.0% 0( 0.0%
Week 4 0( 0.09% 0( 0.09

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMVEA Table 2.94
Time to onset of Hostility by Treatnment G oup
Adult Pl acebo Controlled Trials

On- Ther apy

Par oxet i ne Pl acebo
Time period (N=8481) (N=5808)
Total no. of pts with event 24 16
Week 1 3 (12.59% 5 (31.3%
Week 2 2 ( 8.3% 0 ( 0.09%
Veek 3 0 ( 0.0% 3 (18.8%
Week 4 3 (12.59% 1( 6.3%
Week 5 1( 4.29% 0 ( 0.09%
Veek 6 1 ( 4.2% 1 ( 6.3%
Week 7 3 (12.59% 1( 6.3%
Week 8 0 ( 0.0% 0 ( 0.09%
Veek 9 3 (12.5% 0 ( 0.0%
Week 10 1( 4.2% 0 ( 0.0%
Week 11 2 ( 8.3% 0 ( 0.0%
Veek 12 2 ( 8.3% 0 ( 0.0%
Week 13-16 2 ( 8.3% 2 (12.5%
Week 17-20 1( 4.2% 0 ( 0.0%
Veek 21-24 0 ( 0.0% 1 ( 6.3%
Week 25-52 0 ( 0.0% 2 (12.5%
Week 53+ 0 ( 0.09 0 ( 0.0%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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EMEA Table 2.95
Time to onset of Hostility by Treatnment G oup
Adult Pl acebo Controlled Trials
30 Day Fol |l owup period

Par oxet i ne Pl acebo
Time period (N=8481) (N=5808)
Total no. of pts with event 8 0
Week 1 5 (62.59% 0 ( 0.0%
Week 2 1 (12.5% 0 ( 0.0%
Veek 3 1 (12.5% 0 ( 0.0%
Week 4 1 (12.5% 0 ( 0.0%

I ncl udes paroxetine and placebo data frommultiple armtrials with active controls
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tab296. sas

23JUL2003: 17: 34

Time to onset of Hostility by Treatnment G oup

Adult Active Control Trials
On- Ther apy

Par oxet i ne
Time period (N=6522)
Total no. of pts with event 18
Week 1 3 (16.79%
Week 2 5 (27.89%
Week 3 3 (16.7%
Week 4 0 ( 0.0%
Week 5 0 ( 0.0%
Veek 6 1 ( 5.6%
Week 7 1( 5.6%
Veek 8 0 ( 0.0%
Veek 9 1 ( 5.6%
Week 10 0 ( 0.0%
Week 11 2 (11.1%
Veek 12 1 ( 5.6%
Week 13-16 1 ( 5.6%
Week 17-20 0 ( 0.09
Veek 21-24 0 ( 0.0%
Week 25-52 0 ( 0.09%
Week 53+ 0 ( 0.09

I ncl udes paroxetine and active control

Conpar at or
(N=4969)

20

4 (20.0%

2

4

(10.
(20.
(o.
(20.

(15.

0%
0%
0%
0%
0%

. 0%
. 0%
. 0%
. 0%
. 0%
. 0%
. 0%
. 0%
. 0%

. 0%

0%

syp9298

data fromnultiple armtrials with placebo
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EMEA Table 2.97
Time to onset of Hostility by Treatnment G oup
Adult Active Control Trials
30 Day Fol |l owup period

Par oxeti ne Conpar at or
Time period (N=6522) (N=4969)
Total no. of pts with event 4 2
Week 1 3 (75.09 1 (50.0%
Week 2 1 (25.0% 1 (50.0%
Veek 3 0 ( 0.0% 0 ( 0.0%
Week 4 0 ( 0.0% 0 ( 0.09%

I ncl udes paroxetine and active control data fromnmultiple armtrials with placebo
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EMEA Table 2.98
Time to onset of Hostility by Treatnment G oup
Paedi atric Placebo Controlled Trials

On- Ther apy

Par oxet i ne Pl acebo
Time period (N=738) (N=647)
Total no. of pts with event 27 4
Week 1 3 (11.19% 0 ( 0.0%
Veek 2 1( 3.7% 1 (25.0%
Veek 3 5 (18.5% 1 (25.0%
Week 4 3 (11.19% 0 ( 0.0%
Week 5-6 4 (14.8% 1 (25.0%
Veek 7-8 2 ( 7.4% 0 ( 0.0%
Week 9-12 8 (29.6% 0 ( 0.0%
Week 13+ 1(3.7% 1 (25.09%

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Table 2.99
Time to onset of Hostility by Treatnment G oup
Paedi atric Placebo Controlled Trials
30 Day Fol |l owup period

Par oxet i ne Pl acebo
Time period (N=738) (N=647)
Total no. of pts with event 1 0
Week 1 1 (100.0% 0 ( 0.0%
Week 2 0( 0.09% 0( 0.09
Veek 3 0( 0.0% 0( 0.0%
Week 4 0( 0.09% 0( 0.09

I ncl udes studies 329, 377, 676, 701, 704 and placebo controlled phase of 453
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EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
329. 002. 00055 P: PHOTCSENSI TIMI TY 20 (-136) 13JUL1994 3 I NT 1 ML NO UNR No No
V. SUNBURN, APPRCPRI ATE TO DEGREE OF (15JUL1994) DAYS
EXPOSURE( BEACH)
P: HOSTILITY 32 (-124) 25JUL1994 <1 CON . ML NO U\R No No
V: ALLEGATI ONS OF SEXUAL AGGRESSI ON (25JUL1994) DAY
329. 002. 00106 P: ABDOM NAL PAI N 8 (-40) 03AUGL995 6 INT 10 ML NO REL No No
V: STOVACH ACHES (08AUGL995) DAYS
P: DRY MOUTH 8 (-40) 03AUGL995 18 CON . ML NO REL No No
V: DRY MOUTH (20AUGL995) DAYS
P: HOSTILITY 51 (3) 15SEP1995 16  CON . SEV NO PBU No Yes
V: OPPCsI TI ONAL DEFI ANT DI SORDER (30SEP1995) DAYS
329. 005. 00119 P: ASTHEN A 1 (-140) 11JUL1995 4 CON . MOD NO PGS No No
V: FATI GUE (14JUL1995) DAYS
P:  HEADACHE 7 (-134) 17JUL1995 <1 CON . MDD NO PCs Yes No
V. HEADACHE (17JUL1995) DAY
P: ABDOM NAL PAI'N 10 (-131) 20JUL1995 4 I NT 2 ML NO PBU No No
V. STOVACH ACHE (23JUL1995) DAYS
P: HOSTILITY 18 (-123) 28JUL1995 <1 INT 1 ML NO PBU No No
V: PHYSI CAL Fl GHT (28JUL1995) DAY
M PHYSI CAL FI GHT { AGGRESSI ON}
P:  HEADACHE 41 (-100) 20AUGL995 <1 INT 2 MDD NO PBU No No
V:  HEADACHE (20AUGL995) DAY

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

Days Rel To

P: Preferred Term Start

V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
329. 005. 00119 P: RESPI RATORY DI SORDER 79 (-62) 27SEP1995 4 CON . MDD NO PBU Yes No

V: COLD SXS (30SEP1995) DAYS

M COLD SYMPTOVB

P: ABDOM NAL PAI N 105 (-36) 230CT1995 5 I NT 5 MDD NO PBU No No

V: "STOVACH ACHE" N AND V (270CT1995) DAYS

M " STOVACH ACHE'

P: VOM TI NG 105 (-36) 230CT1995 5 I NT 5 MXID NO PBU No No

V. "STOVACH ACHE" N AND V (270CT1995) DAYS

M NAUSEA AND VOM TI NG
329. 005. 00300 P: DRY MOUTH 6 (-51) 24SEP1996 27 CON . MODNO REL No No

V: DRY MOUTH (200CT1996) DAYS

P:  SOWNOLENCE 13 (-44) 010CT1996 11  CON . MDNO REL No No

V: SLEEPI NESS (I N AM (110CT1996) DAYS

P:  SOWNOLENCE 24 (-33) 120CT1996  CON . SEVNO REL No No

V: SLEEPI NESS (I N AM) ( )

P: HOSTILITY 30 (-27) 180CT1996 7 I NT 6 SEV NO PBU No No

V: OPPGCSI TI ONAL BEHAVI OR ( PHYSI CALLY AND VERBALLY (240CT1996) DAYS

FI GHTI NG W TH MOTHER)

P: DRY MOUTH 33 (-24) 210CT1996 10 CON . ML NO REL No No

V: DRY MOUTH (300CT1996) DAYS

P: HOSTILITY 37 (-20) 250CT1996  CON . MDD NO PBU No No

V: OPPGCSI TI ONAL BEHAVI OR (PHYSI CALLY AND VERBALLY ( )

FI GHTI NG W TH MOTHER)

P: HEADACHE 55 (-2) 12NOV1996 <1 CON . MDD NO UNR No No

V: HEADACHE (12NOv1996) DAY

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ationship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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EMEA Listing 2.01

Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup

Paedi atric Placebo Controlled Trials

Treatment Goup :

Preferred Term
Ver bati m Text
Modi fied Term

SINUSI TI S
COLD- SI NUS SYMPTOVB

HOSTI LI TY
ANGRY( PATI ENT NOTI CED)

