
PROJECT: IND 232B0 - PAROXETINE (BRL 290501

INTEGRATED StJMHARV OF SAFETY INFORMATION 

PAROXETINE CLINICAL TRIALS PROGRAM ivi.

PROJECT ST A T IST IC IA N : William D. Bushnell, M.S. , 

1-800-251-0271 (Ext. 3245)

-ACTING-GLINl-CAL-

RFSEARCH DIRECTOR: Christine L. Blumhardt, Phann.'D. 

1-800-251-0271 (Ext. 3633).

ACTING V IC E-PR ESID EN T- 

HEDICAL A FFA IR S: Vincent-Whitinarsh, M.B., B.S. 

l-800-251r0271 (Ext. 3347),-

-lO-November-1989-

Plaintiff Exhibit
PX-075



Paroxetine
(rte2963)

Placebo

( n ^ )

Mean Age (yrs) 46.70 42.02
Hininum Age (yrs) 17 19
Haxinun Age (yrs) 94 73
Mean Weiĝ it (lbs) 156.92 165.61

Age Groups

<40 years 1112 (38X) 269 (49%)
40-64 years 1386 (47X) 263 (48%)
^  years 459 (16X) 22 (4%)
Lhknown . 6 -

Sex

Female 1864 (63X) 286 (52%)

Hale 1098 (37%) 268 (48%)

lhknown 1 -

Race

yhite 2571 (94%) 513 (93%)
Black. 81 (3%) 29 (5%)
Other 94 (3%) 12 (2%)

Unknown 217 -

Note: In thig table, all patients iin crossed ovei
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PAR Safety Sunrary -  09-Nov-1^9



Table 1.3

Demographic Infotnation 

Total Worldwide Patient Buolljnent 

Presented by Treatment Group

linipramine Amitriptyline CLomipranine Mianserin Doxepin Haprotiline
(rfc=33a) (tfe331) (n=193) (n=150) (0=135) (0=4)

40.46 43.64 57.27 49.98 68.19 56.75
18 17 21 17 60 46

74 82 % 87 82 63 •

157.26 145.17 141.49 147.79 159.62 ~

169 (50%) 147 (44%) 29 (15%) 45 (30%)

159 (47%) 161 (49%) 99 (52%) 76 (51%) 33 (24%) 4 (100%)

10 (3%) 23 (7%) 63 (33%) 
2

29 (19%) 102 (76%)

174 (51%) 240 (73%) 136 (70%) 99 (66%) 73 (54%) 3 (75%)

164 (49%) 91 (27%) 57 (3(]K) 51 (34%) 62 (46%) 1 (25%)

304 (93%) 238 (95%) 89 (67%) 144 (97%) 131 (97%) 4 (10(K)
17 (5%) 8 (3%) - 2 (1%) 4 (3%) -

6 (2%) 4 (2%) 43 (33%) 3 (2%) - -

11 - 81 - 61 - 1 . - - -

from one treatment to another are can ted  twice, once for eacli o f t t» ir  treatmefit graips. 
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Table 1.5 (Cont.) ■

Comparison o£ Adverse Experiences Listed By 

Term W ithin Body System 

Intent-to-Treat Population -  Worldwide Data 

Events Reported in At Least 1% of Paroxetine Patients

Body System Preferred Term Paroxetine Placebo

■. (N-2963) (N=554)

Nervous System

Abnormal Dreams 59 (2%) 4 (1%)

Agitation .. 115 (4%) 11 (2%)

Amnesia . 34 (1%) 4 (1%)

A nxiety , ■146 (5%) ’ 14 (3%)

CNS Stimulation 110 (4%-) 18 (3%)

Concentration Impaired 77 (3%) ■ .2 (0%)

Confusion 43 (1%) 4 (!%)■

Depersonalization • 27 (1%) 1 (0%)

Depression , 34 (1%) 2 (0%)

Dizziness 328(11%) 32 (6%)

Drugged Feeling 37 (1%) 4 (1%)

Emotional Lability 42 (1%) 2 (0%)

Insomnia 410(14%) 40 (7%)

Lack of Emotion 19 (1%) 1 (0%)

Libido Decreased 94 (3%) 0 (0%)

Manic Reaction ' 27 (1%) 2 .(0%)

Myoclonus 45 (2%) 3 (1%)

Nervousness 109 (4%) 12 (2%)

Paresthesia 150 (5%) 12 (2%)

Somnolence 606(20%) 49 (9%)

Tremor 320(11%) 10 (2%)

Vertigo 46 (2%) 1 (0%)
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• Table 1.7 ■

Comparisons for Adverse Experiences 

Number o£ Patients Whose Dosage was Permanently Stopped 

• Due to Adverse Experiences

World-Wide Intent-to-Treat Population

Adverse Experience Paroxetine Placebo All Oth«

Preferred Term (n==523) • . (n=29) ■(n=-258:

■Nausea 12i''(23%) 6 (21%) 36 (14%)

Somnolence 84 (16%) ■ 4 (14%) 67 (25%)

Insomnia • 66 (13%) 3 (10%) 19 (7%)