CHEST PAIN
CHEST PAI N- APPROXI MATELY 3 OCCASI ONS- | NTENSE

JAB THEN REM TS

<T =<3

<T =£2<T =<5V <V <£3T

* Rel

Action Taken Wth Respect to |Investigational
Rel ati onship to I nvestigational

EMOTI ONAL LABI LI TY
ATTEMPTED SU C DE
ATTEMPTED SUI Cl DE {| NTENTI ONAL}

CONSTI PATI ON
CONSTI PATI ON

DI ZZI NESS
DI ZZI NESS

HEADACHE
HEADACHE

MYALG A
MJUSCLE ACHE AND WEAKNESS
MJSCLE ACHE

MYASTHENI A
MJUSCLE ACHE AND WEAKNESS
MJUSCLE WEAKNESS

I NSOWNI A
I'NITIAL | NSOWI A

l'i st201. sas

PAROXETI NE
Days Rel To
Start
(Stop) O Onset (End)
Study Med* Dat e
8 (-49) 22FEB1995
( 03NVAR1995)
29 (-28) 15MARL1995
(22VAR1995)
41 (-16) 27MAR1995
(29MAR1995)
57 (0) 12APR1995
( 12APR1995)
57 (0) 12APR1995
( 14APR1995)
57 (0) 12APR1995
(14APR1995)
57 (0) 12APR1995
(14APR1995)
57 (0) 12APR1995
(14APR1995)
57 (0) 12APR1995
(14APR1995)
23 (-36) 28FEB1996
( )

CON

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

Days from AE Onset Date to Start of Study Med.
Event Course [Eve. Ose]:
Intensity [Int]:
Drug [Act]:
Drug [Rel]:

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

+ 1 (Rel

INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

(14AUG2003: 17: 07)

14AUG2003: 17: 08 ar pl11030

Int Act

ML

SEV NO

SEV STP

MDD STP

MDD STP

MDD STP

MDD STP

MZD STP

MOD NO

PGS

UNR

UNR

UNR

UNR

UNR

UNR

PGS

Days from AE Onset Date to End of Study Med.)
CON = Const ant
SEV = Severe

Corr.

Ther ? SAE?
No No
No No
No No
No Yes
No No
No No
No No
No No
No No
No No

I NC = Dose increased, STP = Drug stopped
REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated
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Par oxeti ne EMEA

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
329. 009. 00201 P: NAUSEA 31 (-28) 07NMAR1996 <1 CON . ML NO PBU No No
V: NAUSEA (07VAR1996) DAY
P: VOM TI NG 31 (-28) 07MAR1996 <1  CON . ML NO UNR No No
V: VOM TI NG (07NMAR1996) DAY
P: SOVNOLENCE 50 (-9) 26MAR1996  CON . ML NO PGCs No No
V:  SOVNOLENCE ( )
P: I NFECTI ON 56 (-3) 01APR1996  CON . ML NO UNRYes No
V: TONSILLITIS (STREP PHARYNG TI S) ( )
P: VEI GHT GAIN 57 (-2) 02APR1996  CON . MOD NO PGS No No
V: WEIGHT GAIN (11 LBS) ( )
M WEl GHT GAIN {11LBS}[VEI GHT GAIN]
P: AG TATI ON 58 (-1) 03APR1996  CON . SEV STP PCS No Yes
V: AG TATI ON ( )
P: HOSTILITY 58 (-1) 03APR1996 CON . SEV STP PGS Yes Yes
V: AGCRESSI VE ASSAULTI VE BEHAVI OR ( )
P:  PARANO D REACTI ON 58 (-1) 03APR1996  CON . MDD STP PCs No Yes
V: PARANO A ( 2)
P: RHNTIS 62 (3) 07APR1996 3 CON . MODNO UNRYes No
V:  CONGESTI ON (09APR1996) DAYS
M NASAL CONGESTI ON
377.005. 00260 P: Dl ZZI NESS 1 (-84) 26SEP1996 54  CON . MD NO PBU No No
V: Dl ZZI NESS (18NOV1996) DAYS
P: ASTHENI A 1 (-84) 26SEP1996 97 CON . ML NO PCs No No
V: Tl REDNESS (31DEC1996) DAYS

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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Subj ect

377.005. 00260

453. 011. 00015

*

<¥ <T

<U¥ <D

Rel

<SP 2T <TU <¥U <¥U <¥ <

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108
Par oxeti ne EMEA

Preferred Term
Ver bati m Text
Modi fied Term

DRY MOUTH
DRY MOUTH

HOSTI LI TY
AGGRESSI ON VI OLENT QUTBURSTS

MYCCLONUS
TIC IN THE LEG PACI NG

HEADACHE
HEADACHE

SOVNCOLENCE
DAYTI ME SLEEPI NESS

RESPI RATORY DI SORDER
URI
UPPER RESPI RATCRY | NFECTI ON

CONCENTRATI ON | MPAI RED
| NATTENTI VENESS

TRAUVA

ABRASI ON ON CHI N SECONDARY TO BI KE FALL

CONSTI PATI ON
CONSTI PATI ON

CONSTI PATI ON
CONSTI PATI ON

ALLERG C REACTI ON
ALLERG ES ( SEASONAL)

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Goup :

l'i st201. sas

PAROXETI NE
Days Rel To
Start
(Stop) O Onset (End)
Study Med* Dat e
3 (-82) 28SEP1996
( )
15 (-70) 100CT1996
( 10NOV1996)
15 (-70) 100CT1996
(12NOV1996)
22 (-63) 170CT1996
(11NOV1996)
-115 (-200) 27FEB1998
(20APR1998)
-107 (-192) 07MAR1998
(11MAR1998)
-80 (-165) 03APR1998
)
-72 (-157)  11APR1998
( 14APR1998)
-63 (-148) 20APR1998
( )
-63 (-148) 20APR1998
(26MAY1998)
0 (-85) 22JUN1998

( )

26
DAYS

53
DAYS

DAYS

37
DAYS

CON

CON

CON

CON

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

Days from AE Onset Date to Start of Study Med.
Event Course [Eve.

Intensity

Action Taken Wth Respect to |Investigational

Rel ati onship to I nvestigational

Drug [Rel]:

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

Crse]:
[Int]: ML =
Drug [Act]:

14AUG2003: 17: 08 ar pl11030

ML

ML

M L

M L

ML

ML

ML

+ 1 (Rel
INT = Intermttent,
MId, MDD = Moderate,
NO = None, RED = Dose reduced,

PBU

UNR

UNR

Days from AE Onset Date to End of Study Med.)
CON = Const ant
SEV = Severe

Corr.
Ther ? SAE?
No No
No No
No No
No No
No No
Yes No
No No
No No
No No
No No
No No

I NC = Dose increased, STP = Drug stopped
REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated

(14AUG2003: 17: 07)



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbrl1 29060 _cda/ enea/list/list201.108 1ist201.sas 14AUX003:17:08 arpll030 6
Par oxeti ne EMEA

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
Subj ect M Modified Term St udy Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
453. 011. 00015 P: ALLERGA C REACTI ON 0 (-85) 22JUN1998 <1 CON . ML NO UNR No No
V: SEASONAL ALLERA ES (22JUN1998) DAY
P: ECSI NOPHI LI A 0 (-85) 22JUN1998 88  CON . ML NO PBU No No
V: | NCREASED ECSI NOPHI LS (17SEP1998) DAYS
P:  HYPERKI NESI A 5 (-80) 27JUN1998  CON . MDD STP PGS No No
V:  HYPERACTI VI TY ( )
P: HERPES ZOSTER 19 (-66) 11JUL1998 7 CON . MODNO UNRYes No
V: CH CKEN POX (17JUL1998) DAYS
P: HOSTI LI TY 71 (-14) 01SEP1998 CON . ML STP PCS No No
V:  AGGRESS| VENESS ( )
453. 017. 00334 P: CONCENTRATI ON | MPAI RED -90 (-102) 12SEP1997 19 CON . ML PCS No No
V: WORSENED CONCENTRATI ON (30SEP1997) DAYS
P: CONCENTRATI ON | MPAI RED -90 (-102) 12SEP1997 19  CON . ML PCS No No
V: WORSENED DI STRACTI BI LI TY (30SEP1997) DAYS
P: EMOTI ONAL LABI LI TY -90 (-102) 12SEP1997 19 CON . ML PCS No No
V: LABI LE MOOD (30SEP1997) DAYS
P:  HYPERKI NESI A -90 (-102) 12SEP1997 19 CON . ML PCS No No
V: WORSENED HYPERACTI VI TY (30SEP1997) DAYS
P: VEI GHT GAIN -71 (-83) 010CT1997  CON . ML NO POS No No
V: VI GHT GAIN ( 2)
P:  CONCENTRATI ON | MPAI RED -10 (-22) 01DEC1997 CON . MDD NO UNR No No
V: | NCREASED ADHD SYMPTOVS ( )
M | NCREASED ATTENTI ON DEFI O T HYPERACTI VI TY
Dl SORDER SYMPTOVS

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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Par oxeti ne EMEA