Headache 65 (12%) ' . ■ 7 (24%) 28 (11%)
Asthenia 60 (11%) 3 (10%) 39 (15%)

Dizziness ■ • 47 (9%) 4 (14%)- 44 (17%)
Tremor • 44 ■ (8%) 2 (7%) 25 (10%)

Diarrhea 35 (7%) 2 (7%) 6 (2%)
Agitation . 33 (6%) ■ 4 (14%) 10 (4%)

Sweating , 33 (6%) 2 (7%) 23 (9%)
Dry Kouth 32 (6%) 2 (7%) 74 (29%)
Vomiting 30 (6%) 0 (0%) , 5 (2%)
Anxiety 29 (6%) 1 (3%) 16 (6%)

Abddnarial Pain 2 6 (5%) 1 (3%) 7 (3%)
Decreased Appetite 24 (5%) 3 (10%) 10 (4%)

Constipati on 24 (5%) 3 (10%) 24 (9%)
Weight Gain ' 19 (4%) 0 (0%) 4 (2%)
Hypertension 18 (3%) 0 (0%) ■ 3 (1%)
Palpitation 17 (3%) 3 (10%) 19 (7%)

Paresthesia ■ 17 (3%) 0 (0%) 18 (7%)
CNS Stimulation ' 17 (3%) , 4 (14%) 15 (6%)
Blurred Vision ' ■ 17 (3%) 0 (0%) 12 (5%)
Emotional Lability ^ 16 (3%) 0 (0%) 11 (4%)
Abnormal Ejaculation 15 (9%) 0 (0%) 2 (2%)
Confusion - . 14 (3%) 0 (0%) 13 (5%)
Chest Pain 13 (2%) 0 (0%) ' 2 (1%),
■Manic Reaction 12 (2%) 1 (3%) 11 (4%)

Malaise , 11 (2%) 0 (0%) 8 (3%)
Drination * n p a i r ^ 11 (2%) 0 (0%) 14 (5%)
Tachycardia ■ 10 (2%) 1 (3%) 7 (3%)
Vertigo . 6 (1%) ■ 0 (0%) 10 , (4%)

All percentages are with respect to the number of patients in the 

drug group who discontinued treatment due to adverse experience. 

Denominator reflects gender. .
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SERIOUS ADVERSE EXRERIENCES

Deaths

Thirteen deaths occurred during or soon after paroxetine treatment 

in the world-wide clinical program. No deaths were considered to 

be associated with paroxetine administration.

b. Overdoses ■ , '

Overdoses are to be expected in a depressed population. Twenty 

overdoses were reported in paroxetine-treated patients. All cases 

in which paroxetine was overdosed responded w ith a full recovery.

4. SEVERE ADVERSE EXPERIENCES

Table 1.8 illustrates the comparison of treatment groups showing 

the severity of the adverse experience. In this conparison, 

paroxetine is associated w i t h  an intermediate rate o f  reporting at 

least one adverse experience, at least one moderate or severe 

adverse experience, and at least one severe adverse experience ' 

when coicpared to placebo and other antidepressants. ■

The safety summary includes searches of the world-wide data for 

groups of syitptoras associated with antidepressants such as the- 

zimelidine reaction, serotonin syndrome, bleeding.diathesis, -and ’ 

sexual dysfunction. Also, rare adverse experiences which can be 

organ- or life-threatening are discussed in detail. Recognizing 

the limitations in retrospective review of a database, few reports 

of serious illness have b e e n  associated with paroxetine treatment. 

In at least 3 individual cases, the possibility of a  relationship 

between paroxetine and single reports of erythema nodosum, '

pulmonary alveolitis, and transient liver enzyme elevation cannot 

■be excluded. .
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8. CCMXaSlCNS

The integrated summary of safety infonnation provides support for 

the, use of paroxetine in treatment of depression- Paroxetine is a 

specific serotonin reuptake inhibitor with biologic -actions which 

are responsible for t±erapeutic response and actions which can be 

adverse. Paroxetine has demonstrated a favorable risk/benefit 

ratio vdiich can be of significant benefit in the treatment of 

depression. ' . '

PAR Safety Summary - 20-Nov-1989- -25- 52
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PAR 03-03 -113  (P a r o x e t in e -tr e a te d )
PAR 0 4 -03 -113  (P a r o x e t in e -tr e a te d )  '

The p a t ie n t  i s  a 32-^year-old w h ite  fem ale vdio en tered  th e  stu d y  on 7 /0 3 /8 6  
w ith  a d ia g n o s is  o f  major d e p r e ss io n , r e c u r r e n t, (DSM-III 2 9 6 , 3 0 ) .  She was 
in  good g en era l h e a lth  and no known drug a l l e r g i e s  v/ere re p o r te d .

S c r e e n in g  la b o ra to ry  s t u d ie s ,  ECG, c h e s t  x - r a y , and o p h th a lm o lo g ic  exam 
r e v e a le d  no s ig n i f i c a n t  a b n o r m a lit ie s . ■

On 7 /1 0 /8 6  the p a t ie n t  began p a ro x e tin e  20 rag/day and p ro g ressed  to  50 
m g/day. She was on drug 42 days under t h i s  p r o to c o l-  No ad verse  c l i n i c a l  
e x p e r ie n c e s  were rep orted  d u rin g  t h i s  p o r t io n  o f  the s tu d y . She e le c t e d  to  
c o n t in u e  on p a ro x etin e  50 m g/day in  th e  1 -y e a r  e x te n s io n  stu d y .