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

Days Rel To

P: Preferred Term Start

V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
Subj ect M Modified Term St udy Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
453. 017. 00334 P: CONCENTRATI ON | MPAI RED -10 (-22) 01DEC1997 CON . MD NO UNR No No

V: | NCREASED ATTENTI ON DEFI G T HYPERACTI VI TY ( J)

DI SCRDER SYMPTOVS

P:  CONCENTRATI ON | MPAI RED -10 (-22) 01DEC1997 33 CON . MODNO UNR No No

V: | NCREASED ADHD SYMPTOVB (02JAN1998) DAYS

M | NCREASED ATTENTI ON DEFI ' T HYPERACTI VI TY

DI SCRDER SYMPTOVS

P: ANXI ETY 5(-7) 16DEC1997 17 CON . ML NO PGCs No No

V: | NCREASED ANXI ETY BEHAVI ORS (01JAN1998) DAYS

P: HOSTILITY 5(-7) 16DEC1997 17 CON . MOD NO PBU No No

V: | NCREASED OPPCSI TI ONAL BEHAVI CRS (01JAN1998) DAYS

M | NCREASED OPPCSI TI ONAL BEHAVI ORS { AGGRESSI VE

BEHAVI CR}
453.018. 00027 P: | NFECTI ON -122 (-155) 31MARLI997 2 CON . ML No No

V: | NFLUENZA (01APR1997) DAYS

P: ABDOM NAL PAIN -113 (-146) 09APR1997 2 CON . ML NO PGS No No

V: STOVACH ACHE (10APR1997) DAYS

P:  HEADACHE -113 (-146) 09APR1997 2 CON . ML NO PGS No No

V: HEADACHE (10APR1997) DAYS

P: DYSPEPSI A -107 (-140) 15APR1997 38 CON . ML NO PCs Yes No

V: UPSET STOVACH (1ST REPORTED 5/ 21/ 97) (22MAY1997) DAYS

M UPSET STOVACH

P:  TRAUMVA -98 (-131) 24APR1997 <1 CON . ML NO UNR No No

V: SUTURE DUE TO DOG BI TE (WRI ST) (24APR1997) DAY

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)



GSK CONFI DENTI AL

Treatment Group : PAROXETI NE
Days Rel To

P: Preferred Term Start

V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
453.018. 00027 P: ASTHEN A -92 (-125) 30APR1997  CON ML NO PGS No No

V: FATI GUE ( )

P:  ASTHENI A -92 (-125) 30APR1997 123 CON ML NO PGS No No

V: FATI GUE (30AUGL997) DAYS

P: DI ZZI NESS -90 (-123) 02VAY1997 5 CON MDD NO PGS No No

V: DI ZZI NESS (06MAY1997) DAYS

P: ABNORMAL VI SI ON -88 (-121) 04MAY1997 2 CON ML NO PGS No No

V: DI FFI CULTY FOCUSI NG VI SI ON (O5NMAY1997) DAYS

P:  FLATULENCE -87 (-120) 05MAY1997 CON ML NO PCS No No

V:  FLATULENCE ( )

P:  NAUSEA -87 (-120) 05MAY1997 <1 CON ML NO POS No No

V: NAUSEA (05NMAY1997) DAY

P:  HEADACHE -87 (-120) 05MAY1997 2 CON MD NO PGS Yes No

V: HEADACHE (06MAY1997) DAYS

P: FLATULENCE -87 (-120) 05MAY1997 89  CON ML NO PGS No No

V:  FLATULENCE (01AUGL997) DAYS

P:  HYPERKI NESI A -83 (-116) 09MAY1997  CON ML NO REL No No

V: AKATH SI A ( )

P:  HYPERKI NESI A -83 (-116) 09NVAY1997 126 CON ML NO REL No No

V: AKATH SI A (11SEP1997) DAYS

P: HOSTILITY -76 (-109) 16MAY1997 16 I NT 4 MDD PGS No No

V. AGCGRESSI VE QUTBURSTS (31NMAY1997) DAYS

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108
Par oxeti ne EMEA

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup
Paedi atric Placebo Controlled Trials

l'i st201. sas

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

14AUG2003: 17: 08 ar pl11030

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe

Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped

Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

Days from AE Onset Date to End of Study Med.)

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE
Days Rel To

P: Preferred Term Start

V: Verbatim Text (Stop) O Onset (End) Eve. No Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
453. 018. 00027 P: DI ZZI NESS -51 (-84) 10JUN1997 <1 CON ML NO PCS No No

V: DI ZZI NESS (10JUN1997) DAY

P:  PALPI TATI ON -51 (-84) 10JUN1997 <1 OON ML NO PGS No No

V: HEART PALPI TATI ONS (10JUN1997) DAY

P: SWEATI NG -51 (-84) 10JUN1997 <1  CON ML NO PGS No No

V:  SWEATI NG (10JUN1997) DAY

P:  TRAUVA -34 (-67) 27JUN1997 <1 CON ML NO UNR No No

V: PULLED L THUMB PLAYI NG HOCKEY (27JUN1997) DAY

M PULLED LEFT THUMB PLAYI NG HOCKEY

P: RESPI RATORY DI SORDER -31 (-64) 30JUN1997 20 CON ML NO UNR No No

V: COMMON COLD SYMPTOVS (19JUL1997) DAYS

P: HOSTILITY -17 (-50) 14JUL1997 3 I NT 2 MDD NO POS No No

V: AGCRESS| VE QUTBURSTS (16JUL1997) DAYS

P: | NFECTI ON -11 (-44) 20JUL1997 6 CON ML NO UNR Yes No

V. STREP THROAT (25JUL1997) DAYS

M STREPTOCOCCUS THROAT

P: HOSTILITY 0 (-33) 31JUL1997 <1 CON MOD NO PCS No No

V:  AGGRESSI VE QUTBURST (31JUL1997) DAY

P: CONTACT DERVATITI S 1(-32) 01AUGL997 16 CON ML NO UNR Yes No

V: PO SON | VY (16AUGL997) DAYS

P: HOSTILITY 19 (-14) 19AUGL997 <1 CON SEV STP  PBU No No

V: AGGRESSI VE QUTBURST (19AUGL997) DAY

P: RHNTIS 20 (-13) 20AUGL997 5 CON ML NO UNR Yes No

V: SEASONAL RHINITI S (24AUGL997) DAYS

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453
* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)

Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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Subj ect

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108

Par oxeti ne EMEA

EMEA Listing 2.01

l'i st201. sas

Adverse Events of Patients with on Therapy plus 30 days Hostility

Preferred Term
Ver bati m Text
Modi fied Term

By Treatnent G oup

Paedi atric Placebo Controlled Trials

14AUG2003: 17: 08 ar pl11030

Int Act

453. 018. 00027

453. 018. 00029

* Re

URI NARY | NCONTI NENCE
ENURESI S, NOCTURNAL

DI ZZI NESS
LI GHTHEADEDNESS

TINNI TUS
TINNI TUS

RESPI RATORY DI SORDER
COMMON COLD SYMPTOVS

HEADACHE
HEADACHE

VEI GHT GAIN
VEI GHT GAI N

FLATULENCE
FLATULENCE

FLATULENCE
FLATULENCE

EPI STAXI S

BLOOD, L NOSTRI L, WHEN BLOW NG NOSE
BLOOD, LEFT NOSTRIL, WHEN BLON NG NCSE

TRAUVA
LACERATI ON, R LEG
LACERATI ON, RI GHT LEG

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

Days from AE Onset Date to Start of Study Med.
Event Course [Eve.

Intensity [Int]:

Action Taken Wth Respect to |Investigational
Rel ati onship to I nvestigational

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

Drug [Rel]:

Treatment Group : PAROXETI NE
Days Rel To
Start
(Stop) O Onset (End) Eve. No.
Study Med* Dat e Dur. Crse Epi.
25 (-8) 25AUGL997  CON
( )
42 (9) 11SEP1997 15 INT
(25SEP1997) DAYS
49 (16) 18SEP1997  CON
( )
-105 (-230) 14MAY1997 33  CON
(15JUN1997) DAYS
-103 (-228) 16MAY1997 4 I NT
(19VAY1997) DAYS
-98 (-223) 21NMAY1997  CON
( )
-84 (-209) 04JUN1997  CON
( )
-84 (-209) 04JUN1997 134 CON
(150CT1997) DAYS
-76 (-201) 12JUN1997 CON
( )
-76 (-201) 12JUN1997 <1  CON

+ 1 (Rel
Crse]:

Drug [Act]:

INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

(12JUNL997) DAY

CON = Const ant
SEV = Severe

ML NO

ML NO

ML NO

UNR

UNR

PGS

POS

PBU

PBU

PGS

UNR

Days from AE Onset Date to End of Study Med.)

10

Corr.