On 1 0 /3 0 /8 6  the p a t ie n t  was s e e n  in  th e  em ergency room w ith  a c u te  a lc o h o l  
i n t o x ic a t io n .  There o r ig in a l ly  was some q u e s t io n  o f  a p o s s ib le  s u ic id e  
a ttem p t but i t  was l a t e r  f e l t  th a t  t h i s  was m erely  an a ttem p t t o  "drown her 
so r r o w s."  There was no e v id en ce  th a t  drugs o th e r  th a n -a lc o h o l w ere 
in v o lv e d  a t  t h is  a d m issio n . She con tin u ed  on p a r o x e tin e  u n t i l  1 1 /0 3 /8 6  
when sh e  was d isch a rg ed  from th e  h o s p ita l  and term in ated  from th e  s tu d y  due 
t o  a lc o h o l abuse. She was oh drug fo r  75 d a y s . ■

On 1 1 /0 4 /8 6  she was adm itted  to  the P h ila d e lp h ia  P s y c h ia tr ic  C enter (PPC) 
f o r  fu r th e r  e v a lu a t io n  and treatm en t o f  her d e p r e ss io n  and r e c e n t  ETOH 
in t o x ic a t io n .  She was d isch a rg ed  on 1 1 /1 1 /8 6  (a g a in s t  m ed ica l a d v is e ) .
She was v o lu n ta r i ly  re -a d m itted  t o  PPC 1 1 /7 1 /8 6  and was t r e a te d  w ith  
l i t h iu m , m ilie u  th erap y , a c t i v i t i e s  th era p y , and. group th era p y . U rine  
sp ecim en  was noted  to  be p o s i t i v e  fo r  c a n n a b in o id s . She a l s o  req u ired  
trea tm en t o f  a  v ir a l  b r o n c h it is  vd iile  h o s p i t a l i z e d .  The p a t ie n t  was 
d isc h a r g e d  on 1 2 /1 0 /8 6  in  in proved  c o n d it io n . She was c o n tin u e d  on lith ixm i 
and p sych oth erap y . . . .  •

A f te r  h av in g  shown an i n i t i a l  good resp on se  t o  p a r o x e tin e  (HAM) sc o r e  a t  
s c r e e n  was 26 and a t  day 70 was 3) she had a marked d e t e r io r a t io n  in  her 
d e p r e s s iv e  syitptoms w ith  a cu te  ETOH in t o x ic a t io n  and su b seq u en t 
h o s p i t a l i z a t io n .  . ■ . ‘ ,
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10. DEAIHS

A  total o f  17 deaths were reported in the pat^ g tine worldwide 

clinical program. A n  overview of the 17 deaths is presented in 

Table X . 1 7  below, •

• Table X I . 17 ■

D e a t h s  Reported in W o r ldwide Clinical Trial Program

PABOXETINE

N=2953

A C T I V E  CCWTROL PLACEBO 

N»531 ’ ■

Nuinber (%) 1 2 ‘(0.4%) 3 (0.56%)

)

* Two d e a t h s  occurred duri n g  the placebo run-in period.

O n e  d e a t h  occurred in the U.S. clinical trial pro g r a m  (Pt, No. 

04-01-022). The narrative summary of this d e a t h  follows this 

summary. The death occurred in a  patient w i t h  a his t o r y  of 

hypertension, obesity, diabetes meilitus, a n d  alcohol abuse. 

D e a t h  o c c u r r e d  approximately 26 days after the last paroxetine 

adnuhTstration.

E l e v e n  dea t h s  were reported in patients randomized to paroxetine 

t r e a t m e n t  in non-U.S. clinical trials. A n  overview of the 

w o r l d w i d e  data on deaths in paroxetine-treated patients is shown 

i n  Table X I . 18, ■ .

FAR S a f e t y  S u m m a r y  -20-Nov~1989- -183-
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Table X I . 18 ,

Causes of Deaths in Patients Randomized fco 

. Paroxetine ^ Worldwide Data

Pre-existing conditions ' 4

PIDs: i.26.034; 117A.004; 1.14:34;

2113.003; 7101.015 ' •

Sudden death - MI (U.S. patient) ' 1

PID: 4.01.022 ■

•Sudden death - MI (U.K. patient) 1

PID: 1.13.028 ' , -

Murder . 1.

PID: 4.02.010 ' ■ - .
. • . .f
Suicide . , 3

•PIDs: 1.13.126,; 2205.005; 6.-47.0Q3 ,

Overdos.e ■ ,, . ’ . . . . . . .  . . 2'

PIDs: 2406.149; 7124.012 , • .

TOTMi . ■ ’ • 12

Since' suicide is a not unexpected complication of c l i n i c a l l y  

significant depression, a small number o f  successful suicides are 

to b e  expected in a depressed population. ■ In one case o f  suicide 

(HP/02/47 Patient 3), the patient c o m mitted suicide by, drowning. . 

The iriyestigatbr reported that her clinical state, a s  m e a s u r e d  fay 

the Hamilton Depression Rating- Scale, h a d  inproved d u r i n g  the , 

course of the trial, potentially giving h e r  the v o l i t i o n  to kill 

herself. The relationship between paroxetine treatment and this 

suicide is speculative. Paroxetine has n o t  been a s s o c i a t e d  as a 

causative factor with,any deaths during the worldwide clinical ■ 

trial program: • ' . ' ■ .

There ■were five, other deaths by suicide. . Two were d u r i n g  tbe 

placebo washout phase (PIDs: 7119.009 a n d  711-9.062). Three were 

in comparative treatment groups: A m i t riptyline (PID 6.67.002), 

clondpramine (PID 2371.054), and imipraidine (-PID 7124.023).

P A R  Safety Summary -20-Nov-1989- -184- 275



PAR 03-01-022 (Iraiprainine-^tceated) ■

PAR 04-01-022 (Paroxebine-treated) .

The patient was a 54-yeai:-old rnale w h o  entered the s t u d y  on 07/23/85 

with a diagnosis of major depressive disorder,, recurrent, w i t h  

melancholia (DSM-ril 296.33).- He h a d  a past medical h i s t o r y  of 

appendectomy (1944) and t o n s illectomy'(1955)'and occasional headaches.

He was also obese and hypertensive. There were no reported drug 

allergies. Concomitant medications at that time w ere aspirin prn 

headache, ADVI L ®  (ihuprofen) unit dose prh flu s y mptoms . 

(8/12/85-8/25/85), and KADPECTATE® (kaoliii and pectin) prn diarrhea 

(0/12/85-8/25/85). Screening la b o r a t o r y  results revealed n o  

significant abnormalities. Screening ECG revealed L A D  and a n  ' ■

intraventricular conduction defect reported not c l i n i c a l l y  significant 

b y  the investigator. Dr. Charles Fisch, Distinguished P r o fessor of ’ 

Medicine at Indiana University, w h o  reviewed all E CGs for this study 

also noted a RBBB. Chest x-ray w a s  normal. His p u l s e  rate varied from 

a l o w  of, 80 b e ats per minute to a  h i g h  of 100 beats p e r  minu t e  'during 

■ the study. Dr, Fisch noted that, the "acceleration o f  h e a r t  rate with 

iraipramine-is a  recognized.effect o f  the drug.". {I n d p r a n d n e  was the 

drug taken'.by t h i s  patient in the 03 study.) . • . ’

Adv e r s e  experiences reported-during the study were seve r e  profuse 

sweating (probably .drug-related) 8/11/85-9/03/85; s e v e r e  dia r r h e a  ; 

'.(possibly drug-related) 6/11/85-8/25/857' a n d  sevepe stbifnach U p set 

'(possibly drug-related) 8/11/85-8/25/85. Patient-was n o t e d  to have ' ; 

elevated blood, sugar and liver f u n c t i o n  tests on 2 o c c a s i o n s  felt to be 

due to lipemic serum. It should a l s o  be noted t hat h e  h a d  elevated' , 

■cholesterol a n d  triglyceride levels',through his p a r t i c i p a t i o n  in the 

Protocol 03 study, ST segment c h a n g e s  in Vl and 'V2 o c c u r r e d  at visit 

21, and at v i s i t  42 ST segment cha n g e s  were noted i n  V l  only. These 

B C G  changes w e r e  reported not c l i n i c a l l y  .significant fay the 

investigator. According ho Dr. F i s c h  the effects of. imipramine, on - 

"the ST and T  changes (in the ECGs) w e r e  minor, l a r g e l y  transient, ' 

non-specific a n d  probably of no clinical' significance," .

O n  7/24/85 the patient began-imipramine 80, mg/day (days 1— 7).' His dose 

w a s  then in c r e a s e d  to 145 rag/day (days 8-14) and to 210 log/day (days 

15-42) . He took imipramine . for 4 2  days. Due to l a c k  o f  efficacy, the 

■patient was cro s s e d  over to.paroxetine in this 1-year, double-^blind- 

e x t e n s i o n ,of s t u d y  03, , ■ ' '. ' '

O n  9/04/85 the patient began p a r o x e t i n e  20 mg/day (days 1-14) and 

increased to 30 mg/day (days. 15-278). On 6/23/&6 the p a t i e n t  was 

prematurely terminated from the s t u d y  due to a non-drugr-related. reason;. 

"TIA and n e wly diagnosed diabetes raellitus." H o w e v e r ,  'upon review of - 

the case report form hy the clinical monitor, the t e r m i n a t i o n  reason 

•was recoded to adverse experience. This is due to t h e  f a c t  that the :.... 

patient's T I A  a n d  nevdy diagnosed diabetes mellitus v/ere listed,as ■ 

adverse experiences and vrece i d e n tified as the r e a s o n  for premature 

termination. . . - . ■

%V*
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gAR Q4~Ql-Q22 (Conk.)