Ther ? SAE?
No No
No No
No No
Yes No
No No
No No
No No
No No
No No
Yes No

REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated

(14AUG2003: 17: 07)

I NC = Dose increased, STP = Drug stopped
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Par oxeti ne EMEA
EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials
Treatment Group : PAROXETI NE
Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
453.018. 00029 P: EPI STAXI S -76 (-201) 12JUN1997 92 CON ML NO PGS No No
V: BLOOD, L NOSTRIL, WHEN BLON NG NOSE (11SEP1997) DAYS
M BLOOD, LEFT NOSTRI L, WHEN BLOW NG NCSE
P: CONJUNCTIVITI S -75 (-200) 13JUN1997 4 CON ML NO PBU Yes No
V: CONDUNCTIVITIS, L EYE (16JUN1997) DAYS
M CONJUNCTIVITIS, LEFT EYE
P: 1 NSOWNI A -58 (-183) 30JUN1997 45 CON ML NO POCS No No
V: INITIAL | NSOW A (13AUGL997) DAYS
P: EPI STAXI S -49 (-174) 09JUL1997 CON ML NO POCS No No
V: BLOOD, R NOSTRIL, WHEN BLOW NG NOSE ( J)
M BLOOD, R GHT NOSTRIL, WHEN BLOW NG NOSE
P: EPI STAXI S -49 (-174) 09JUL1997 65 CON ML NO PCS No No
V: BLOOD, R NOSTRIL, WHEN BLOWN NG NOSE (11SEP1997) DAYS
M BLOOD, R GHT NOSTRIL, WHEN BLOW NG NOSE
P: 1 NSOWN A -13 (-138) 14AUGL997 CON MOD PCS No No
V: I NITIAL |1 NSOWNI A ( )
P: 1 NSOW A -13 (-138) 14AUGL997 159 CON MOD PCS No No
V: INITIAL | NSOWN A (19JAN1998) DAYS
P: 1 NSOW A -4 (-129) 23AUGL997 33 CON ML NO PGS No No
V: M DDLE | NSOWI A (24SEP1997) DAYS
P:  HYPERKI NESI A 9 (-116) 05SEP1997 146 CON ML NO PGS No No
V: AKATHI SI A (28JAN1998) DAYS
P: HOSTILITY 27 (-98) 23SEP1997 CON MDD NO PGS No No
V: | NCREASE | N OPPCSI TI ONAL DEFI ANT BEHAVI OR ( )
I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453
* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)

Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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Par oxeti ne EMEA
EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials
Treatment Group : PAROXETI NE
Days Rel
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
453.018. 00029 P: OTITIS MED A 37 (-88) 030CT1997 10 CON ML NO UNR Yes No
V: DOUBLE EAR | NFECTI ON (120CT1997) DAYS
P: NAUSEA 53 (-72) 190CT1997 <1 OON ML NO UNR No No
V:  NAUSEA (190CT1997) DAY
P: FEVER 54 (-71) 200CT1997 <1 CON ML NO UNR No No
V: FEVER (200CT1997) DAY
P: PUSTULAR RASH 82 (-43) 17NOV1997 4 CON MD NO UNR Yes No
V: | MPETI GO (20NOV1997) DAYS
P: OTITIS MEDI A 82 (-43) 17NOV1997 9 CON MD NO UNR Yes No
Vi EAR INFECTIQN, L EAR (25N0Ov1997) DAYS
M EAR | NFECTI ON, LEFT EAR
P:  ASTHENI A 103 (-22) 08DEC1997 30 CON ML NO PGS No No
V: FATI GUE (06JAN1998) DAYS
453. 021. 00129 P: ASTHVA -92 (-152) 11NMAY1997 18 CON MOD NO  PBU Yes No
V. SINUS | NFECTI ON ASTHVA (28NVAY1997) DAYS
M ASTHWA
P: SINUSITI S -92 (-152) 11MAY1997 18 CON MDD NO  PBU Yes No
V. SINUS | NFECTI ON ASTHVA (28VAY1997) DAYS
M SINUS | NFECTI ON
P:  TRAUVA -60 (-120) 12JUN1997 <1 CON ML NO UNR No No
V. ELECTR C SHOCK (12JUN1997) DAY
M ELECTRI C SHOCK {1 NJURY}
P: HOSTILITY 59 (-1) 09CCT1997 <1 CON SEV STP PGS No Yes
V: SEVERE MANI C BEHAVI ORS | NCREASED AGGRESSI ON (090CT1997) DAY
M | NCREASED AGGRESS| ON
I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453
* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)

Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ationship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)



GSK CONFI DENTI AL

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108

Par oxeti ne EMEA

EMEA Listing 2.01

l'i st201. sas

Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup

Paedi atric Placebo Controlled Trials

Eve. No
Dur. Ose Epi
<l CON
DAY
<l CON
DAY
3 CON
DAYS
2 I NT 2
DAYS
2 I NT 2
DAYS
10 CON
DAYS
<1 CON
DAY
CON INT 20
86 INT 45
DAYS
CON INT 16
CON INT 16

phase of 453

14AUG2003: 17: 08 ar pl11030

ML

ML

13
Corr.
Rel Ther? SAE?
PGS No Yes
PBU No No
PBU No No
PBU No No
PBU No No
UNR Yes No
PBU No No
PGS No No
PCS No No
PGS No No
PCS No No

Treatment Group : PAROXETI NE
Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End)
Subj ect M Modified Term Study Med* Dat e
453.021. 00129 P: MANI C REACTI ON 59 (-1) 090CT1997
V: SEVERE MANI C BEHAVI ORS | NCREASED AGGRESSI ON (090CT1997)
M SEVERE MANI C BEHAVI ORS
453. 024. 00039 P: DI ARRHEA -107 (-219) O05APR1997
V: LOCSE STOOL (05APR1997)
P:  CONSTI PATI ON -106 (-218) 06APR1997
V:  CONSTI PATI ON (08APR1997)
P: DI ARRHEA -91 (-203) 21APR1997
V: LOOSE STOOL (22APR1997)
P: DI ARRHEA -81 (-193) 01MAY1997
V: LOOSE STOOL (02MAY1997)
P: OTTIS MED A -30 (-142) 21JUN1997
V: EAR | NFECTION L EAR (30JUN1997)
M EAR | NFECTI ON LEFT EAR
P:  PALPI TATI ON -1 (-113) 20JUL1997
V: PALPI TATI ON (203UL1997)
P: VASODI LATATI ON 1 (-111) 22JUL1997
V: FEELS WARM ( )
P: VASCDI LATATI ON 1 (-111) 22JUL1997
V: FEELS WARM (150CT1997)
P: HOSTI LI TY 77 (-35) 060CT1997
V: ANGRY MOOD ( J)
P:  NERVOUSNESS 77 (-35) 060CT1997
V: | RRI TABLE MOOD )
I ncl udes studies 329, 377, 676, 701, 704 and pl acebo controlled
* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel

INT = Intermttent,

Event Course [Eve. Ose]:

Intensity [Int]: ML = MIld, MO = Mderate,

Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced,
Rel ati onship to Investigational Drug [Rel]:

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

(14AUG2003: 17: 07)

Days from AE Onset Date to End of Study Med.)
CON = Const ant
SEV = Severe
I NC = Dose increased, STP = Drug stopped
REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated



GSK CONFI DENTI AL

Subj ect

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108
Par oxeti ne EMEA

EMEA Listing 2.01

l'i st201. sas

14AUG2003: 17: 08 ar pl11030

Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup

Paedi atric Placebo Controlled Trials

Preferred Term
Ver bati m Text
Modi fied Term

Treatment Goup :

14

Corr.
Rel Ther? SAE?

676. 002. 24034

676. 006. 24145

* Re

URI NARY | NCONTI NENCE
I NTERM TTENT BEDVETTI NG

HEADACHE
| NCREASED | NTERM TTENT HEADACHES

I NSOWNI A
INSOW A --INITIAL  AND M DDLE

URI NARY | NCONTI NENCE
I NTERM TTENT BED VETTI NG

HOSTI LI TY
I NCREASED AGGRESSI ON

ABDOM NAL PAI N
STOVACH ACHE

HEADACHE
HEADACHE

DYSPEPSI A
I NDI GESTI ON

DYSMENCRRHEA
MENSTRUAL CRAMPS

SOMNOLENCE
DAYTI ME DROWSI NESS

DECREASED APPETI TE
DECREASE | N APPETI TE

PAROXETI NE

Days Rel To

Start

(Stop) O Onset (End)

Study Med* Dat e

14 (-55) 22JUN2000
(28JUN2000)

25 (-44) 03JUL2000
(21JUL2000)

29 (-40) 07JUL2000
(13AUG2000)

47 (-22) 25JUL2000
(09AUG2000)

50 (-19) 28JUL2000
(17AUG2000)

69 (0) 16AUG2000
(16AUG2000)

6 (-122) 29AUR2000
(30AUG2000)

18 (-110) 10SEP2000
( 10SEP2000)

20 (-108) 12SEP2000
(12SEP2000)

22 (-106) 14SEP2000
(22SEP2000)

22 (-106) 14SEP2000
(100CT2000)

Eve. No
Dur. Orse Epi. Int Act
7 CON MOD NO
DAYS
19 CON MOD NO
DAYS
38 CON MOD NO
DAYS
16 COON MOD NO
DAYS
21 CON . MDD
DAYS
<1 CON ML NO
DAY
2 CON ML NO
DAYS
<1 CON MOD NO
DAY
<1 CON SEV NO
DAY
9 CON ML NO
DAYS
27  CON MOD NO
DAYS

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

Days from AE Onset Date to Start of Study Med.
Event Course [Eve.