' )

%

GSncoMfeant medi'Gations used during the 1-y e a r  'extension of the study 

iTOte' a s p i r i n  p r n  headache (taken since 1965); NYOUIL® (acetarnnophen, 

doXylamirie succinate, pseudoephedcine HCl and dextromethorphan , . 

hydrobromide) unit dose prn, cough (1/29/86 to 1/3D/S6); cough s y r u p /  • 

(OTC, b r a n d  unknown) 2-3 tsp/day prn cough (1/29/86 to 2/04/86); 

MICEONASE®' (g'lyburide) 5 mg/daily for d i abetes ( 5 A 7 / 0 6  - continues); 

and D S i Z I D E ®  (hydrochlorothiazide and triamterene) one-daily, for , 

h y p ertensicn {6/18/86 - continues). ■ ' -

M v e r s e  cllhicai experiences repotted d u r i n g  the extension p h a s e  of the 

study were' severe sweating (possibly drug-related) which res o l v e d  after 

discontinuation' of drug; mild nightmares 9 / 0 4 / 8 5-10/08/B5 (possibly ■ 

drug-re-lated) ;-mild palpitations 9/11/85-9/19/85 (possibly . :

d r u g - r e l a t e d ) ; mild urinary-retention 9/05/85-9/18/85 (probably . 

d r u g - r e l a t e d ) ; mild muscular soreness 9/05/85-10/16/85 '(possibly 

dtug-relatedj ;' severe headaches 9/05/05-1l A 3/85 (probaiDly 

drug-related) ; mild itching . 9 A 3 / 8 5 - 9 / 2 6 / 8 5  (possibly d r u g - r e l a t e d ) ; ■

mild h a y  fever synptoms 9 A 3 / 8 5 - 1 2 A 6 / 8 5  (probably not drug-related); ■ 

mild ti g h t n e s s  in right leg muscle 9 / 2 2 / 8 5 - i l A 3 / & 5  (possibly - ■ ; ‘

d r u g - r e l a t e d ); moderate agitation. fay n o i s e  9 A 0 / d 5 ~ l i A 3 / 8 5  ( ^ s s i b l y  

d r u g - r e l a t e d ) ; nvoderats lethargy 9/18/85 -  resolved after d i s c ontinuing 

me d i c a t i o n  (probably not drug-related); m i l d  chest pains . _

1 2 A 1 / S 5 — 1 2 A 5 / 8 5  (probably not drug-related); mild cough ' '

1 / 2 9 / 8 6 - 2 A 4 / 8 6  (definitely hot drug-related); moderate transient  

ischemic attack 6A5/86-6/Z1/36 (probably not drug-related); a n d  m i l d - ■' 

diabetes mellitus 6/15/B6 -  continues (probably not drug-related); ■ 

C o n c o m i t a n t  medicatians and .underlying d i s e a s e  states m a y  have, caused 

many o f  these adverse clinical experiences, ’ ■ . . .

M v e r s e  laboratory .experiences reported w e r e  mildly elevated b l o o d  

sugar o n  9 / l Q /B S t  9/2^/BS, and 10/15/85 (non-fasting s p e c i m e n s )., m i l d  

elevations of SCOT (ranging from a normal -value of 33-U/L to a. high of 

■ 91 U/Ii') t. S GPT (.ranging from a low of 84 U / L  to a high of 150 U/L)  ̂  '. , 

cholesterol, ^ d  triglycerides, .These v a l u e s  (SGPT, dholes-terol, said __ 

ttigiyceri'des)'. were elevated'on all tests, whether, fasting o f  . - ' It i" ' 

non-fasting. One of the SCOT values was w i t h i n  the normal range a n d  ' 

all o t h e r s  were elevated. The patient a l s o  admitted to- E T O H  use.,' 

pos s i b l y  accounting for increased LPTs,. A t  his,last visit, the patient 

also had, a_sli'ghtly elevated BUN (29 mg/dL) and uric acid (12.5 mg/dL). 

All o f  these adverse laboratory 'experiences w e r e  felt to be p r o b a b l y  

not drug-related. The ECGs for this p a t i e n t  in the extension phase of 

the s t u d y  were essentially the same as in the 03 study. He d i d  

experience a T  vrave change at visit 42 b u t  Dr, Fisch, the consul t i n g  ' 

cardiologist, noted that-that change m i g h t  be positional. The T  ’wave 

reading returned to normal on the' subsequent ECG and co n t i n u e d  to be 

normal f o r  the rest of'the' study. The p a t i e n t  was being fo l l o w e d  by 

his i n t e r n i s t  for diabetes.mellitus, hypertension, elevated liver . 

function tests, cholesterol, and triglycerides vhien his p a r t icipation  

in the s t u d y  ended. ' ' ' , • .
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PAR 04-01-022 (Con,fe.) ■ - '

On 7/04/86 telephone follow-up revealed that the patient h a d  n o  ■ 

withdrawal effects after discontinuing paroxetine and that all'ad v e r s e  

clinical experiences had resolved. He w a s  requested to ret u r n  for 

repeat laborator;^ studies on two occasions, but the patient w a s  • ’

noncan^liant. . ■■

on 7/21/aS the patient's wife called the investigator to r e p o r t  that 

the pat i e n t  had-died in his sleep of a  "heart attack" on 7/19/86.

The' p a t ient's Certificate of Death listed the inimediate cause of death 

as an acute--myocardial infarction with a four-year history' o f  ■ '

generalized arteriosclerosis as a n  underlying cause. The d e a t h  , ; 

certificate listed diabetes mellitus as a significant 

condition-contributing to death but not related to-the cause o f  death.-

PAR S a f e t y  Summary'— 20-Nov-1989- -188-
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Narrative Stiniraaries of Deaths R e p o r t e d  in 

■ Non-U.S. Clinical Trials
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BELGIAN O P E N  - 2206.005 

PAROXETINE ■ '

Patient 605 Female A g e d  58 years

Serious adverse event -  suicide

Flagged vital signs -  standing diastolic BP

This patient successfully completed the 'short-term phase of the study. 

During the short-term phase she experienced mild lightheadedness, ■ 

moderate drowsiness and m i l d  malaise. The investigator considered the 

lightheadedness and drowsiness to be related to study medication. • All 

these, symptoms resolved without t r e a t m e n t , ■ ' , ■

During the long-term phase of'the study the patient'’s standing 

diastolic b l o o d  pressure a t t racted a  double-flag on day. 174 at 40 m m  ■ , 

Hg* The standing diastolic reading on d a y  139 had b e e n  70 m m  Hg. The 

feasoh for this.'fall" in diastolic blood pressure is unknown,... • ......

N o  adverse events were reported during the first 4. m o n t h s  of long-term 

therapy b u t  during the first week of the.fifth m o n t h  the pat i e n t  

■committed suicide bjr hanging, 'No further information is available.

PAR Safety Sum m a r y  -20-Nov— 1369- -190-
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MDCIK ^  1.13.126’ 

PAROXETINE, ’

Patient 126 Male Aged 50 y e a r s

Serious adverse event - death

This patient presented' with a 15 month h i s t o r y  of u ntreated depression. 

There-was no previous history of affective disorder. '

A n  initial assessment he' was noted to be v e r y  apprehensive w i t h  slight
J —  TT- __U-v>:5 1 c _____i_t;UUlU«LyXi>Ul, . ne £»UXX«1.WU i-Jtum i.CLua.J. xuou X, toUUUCfc» xu

weight in 18 months. , , '

Aspirin as required'was the o nly concurrent medication i n i t i a t e d  during 

the study. ■ ' ■ • . . . .

There were no double-flagged vital signs._ , ■.

A" raised monocyte count -of 14^ on day 49 attracted a •sihgle-'flag. ■ The 

cause o f  this was unknown, _ ‘ , ' •

The'patient experienced'severe nausea, d r y  mouth, and • s w e l l i n g  o f  the 

right ankle. All these, events were considered b y  the i n v e s t i g a t o r  to 

be related to study medication. The patient also suffered s'evere ' 

tremor of -unkncFwn' etiology. A l l  these a dverse events r e s o l v e d  without, 

treatment, ' ' ■

No adverse events yrere reported during the firs-t month o f  l o n g - t e r m  • 

treatment. After 2 months the patient complained of. sev e r e  •insomnia, 

successfully treated-.with nitrazepam, a n d  moderate p a r a e s t h e s i a  >?hich 

also resolved. . Both events were of ijnknown etiology. . _

There were no flagged vital signs or l a b o ratory data r e c o r d e d  during' 

the long-term phase, of study. . • '

On .day 144, after 3 months of-long-term therapy, the p a t i e n t  died b y  

hanging. 'ISo further info-rroation is available regarding, t h i s  

event, ■ ■

PAR Safety Summary -20-Nov-1989- -191-
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m / n / A l  -  6.47.003 

PAROXETINE

Patient 3 Female Aged 56

Reason foe s a f e t y  suinmaty: p a t i e n t  died during study (suicide on d a y  

47). S u b j e c t  dosing history d u r i n g  study was a s  follows: D a y  -7 to 

-1, placebo o d  po; Day 1 to 2, paroxetine 10 m g  o d  po; Day 3 to 6, 

paroxetine 20 m g  od po; Day 7 to 47> paroxetine 30 mg od po.

Concomitant m e d i cation was isosorbide dinitrate, 15 mg .po daily; and 

metoprolol. tartrate, 300 rag p o  daily. Both d r u g s  continued throughout . 

study. ' , • ■

Concomitant, disease: Myocardial infarction. 4 y e a r s  previously. .

Clinical interpretation: This patient committed-suicide b y  d rowning on 

day ,47 .of t h e  study period d u r i n g  treatment-.with active medication.