Intensity [Int]:

Action Taken Wth Respect to |Investigational
Rel ati onship to I nvestigational

Drug [Rel]:

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

Drug [Act]:

+ 1 (Rel

INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

(14AUG2003: 17: 07)

PBU Yes No
UNR No No
UNR No No
PBU No No

PBU No No

PCS No No
UNR Yes No
UNR Yes No
PCS No No
PCS No No

Days from AE Onset Date to End of Study Med.)
CON = Const ant
SEV = Severe
I NC = Dose increased, STP = Drug stopped
REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated



GSK CONFI DENTI AL

Subj ect

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108
Par oxeti ne EMEA

EMEA Listing 2.01

l'i st201. sas

Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup

Paedi atric Placebo Controlled Trials

Preferred Term
Ver bati m Text
Modi fied Term

Treatment Goup :

14AUG2003: 17: 08 ar pl11030

Int Act

676. 006. 24145

676.007. 24177

£<T <9 <P <¥T <¥ <U <U <T <7

PHARYNG TI S
SORE THROAT

DYSMENCRRHEA
MENSTRUAL CRAMPS

HOSTI LI TY
OPPOSI TI ONAL  DEFI ANT BEHAVI CR

DYSMVENCRRHEA
MENSTRUAL CRAMPS

Dl ZZI NESS
DI ZZI NESS

MYCCLONUS
MYCCLONI C JERKS

DI ZZI NESS
DI ZZI NESS

MYCOCLONUS
MYCCLONI C JERKS

HOSTI LI TY
BEHAVI CRAL DI SI NHI BI TI ON

BEHAVI ORAL DI SI NHI BI TI ON { DI SOBEDI ANT | NCREASE

OPPOSI TI ONAL  BEHAVI OUR}

676.023. 17877 P:
V:
M

* Rel

Action Taken W't
Rel ationship t

FECAL | NCONTI NENCE

I NCREASE | N BLADDER AND BOWEL | NCONTI NENCE
I NCREASE | N BONEL | NCONTI NENCE

PAROXETI NE

Days Rel To

Start

(Stop) O Onset (End)

Study Med* Dat e

41 (-87) 030CT2000
(040CT2000)

55 (-73) 170CT2000
(170CT2000)

70 (-58) 01NOV2000
(01NOV2000)

96 (-32) 27NOV2000
(28NOV2000)

119 (-9) 20DEC2000
(02JAN2001)

119 (-9) 20DEC2000
(07JAN2001)

133 (5) 03JAN2001
(07JAN2001)

138 (10) 08JAN2001
(09JAN2001)

57 (-59) 04APR2000
(15MAY2000)

1 (-55) 02AUGR000
(04AUG2000)

Eve. No
Dur. Ose Epi
2 CON
DAYS
<l CON
DAY
<1 CON
DAY
2 CON
DAYS
14  CON
DAYS
19 INT 25
DAYS
5 CON
DAYS
2 I NT 5
DAYS
42 CON
DAYS
3 I NT 3
DAYS

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

Days from AE Onset Date to Start of Study Med.
Event Course [Eve.
Intensity [Int]:
h Respect to Investigational Drug [Act]:

+ 1 (Rel
INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

ML

ML NO

SEV NO

ML NO

ML NO

ML

ML NO

PBU

Days from AE Onset Date to End of Study Med.)
CON = Const ant
SEV = Severe

15

Corr.

Ther ? SAE?
Yes No
Yes No
No No
Yes No
Yes No
No No
No No
No No
No No
No No

I NC = Dose increased, STP = Drug stopped

o Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

(14AUG2003: 17: 07)



GSK CONFI DENTI AL/ bi oenv/ dart 10/ sbbr1 29060 _cda/ enea/list/1ist201.108 1ist201.sas 14AUX003:17:08 arpll030
Par oxeti ne EMEA

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

PCS

REL

UNR

REL

REL

PCS

UNR

16

Corr.

Ther ? SAE?
No No
No No
No No
No No
No No
No No
No No
No No
No No
No No

Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act
676.023. 17877 P: URI NARY | NCONTI NENCE 1 (-55) 02AUG2000 3 I NT 3 ML NO
V: | NCREASE | N BLADDER AND BOWEL | NCONTI NENCE (04AUG2000) DAYS
M I NCREASE | N BLADDER | NCONTI NENCE
P: ABDOM NAL PAI N 1 (-55) 02AUG2000 4 CON . ML NO
V: STOVACH ACHE (05AUG2000) DAYS
P:  HEADACHE 1 (-55) 02AUG2000 7 I NT 3 ML NO
V:  HEADACHE (08AUG2000) DAYS
P: HOSTILITY 7 (-49) 08AUG2000  CON . MDD STP
V: DI SI NHI Bl TED ( J)
M DI SI NHI Bl TED { PATI ENT BECOM NG MORE AGGRESS| VE
TOMRDS H S PARENTS}
P: RASH 10 (-46) 11AUG2000 5 I NT 1 ML NO
V: RASH (15AUG2000) DAYS
P: MANI C REACTI ON 14 (-42) 15AUG000  CON . SEV
V: HYPOVANI A ( )
P: HOSTILITY 18 (-38) 19AUG2000  CON . MDD
V: OPPOSI Tl ONAL ( J)
M OPPOSI TI ONAL { ACTI NG DEFI ANT TOMRDS PARENTS}
P: NEURCSI S 18 (-38) 19AUR000 15 CON . MD
V: | MPULSI VE (02SEP2000) DAYS
P: PRURI TUS 29 (-27) 30AUG2000  CON . ML STP
V: | TCHY BACK ( .
P: CONJUNCTIVITI S 55 (-1) 25SEP2000 <1 CON . ML NO
V: CONJUNCTIVITIS (25SEP2000) DAY

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)

Event Course [Eve. Crse]: INT = Intermttent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe

Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)



GSK CONFI DENTI AL

Subj ect

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108

Par oxeti ne EMEA

EMEA Listing 2.01

l'i st201. sas

Adverse Events of Patients with on Therapy plus 30 days Hostility

Preferred Term
Ver bati m Text
Modi fied Term

By Treatnent G oup

Paedi atric Placebo Controlled Trials

Treatment Goup :

Days Rel To
Start
(Stop) O
Study Med*

PAROXETI NE

14AUG2003: 17: 08 ar pl11030

Int Act

676. 023. 17877

676. 023. 17879

* Re

ALBUM NURI A
PROTEI N I N URI NE

DYSMENCRRHEA
MENSTRUAL CRAMPS

COUGH | NCREASED
SLI GHT COUGH

ASTHENI A
MORE Tl RED

DRY MOUTH
DRY MOUTH

TH RST
FEELS THI RSTY

I NSOWNI A
I NSOWNI A

RASH
LEG RASH

DYSMENCRRHEA
MENSTRUAL CRAMPS

VOM TI NG
VOM TI NG

HEADACHE
HEADACHE

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

Days from AE Onset Date to Start of Study Med.
Event Course [Eve.

Intensity

Action Taken Wth Respect to |Investigational
Rel ati onship to I nvestigational

Drug [Rel]:

165 (109)

-2 (-137)

3 (-132)

15 (-120)

15 (-120)

18 (-117)

20 (-115)

26 (-109)

28 (-107)

30 (-105)

+ 1 (Rel
Crse]:
[Int]:
Drug [Act]:

Onset (End) Eve. No
Dat e Dur. Ose Epi
26SEP2000  CON

( )
13JAN2001 <1 COON
(13JAN2001) DAY
11NOV2000  CON

( -)
16NOV2000 15 CON
(30NOV2000) DAYS
28NOV2000  CON

( )
28NOV2000 10 INT
(07DEC2000) DAYS
01DEC2000  CON

( )
03DEC2000  CON

( )
09DEC2000 <1 CON
(09DEC2000) DAY
11DEC2000 3 I NT
(13DEC2000) DAYS
13DEC2000 <1 INT

( 13DEC2000)

INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

DAY

ML

ML

ML

17

Corr.
Rel Ther? SAE?
UNR No No
UNR Yes No

Yes No
PCS No No
PCS No No
PCS No No
PBU No No
PGS No No
UNR Yes No
UNR No No
PBU No No

Days from AE Onset Date to End of Study Med.)
CON = Const ant
SEV = Severe

REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

(14AUG2003: 17: 07)

I NC = Dose increased, STP = Drug stopped



GSK CONFI DENTI AL

P: Preferred Term
V: Verbati m Text
M

Subj ect Modi fied Term

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108
Par oxeti ne EMEA

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Goup :

l'i st201. sas

14AUG2003: 17: 08 ar pl11030

Int Act

676. 023. 17879 I NFECTI ON

P:
V: STREP THROAT
M

STREPTOCOCCAL THROAT

NAUSEA
NAUSEA, VOM TI NG
NAUSEA

VOM TI NG
NAUSEA, VOM TI NG
VOM TI NG

DYSMENCRRHEA
MENSTRUAL CRAMPS

DYSMENCRRHEA
MENSTRUAL CRAMPS

NAUSEA
NAUSEA

I NFECTI ON
STREP THROAT

HOSTI LI TY

HEADACHE
HEADACHE

<UT <£¥ <¥ <¥ <T¥U <U ZI<T <D

<3

ALLERG C REACTI ON
SEASONAL ALLERA ES

AGCRESSI VE BEHAVI R ( SHOVED SCHOOLMATE)

PAROXETI NE
Days Rel To
Start
(Stop) O Onset (End)
Study Med* Dat e Dur .
30 (-105) 13DEC2000 13
(25DEC2000) DAYS
49 (-86) 01JAN2001 3
(03JAN2001) DAYS
49 (-86) 01JAN2001 3
(03JAN2001) DAYS
51 (-84) 03JAN2001 <1
(03JAN2001) DAY
61 (-74) 13JAN2001 <1
(13JAN2001) DAY
61 (-74) 13JAN2001 2
(14JAN2001) DAYS
83 (-52) 04FEB2001 6
(09FEB2001) DAYS
87 (-48) 08FEB2001 <1
(08FEB2001) DAY
103 (-32) 24FEB2001 5
(28FEB2001) DAYS
129 (-6) 22VAR2001  CON

( -)

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

* Rel

Intensity

Action Taken Wth Respect to |Investigational

Rel ati onship to Investigational

/ bi oenv/ dart 10/ sbbr1 29060_cda/ emea/ code/ | i st 201. sas

Drug [Rel]:

Days from AE Onset Date to Start of Study Med.
Event Course [Eve.