Her clinical state, as measured b y  the Hamilton Depression Rating 

Scale, had i m p r o v e d  during.the course of the trial, potentially giving  

her the -volition'.to kill h e f s e l f . It is knovm t h a t  15% of patients ,

■withdepressive illness die b y  suicide. ■ ■ ■'

PAR Safety s-ummary — 20-Nov-1989- -192- 2S3



PAROXETINE

2406,149

Patient 149 s i Aged 18

T h i s  18-yaac-old faniale had ho concurrent illness and was n o t  ■ receiving 

concurrent medication at baseline. ' '

She' experienced a  mild' dry mouth, which the investigator considered to 

b e  drug related, from day 5 for 25 days and a mild eye d i s o r d e r  of 

u n k n o w n  relationship ho therapy. , •

T h e  patient received diazepam from d a y  32 because of increasing  

restlessness {agitation), and on day 38 she stopped paroxetine 

treatment'and left the clinic. On d a y  44- the patient c o m m i t t e d  suicide 

b y  Qve'rdasage, No further details were available. ■ . . ■

T h e  patient had no double-flagged laboratory or vital s i g n s  data.- ’

P A R  Safety Sumroary -20-Nov-1989- -19^
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DFG124

PAROXE?TIHE

'•iij

Pat i e n t  12 i 7124-012 Aged 42 y e a r s

This 42 y e a r  old female h a d  been depressed for 16 weeks. S h e  had 

e x p e r i e n c e d  four other episodes of d e p r ession in the p revious ten years 

and h a d  b een treated w i t h  clomipramine, mianserin, ■ arid m a p rotiline; • 

only the third gave a satisfactory response. For the cur r e n t  episode.' 

of'depression, she had .received alprazolam 75 .mg daily for t h ree weeks, 

c l o m i p r a m i n e  300 mg daily, and thioridazine 150 mg daily for one ■week,' 

and s h e  h a d  been taking diazepam 150 m g  d a i l y  for 12 months. She also 

took d i a z e p a m  (dose unspecified) 'from d a y  t-3 to day -2 a n d  chloral 

h y d r a t e  f r o m  day -3 to d a y  8. '

She experienced mild hyperkinesia from d a y  6 which the investigator' 

.considered to be unr e l a t e d  to therapy. .

On d a y  10 the patient committed-suicide b y  ove'r-do’sing w i t h  doxepin,.

, The . relationship, of thi.s. event., to pa r o x e t i n e  therapy was u n k n o ^ .

N o - a b n o r m a l  vital signs, or laboratory;data were recorded d u r i n g  the , 

s t u d y . . . _ • . ■ .• • .

■PAPv S a f e t y  Summary'-20-Wav-^g89- -194-
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study 6.1.1.1, Boerup C. et al. 

Patient 6.1.1.1.15 

710^1-015 , • ■

PAROXETINE ■

A
-

Initials: Peniale Aged 71

Event: Patient died April 24, 1980

Paroxetine treatment period: 

to case report form) '

May 29, 1978 to J ^ril 20, 1980 (according

.Summary: PatientEHE!i.bot:n December 6, 1902., treated with p a r o x e t i n e  20 

mg daily-form 5/29/78 to 4/20/80 deceased 4/20/80. In addition to 'the 

treatment of her severe manic-depressive m o o d  disorder'and daiaentia 

initiated 1973, the patient was also in treatment _for a rteriosclerotic . 

cardiac disease. In the- ferial period, n o  u nwanted effects w e r e  

recorded and tests of hepatic and renal functions and h e m a t o l o g i c a l 

evaluation showed no abnormal values. Cause o f  death, is m o s t  p r o b a b l y  

lung embolism (evaluated'on the basis of E C G ) , and-death c e r t i f i c a t e  

was completed at the w a r d . '

There were no other adverse events, no changes in laboratory p a r a m e t e r s  

or vital signs. '

The global’ evaluation of side effects indicates that no side e f f e c t s  ■ 

•were present during paroxetine treatment, . • , '  . •

It is concluded that paroxetine treatment w h i c h  'was unp.roblematic ' 

cannot reasonably be associated.with the death. ■ •

On 9/13/78 and 9/2/79,■ the patient''s ESR v a l u e  rose to 31 a n d  36 im /h v  
respectively. On both occasions the value h a d  returned to n o r m a l  a t  

the n e x t  assessment. Such values would not be considered to b e  _ .

abnormal, for a  patient of this age but the valu e s  do satisfy the saf e t y  

criteria agreed ■with the FDA. ’ ' - .

PAH S afety 'Summary.-20-Nov-1989- - lg 5 -
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SGfUTH A F R I C A N  OPEN

4.02.010

P A R O X E T I N E

Patient No: 10 Female A g e d  55 years

Serious adverse event -  d e a t h

:)

This p a t i e n t  successfully cainplehed 'the sh o r t - t e r m  phase o f  the study.