[Int]:
Drug [Act]:

Crse]:

+ 1 (Rel

INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

CON = Const ant
SEV = Severe

ML

ML

ML

ML

18
Corr.
Rel Ther? SAE?
UNR Yes No
UNR No No
UNR No No
UNR Yes No
UNR Yes No
UNR No No
UNR Yes No
PCS No No
PGS Yes No
UNR Yes No

Days from AE Onset Date to End of Study Med.)

REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated

(14AUG2003: 17: 07)

I NC = Dose increased, STP = Drug stopped
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Par oxeti ne EMEA

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
676.023.17879 P: PHARYNG Tl S 129 (-6) 22NVAR2001 <1 CON . ML NO UNR No No
V: THRQAT | RRI TATI ON (22VAR2001) DAY
P: CONJUNCTIVITI S 130 (-5) 23MAR2001 4 CON . MODNO UNRYes No
V: CONJUNCTIVITI S (26MAR2001) DAYS
701. 148. 27660 P: HOSTILITY 2 (-28) 19NOV2000 32  CON . SEV STP PCS No No
V: | NCREASED AGGRESSI ON (20DEC2000) DAYS
P: TREMOR 3 (-27) 20NOV2000 9 I NT 2 ML NO PGS No No
V: SHAKY FEELI NG (28NOV2000) DAYS
P:  PURPURA 5 (-25) 22NOV2000  CON . MDD NO UNR No No
V: BRU SI NG ON Rl GHT CHEEK ( )
P:  HEADACHE 22 (-8) 09DEC2000 <1 CON . MDD NO PBU Yes No
V:  HEADACHE (09DEC2000) DAY
P: MELENA 22 (-8) 09DEC2000 <1  INT 2 ML NO PBU No No
V: BLOODY STOCOL (09DEC2000) DAY
P: TREMOR 24 (-6) 11DEC2000 <1  CON . ML NO UNR No No
V: TREMOR I N Rl GHT HAND (11DEC2000) DAY
704.005. 27054 P: HOSTILITY 42 (-35) 28AUG2000  CON . MD POS No No
V: DI SI NHI Bl TEDY OPPCSI Tl ONAL ( )
M OPPCSI TI ONAL{ | NCREASI NGLY DI FFI CULT TO GET
ALONG W TH & ARGUMENTATI VE}
P: PERSONALI TY DI SORDER 42 (-35) 28AUG2000  CON . MDD PGS No No
V: DI SI NH Bl TED/ OPPCSI Tl ONAL ( J)
M DI SI NHI Bl TED{ CHARACTER CHANGE NOTI CED BY
PARENTS}

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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Par oxeti ne EMEA

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
704.005. 27054 P: HOSTILITY 42 (-35) 28AUR000 19 CON . MDD PCS No No
V: DI SI NH Bl TEDY OPPCSI TI ONAL (15SEP2000) DAYS
M CPPCSI TI ONAL{ | NCREASI NGLY DI FFI CULT TO CGET
ALONG W TH & ARGUVENTATI VE}
P: PERSONALI TY DI SORDER 42 (-35) 28AUG2000 19 CON . MDD PCS No No
V: DI SI NHI Bl TEDY OPPCSI TI ONAL (15SEP2000) DAYS
M DI SI NH Bl TED{ CHARACTER CHANGE NOTI CED BY
PARENTS}
P:  HEADACHE 52 (-25) 07SEP2000 <1  INT 1 ML NO PGS No No
V: HEADACHES (07SEP2000) DAY
704.009. 25504 P: ABDOM NAL PAIN 0 (-94) 28NOV2000 <1 INT 1 ML No No
V: STOVACH ACHE (28NOV2000) DAY
P: EMOTI ONAL LABI LI TY 18 (-76) 16DEC2000 <1 I NT 1 MDD NO PBU No No
V: CRYING (16DEC2000) DAY
P: HOSTILITY 18 (-76) 16DEC2000 <1 I NT 1 MDD NO PBU No No
V: PHYSI CAL AGGRESSI ON (16DEC2000) DAY
P: RESPI RATORY DI SORDER 73 (-21) 09FEB2001 CON . ML NO UNR Yes No
V: COWWON COLD ( )
704.015. 27044 P: CONCENTRATI ON | MPAI RED 2 (-54) 27SEP2000  CON . ML NO PCs No No
V: DI STRACTI BLE ( J)
P:  CONCENTRATI ON | MPAI RED 2 (-54) 27SEP2000  CON . ML NO PGS No No
V: | NATTENTI VE ( )
P: DRY MOUTH 2 (-54) 27SEP2000  CON . ML NO PGS No No
V: DRY MOUTH ( )

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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Par oxeti ne EMEA

EMEA Listing 2.01

l'i st201. sas

Adverse Events of Patients with on Therapy plus 30 days Hostility

Preferred Term
Ver bati m Text
Modi fied Term

Treatment Goup :

By Treatnent G oup
Paedi atric Placebo Controlled Trials

14AUG2003: 17: 08 ar pl11030

Int Act

21

Corr.
Rel Ther? SAE?

704. 015. 27044

* Re

HYPERKI NESI A
HYPERACTI VE

NAUSEA
NAUSEA

SVEATI NG
DI APHORESI S

TREMOR
TREMJLQUS

SINUSI TI S
SI NUS | NFECTI ON

MYALG A
MYALG A I N LEGS

SINUSITI S
SI NUS | NFECTI ON

HOSTILITY

OPPCSI TI ONAL  DEFI ANT DI SORDER

HOSTI LI TY

OPPCSI TI ONAL DEFI ANT DI SORDER

URI NARY | NCONTI NENCE

ENURESI S

BACK PAIN
MULTI PLE ACHES

MULTI PLE ACHES { BACKACHE}

PAROXETI NE
Days Rel
Start
(Stop) O Onset (End)
Study Med* Dat e
2 (-54) 27SEP2000
( )
2 (-54) 27SEP2000
( )
2 (-54) 27SEP2000
(28SEP2000)
2 (-54) 27SEP2000
( 30SEP2000)
12 (-44) 070CT2000
( )
12 (-44) 070CT2000
(080CT2000)
12 (-44) 070CT2000
(210CT2000)
14 (-42) 090CT2000
( )
14 (-42) 090CT2000
( 14NOV2000)
23 (-33) 180CT2000
( )
23 (-33) 180CT2000
(190CT2000)

2 CON
DAYS

4 CON
DAYS

37 COON
DAYS

DAYS

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

ML NO

ML NO

ML STP

ML STP

ML NO

ML NO

PGS No No
PCS No No
PCS No No
PGS No No
UNR Yes No

UNR Yes No

UNR Yes No
REL No No
REL No No
PCS No No

UNR Yes No

Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

Event Course [Eve.

Intensity [Int]:
Action Taken Wth Respect to |Investigational
Rel ati onship to I nvestigational

Crse]:

INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

CON = Const ant
SEV = Severe

(14AUG2003: 17: 07)

I NC = Dose increased, STP = Drug stopped
REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated
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Subj ect

704. 015. 27044

704. 015. 27095

*

Action Taken Wth Respect to |Investigational
Rel ati onship to Investigational

<T¥T <¥ <£¥ < <¥ <U ZI<T LI

<D

Rel

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108

Par oxeti ne EMEA

EMEA Listing 2.01

l'i st201. sas

Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup

Paedi atric Placebo Controlled Trials

Onset (End)
Dat e

180CT2000 2
(190CT2000)

180CT2000 2
(190CT2000)

180CT2000 2
(190CT2000)

240CT2000 2
( 250CT2000)

290CT2000 2
(300CT2000)

07NOV2000
( -)
07NOV2000

( )
07NOV2000 5
(11NOV2000) DAYS

07NOV2000 10
(16NOV2000) DAYS

CON

Treatment Group : PAROXETI NE

Days Rel
Preferred Term Start
Ver bati m Text (Stop) O
Modi fied Term Study Med*
HEADACHE 23 (-33)
MULTI PLE ACHES
MULTI PLE ACHES { HEADACHE}
NAUSEA 23 (-33)
MULTI PLE ACHES
MULTI PLE ACHES { SI CK TO STOVACH}
PAI N 23 (-33)
MULTI PLE ACHES
MULTI PLE ACHES {LEG ACHE}
MYALG A 29 (-27)
MYALA A | N LEGS
TRAUVA 34 (-22)
DOG BI TE UPPER LI P
HEADACHE 43 (-13)
HEADACHE
ULCERATI VE STOVATI TI S 43 (-13)
ORAL ULCER
RH NI TI S 43 (-13)
ALLERG C RHINITIS
I NFECTI ON 43 (-13)
VI RAL SYNDROVE
TOOTH DI SORDER 8 (-49)

TOOTHACHE

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453

Days from AE Onset Date to Start of Study Med.
INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

Event Course [Eve.
Intensity [Int]:

Drug [Rel]:

/ bi oenv/ dart 10/ sbbr1 29060_cda/ emea/ code/ | i st 201. sas

Drug [Act]:

+ 1 (Rel
Crse]:

20NOV2000 2
( 30NOV2000) DAYS

CON

CON = Const ant
SEV = Severe

(14AUG2003: 17: 07)

14AUG2003: 17: 08 ar pl11030

Int Act

ML NO

ML NO

ML NO

ML NO

ML NO

ML NO

ML NO

Corr.

22

Rel Ther? SAE?

UNR Yes

UNR Yes

UNR Yes

UNR Yes

UNR Yes

PCS No

UNR Yes

UNR Yes

UNR Yes

UNR Yes

Days from AE Onset Date to End of Study Med.)

No

No

No

No

No

I NC = Dose increased, STP = Drug stopped
REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated
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Par oxeti ne EMEA
EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials
Treatment Group : PAROXETI NE
Days Rel
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No Corr.
Subj ect M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
704.015. 27095 P: FEVER 10 (-47) 01DEC2000 2 CON ML NO UNR Yes No
V: FEVER (02DEC2000) DAYS
P: HOSTILITY 17 (-40) 08DEC2000  CON ML NO REL No No
V: DI SRUPTI VE BEHAVI OR ( J)
M DI SRUPTI VE BEHAVI OUR{ AGGRESSI VE BEHAVI OUR}
P: SOVNOLENCE 17 (-40) 08DEC2000 8 CON ML NO REL No No
V: SEDATI ON ( 15DEC2000) DAYS
P:  DECREASED APPETI TE 17 (-40) 08DEC2000 10 CON ML NO REL No No
V: DECREASED APPETI TE (17DEC2000) DAYS
P:  HYPERKI NESI A 17 (-40) 08DEC2000 10 CON MZD REL No No
V: HYPERACTIVI TY (17DEC2000) DAYS
704. 016. 25451 P: ULCERATI VE STOVATITI S 6 (-64) 06APR2000 16 CON ML NO U\NR No No
V: CANKER SORE (21APR2000) DAYS
P:  HYPERKI NESI A 19 (-51) 19APR2000 4 CON ML PCS No No
V: HYPERACTI VI TY (22APR2000) DAYS
P: HOSTI LI TY 68 (-2) 07JUN2000 6 CON MD NO  REL No No
V: ANGRY (12JUN2000) DAYS
P: PERSONALI TY DI SORDER 68 (-2) 07JUN2000 6 CON MOD NO REL No No
V: DI SI NH Bl TED (12JUN2000) DAYS
M DI SI NHI Bl TED{ MORE | MPULSI VE LESS
I NHI Bl TED} { CHARACTER CHANGE}
704.019. 25384 P: HEADACHE -1 (-44) 09FEB2000 2 CON MOD Yes No
V: HEADACHE (10FEB2000) DAYS
I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453
* Rel Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)

Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Action Taken Wth Respect to Investigational Drug [Act]: NO = None, RED = Dose reduced, |INC = Dose increased, STP = Drug stopped
Rel ati onship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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Subj ect

704. 019. 25384

*

<¥ <T <£7T

<73

<¥ <3

Rel

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108
Par oxeti ne EMEA

Preferred Term
Ver bati m Text
Modi fied Term

FEVER
FEVER

RH NI TI'S
NASAL CONCESTI ON

PHARYNG TI S
SORE THROAT

ABDOM NAL PAI N
HEARTBURN STOVACH ACHE
STOVACH ACHE

DYSPEPSI A
HEARTBURN STOVACH ACHE
HEARTBURN

HEADACHE
HEADACHE

VOM TI NG
EMESI S

ABDOM NAL PAI'N
STOVACH ACHE

AG TATI ON
AG TATI ON

AG TATI ON
I NCREASED AG TATI ON

HOSTILITY
AGGRESS| VE BEHAVI OUR

I ncludes studies 329, 377, 676, 701, 704 and pl acebo controlled

Days from AE Onset Date to Start of Study Med.
Event Course [Eve.

Intensity [Int]:

Action Taken Wth Respect to |Investigational
Rel ati onship to Investigational

/ bi oenv/ dart 10/ sbbr1 29060_cda/ emea/ code/ | i st 201. sas

Drug [Rel]:

EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup
Paedi atric Placebo Controlled Trials

Treatment Goup :

Drug [Act]:

Crse]:

l'i st201. sas

PAROXETI NE

Days Rel To

Start

(Stop) O Onset (End)

Study Med* Dat e

0 (-43) 10FEB2000
( 10FEB2000)

0 (-43) 10FEB2000
( 10FEB2000)

6 (-37) 16FEB2000
( 16FEB2000)

12 (-31) 22FEB2000
(22FEB2000)

12 (-31) 22FEB2000
(22FEB2000)

12 (-31) 22FEB2000
(22FEB2000)

19 (-24) 29FEB2000
(29FEB2000)

19 (-24) 29FEB2000
(01MAR2000)

22 (-21) 03MAR2000
( )

22 (-21) 03MAR2000
( )

22 (-21) 03VAR2000
(07MAR2000)

+ 1 (Rel

INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

<1 CON
DAY

<1 CON
DAY

<l OON
DAY

<1l CON
DAY

DAYS

CON

CON

5 I NT 5

DAYS

phase of 453

14AUG2003: 17: 08 ar pl11030

Int Act

ML NO

ML NO

SEV NO

SEV NO

SEV

Corr.

24

Rel Ther? SAE?

PBU No

PBU Yes

PBU Yes

PBU Yes

UNR No

UNR Yes

PCS No

PCS No

PCS No

Days from AE Onset Date to End of Study Med.)
CON = Const ant
SEV = Severe

No

No

No

REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated

(14AUG2003: 17: 07)

I NC = Dose increased, STP = Drug stopped
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704. 019. 25384

704. 019. 25386
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EMEA Listing 2.01

l'i st201. sas

14AUG2003: 17: 08 ar pl11030 25

Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

Preferred Term
Ver bati m Text
Modi fied Term

DYSPEPSI A
UPSET STOVACH

HEADACHE
HEADACHE

DECREASED APPETI TE
DECREASED APPETI TE

I NSOWNI A
SLEEP DI STURBANCE

DECREASED APPETI TE
DECREASED APPETI TE

I NSOWNI A
SLEEP DI STURBANCE

HEADACHE
| NTERM TTENT HEADACHES

VOM TI NG
EMESI S

VOM TI NG
EMESI S

ABDOM NAL PAI N
ABDCM NAL PAI N

Treatment Group : PAROXETI NE

Days Rel To

Start

(Stop) O Onset (End) Eve. No Corr.

Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?

25 (-18) 06MAR2000 <1 CON ML NO UNR No No
(06VAR2000) DAY

25 (-18) 06MAR2000 <1  COON MOD NO PGS No No
(06MAR2000) DAY

26 (-17) 07MAR2000  CON ML NO PGS No No
( 2)

26 (-17) 07MAR2000  CON MD NO PGS No No
( )

26 (-17) 07NVAR2000 21 CON ML NO PGS No No
(27VMAR2000) DAYS

26 (-17) 07MAR2000 21  CON MDD NO PGS No No
(27MAR2000) DAYS

44 (1) 25MAR2000 7 INT 14 MDD NO UNRYes No
(31MAR2000) DAYS

44 (1) 25MAR2000 7 INT 28 SEVNO UNRYes No
(31MAR2000) DAYS

55 (12) 05APR2000 <1  CON MD NO  UNR No No
(05APR2000) DAY

25 (-11) 25SEP2000 <1 CON ML NO UNR No No
(25SEP2000) DAY

25 (-11) 25SEP2000 <1 CON ML NO UNR No No

*

Rel

VOM TI NG
EMESI S

(25SEP2000) DAY

I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

Days from AE Onset Date to Start of Study Med.
Event Course [Eve.

Intensity [Int]:

Action Taken Wth Respect to |Investigational
Rel ati onship to I nvestigational

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

Drug [Rel]:

Crse]:

Drug [Act]:

+ 1 (Rel
INT = Intermttent,
ML = MIld, MDD = Mderate,
NO = None, RED = Dose reduced,

Days from AE Onset Date to End of Study Med.)

CON = Const ant

SEV = Severe

I NC = Dose increased, STP = Drug stopped

REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated

(14AUG2003: 17: 07)
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Subj ect

704. 019. 25386

704. 048. 27175

704. 055. 28174

* Re

/ bi oenv/ dart 10/ sbbr| 29060_cda/ enea/list/list201.108

l'i st201. sas
Par oxeti ne EMEA

EMEA Listing 2.01

14AUG2003: 17: 08 ar pl11030

Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup
Paedi atric Placebo Controlled Trials

Corr.

26

Rel Ther? SAE?

UNR No

UNR No

UNR Yes

UNR Yes

UNR Yes

PCS No

PCS No

PBU No

UNR No

No

No

No

No

Yes

No

Treatment Group : PAROXETI NE
Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No
M Modified Term Study Med* Dat e Dur. Orse Epi. Int Act
P: HOSTILITY 26 (-10) 26SEP2000 2 I NT 2 MD
V: AGCGRESSI VE BEHAVI OR (27SEP2000) DAYS
P: NAUSEA 7 (-63) 28MAR2001 2 CON MOD NO
V:  NAUSEA (29MAR2001) DAYS
P: VOM TI NG 7 (-63) 28MAR2001 2 CON MOD NO
V: VOM TI NG (29MAR2001) DAYS
P: TOOTH CAR ES 26 (-44) 16APR2001 <1 CON MOD NO
V: TOOTH CAVI TY (16APR2001) DAY
P: STOVATITI S 27 (-43) 17APR2001 <1 CON MOD NO
V: PAIN I N MOUTH (17APR2001) DAY
P: ABDOM NAL PAI N 39 (-31) 29APR2001 3 CON ML NO
V. ABDOM NAL PAI N (01NMAY2001) DAYS
P: HOSTILITY 55 (-15) 15MAY2001 16  CON MOD NO
V: AGGRESS| VE BEHAVI OR (30NMAY2001) DAYS
P: HOSTILITY 55 (-15) 15MAY2001 16  CON MOD NO
V: HOSTI LE BEHAVI OR (30MAY2001) DAYS
P:  NERVOUSNESS 55 (-15) 15MAY2001 16  CON MOD NO
V: | RRI TABLE BEHAVI OR (30MAY2001) DAYS
P: HOSTILITY 71 (1) 31VAY2001 2 CON SEV NO
V: | RRI TABLE/ HOSTI LE AGGRESSI VE BEHAVI QUR WORSENED (01JUN2001) DAYS
M | RRI TABLE/ HOSTI LE/ AGGRESSI VE BEHAVI OR WORSENED
{ OPPCSI TI ONAL DEFI ANT}
P: NAUSEA 13 (-61) 07FEB2001 <1  INT 1 ML NO
V:  NAUSEA (07FEB2001) DAY
I ncludes studies 329, 377, 676, 701, 704 and pl acebo control |l ed phase of 453

| Days fromAE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)

Event Course [Eve. Crse]: INT = Intermittent, CON = Constant

Action Taken Wth Respect to |Investigational
Rel ati onship to I nvestigational

Intensity [Int]: ML = MIld, MO = Mderate,
Drug [Act]: NO = None, RED = Dose reduced,
Drug [Rel]:

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

SEV = Severe
I NC = Dose increased, STP = Drug stopped
REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated

(14AUG2003: 17: 07)
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Subj ect

704. 055. 28174
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Par oxeti ne EMEA

EMEA Listing 2.01

Adverse Events of Patients with on Therapy plus 30 days Hostility

By Treatnent G oup

Paedi atric Placebo Controlled Trials

Treatment Group : PAROXETI NE

Days Rel To
P: Preferred Term Start
V: Verbatim Text (Stop) O Onset (End) Eve. No. Corr.
M Modified Term Study Med* Dat e Dur. Crse Epi. Int Act Rel Ther? SAE?
P: HOSTILITY 39 (-35) 05MAR2001 18 CON . SEV NO UNR No Yes
V: "TIME - QUT" HOSPI TALI ZATI ON ( AGGRESSI VE (22MAR2001) DAYS
BEHAVI OUR)
P: AQ TATI ON 40 (-34) 06MAR2001 8 I NT 2 MDD NO UNR Yes No
V: AGQ TATI ON (13MAR2001) DAYS
P: OTl TI S EXTERNA 40 (-34) 06MAR2001 10 CON . MDD NO UNR Yes No
V: OTlTIS MEDI A & EXTERNA (15MAR2001) DAYS
M Ol TI' S EXTERNA
P: OTITIS MEDI A 40 (-34) 06MAR2001 10 CON . MDNO UNRYes No
V: OTlTIS MEDI A & EXTERNA (15MAR2001) DAYS
M OTITIS MEDI A
P: HOSTILITY 63 (-11) 29MAR2001 26 CON . SEVNO UNR No Yes
V. AGCGRESSI VE BEHAVI OUR (23APR2001) DAYS
P: OTlI TI' S EXTERNA 64 (-10) 30MAR2001 10 CON . MODNO UNRYes No
V: EAR, OTIl TI S EXTERNA (08APR2001) DAYS
M LEFT EAR, OIlI TI' S EXTERNA
P: OTTIS MEDI A 64 (-10) 30MAR2001 10 CON . MDNO UNRYes No
V: EAR, OTITIS MEDI A W EFFUSI ON (08APR2001) DAYS
M LEFT EAR, OTITIS MEDI A W TH EFFUSI ON
I ncludes studies 329, 377, 676, 701, 704 and pl acebo control | ed phase of 453
Days from AE Onset Date to Start of Study Med. + 1 (Rel Days from AE Onset Date to End of Study Med.)

* Rel

Action Taken Wth Respect to |Investigational

Event Course [Eve. Crse]: INT = Intermttent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe

Drug [Act]:

NO = None, RED = Dose reduced, |NC = Dose increased, STP = Drug stopped

Rel ationship to Investigational Drug [Rel]: REL = Related, PSR = Possibly Rel ated, PBU = Probably Unrel ated, UNR = Unrel at ed

/ bi oenv/ dart 10/ sbbr1 29060_cda/ emea/ code/ | i st 201. sas (14AUR003: 17: 07)
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EMEA Listing 2.01
Adverse Events of Patients with on Therapy plus 30 days Hostility
By Treatnent G oup
Paedi atric Placebo Controlled Trials

28

Corr.
Rel Ther? SAE?
PBU No No
UNR Yes No
PBU Yes Yes
PBU No Yes
UNR Yes No
UNR No No
UNR Yes No
UNR No No

No No
UNR Yes No

Treatment G oup : PLACEBO
Days Rel To

Preferred Term Start
Ver bati m Text (Stop) O Onset (End) Eve. No
Modi fied Term Study Med* Dat e Dur. Cse Epi. Int Act
VOM TI NG 27 (-81) 03MAR1996 3 I NT 2 ML NO
NAUSEA AND VOM TI NG (O5VAR1996) DAYS
COUGH | NCREASED 64 (-44) 09APR1996 22 CON MOD NO
CoucH (30APR1996) DAYS
EMOTI ONAL LABI LI TY 108 (0) 23MAY1996  CON SEV STP
PT. HOSPI TALI ZED FOR HOM Cl DAL SUI Cl DAL | DEATI O ( )
PT. HOSPI TALI ZED FOR SU Cl DAL | DEATI ON
HOSTI LI TY 108 (0) 23MAY1996  CON SEV STP
PT. HOSPI TALI ZED FOR HOM Cl DAL SU Cl DAL | DEATI O ( )
PT. HOSPI TALI ZED FOR HOM Cl DAL | DEATI ON
PHARYNG TI S 14 (-99) 24JAN2001 2 CON ML NO
SORE THROAT (25JAN2001) DAYS
RHNITIS 14 (-99) 24JAN2001 2 CON ML NO
NASAL CONGESTI ON (25JAN2001) DAYS
HEADACHE 20 (-93) 30JAN2001 2 CON ML NO
HEADACHE (31JAN2001) DAYS
SINUSI TI S 20 (-93) 30JAN2001 2 CON ML NO
SI NUS CONGESTI ON (31JAN2001) DAYS
HOSTI LI TY 20 (-93) 30JAN2001 3 CON MOD NO
| NCREASED AGGRESSI ON (01FEB2001) DAYS
SINUSITI S 35 (-78) 14FEB2001 29 CON MOD NO
SI NUS CONGESTI ON (14VAR2001) DAYS

* Re

Action Taken Wth Respect to |Investigational
Rel ati onship to I nvestigational

I ncludes studies 329, 377, 676, 701, 704 and pl acebo controlled

Days from AE Onset Date to Start of Study Med.

/ bi oenv/ dart 10/ sbbr 1 29060_cda/ emea/ code/ | i st 201. sas

phase of 453

+ 1 (Rel
Event Course [Eve. Crse]: INT = Intermittent, CON = Constant
Intensity [Int]: ML = MId, MOD = Mderate, SEV = Severe
Drug [Act]: NO = None, RED = Dose reduced,
Drug [Rel]:

(14AUG2003: 17: 07)

Days from AE Onset Date to End of Study Med.)

I NC = Dose increased, STP = Drug stopped
REL = Related, PSR = Possibly Related, PBU = Probably Unrelated, UNR = Unrel ated
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