No abnorroal vital signs o r  laboratory data w e r e  recorded dur i n g  the • . 

l o n g - t e r m  phase of the study. • ' ' • '

On d a y  5 6  the patient r e p o r t e d  weight gain b u t  this is n o t  •

s u b s t a n t i a t e d  ly the w e i g h t s  recorded d u r i n g  the study.' S h e  weighted 

53 k g  a t  baseline and - o n l y  increased .to .54.2, an.day,. 87 'At the same 

time t h e  patient also r e p o r t e d  loss,of l i b i d o ,  iiie investigator was 

unable t o  attribute these events to study .drug but -the d ose .was 

reduced. , . ' • •. . •

'During t h e  8th month of t h e r a p y  the patient reported u n p l e a s a n t  dreams 

w h i c h  l e d  to a further reduction-in-dose. ' ,

Dur i n g  t h e  12th month o f  long-term therapy, s h e  was tragically ■ 

murdered;- ' ' ' '

PAR S a f e t y  Summary -20-NOV-1989-, -196-
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KDUK26

1.26.34

Pi®OXETINB

Patient 34 Female A ged 79 years

Serious adverse event - death

This p a t i e n t  successfully completed the short t e r m  phase of the study 

with no dou b l e  flagged vital signs or laboratory data/ just a slight 

increase in weight. • ' . • .

Diiring l o n g  term treatment. the patient reported a  loss of energy but 

there is v e r y  little infocmatian with respect to this

The patient was suspected of having cancer w h e n  she. entered the study, 

and during the fourth month she died of liver metastases from bowel - 

cancer. D e a t h  was considered unrelated to paroxetine treatment. .

No double flagged vital signs w e r e  recorded d u r i n g  the long t e r m  phase 

.of the s t u d y  and. no laboratory data was collected. • ' . ’ ,

PAR Saf e t y  Summary -20-Nov-1989- -197-
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KDUK13P

1 .1 3 .0 2 8

PAROXETINE

Patient 28 Male A g ed '60 y ea cs

Serious adverse event - death

This p a t i e n t  presented w ith a 4 month exacerbation of intermittent . 

depression and anxiety which had lasted for 4 years. He h a d  b e e n  ■. 

taking amitriptyline 75mg daily for 18 months. ■ This was s topped o n  day 

-7. He h a d  pceviotisly shown a poor .response t o  mianserin 30mg daily' 

and nitrazepam, ‘ . '

He had a  his t o r y  o f  nocturnal cramps and a congenital a b n o m a l i t y  of 

his left eye. A t  baseline he w a s  taking o x e r u t i n  250rag-daily. T h i s  . 

was c o n tinued throughout the stu d y  period a t  a  ddsfe of BOOmg. ' •

There w ere no double-flagged vital signs or. l a b o r a t o r y  data.

During the- short-term p hase of the study/ he experienced m o d e r a t e  . .

nausea vdaich w a s  riot considered related .to s t a d y  medication a n d  

resolved after 2 days. . ‘ •

He ent e r e d  the long-term phase o f  the study a n d  experienced n o  adverse 

events for the first month. N o  further l a b o r a t o r y  data w e r e  generated 

and his vit a l  signs .after, the first month w e r e  -unremarkable. ■

The p a t i e n t  d i e d  suddenly during the second m o n t h  of the l o n g - t e r m  

treatment follovdng several'epi'sodes of 'chest pain. His f a m i l y  refused  

permission for a  pos-t-roqrteni examination a n d  d e a t h  was pre s u m e d  d u e  to 

myocardial infarction, A  tablet count revealed- n o  evidence of overdose 

of study medication. It was considered b y  t h e  investigator that there ' 

was no evidence to relate death to paroxetine in- either the recommended 

or excessive dosage, ' ' .

PAR S a f e t y  Summary -20-Nov-1989- -198-
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2113-003 . 

PAROXETINE

Patient 003 Female A g e d  7.4 years

This 74-year-oid female patient presented with.sclerotic m y a c a rdiopathy 

and diabetes mellitus. She was stabilized.on glibenclaraide and 

digoxin, which were continued for the study period. '

The patient died on-day 13 of the study having suffered a' pu l m o n a r y  

e m b o l i s m . ■ The investigator did not feel this adverse event was drug 

related.

■ )

PAR Safety Sunmary -20-Nov-1989- -199- S 9 0



117A-004 

PAROXETINE .

Patient 4 Male A g e d  84 years

This p a t i e n t  had ischaemic h e a r t  disease with e l evated levels of CPK . 

a n d  HBDH o n  d a y  -24. On day -34 an E C G  showed a bundle b r a n c h  block 

a n d  an irregular pulse on d a y  -10 indicated atrial fibrillation. He 

also had a hiatus hernia, and ’b r o nchial asthma. The latter was thought 

to be p o s s i b l y  psychogenic. The p atient was receiving d i g p x i n  a n d  an 

antacid. ■ ’' ■ . , . • •.

O n  day 3 t h i s  patient attenfited to slash his wrists a n d  abdomen a n d  was 

w i t h d r a w n  f r o m  the study. The investigator described the event as a 

"feeble s uicidal gesture" to a v o i d  b e ing transferred to another .

hospital. Four days after'stopping paroxetine t h e r a ^  the patient ' 

died." A n , a u t o p s y  determined cause of death as coronary' 

atherosclerosis, /  • :

P A R  S a f e t y  Summary -20-Nov-1989- - 200 - '291



&,6'7,.Q02 . . . ■

Patient 2, HP/83/67, Male, Age 36.

Reason for safety s-ummary; patient d i e d  after week 7 v i s i t  o f  study 

(cairanitted suicide)', ..

Siibject dosing.history during'the study: . . . .• • -

Day -7 to 0 -  placebo od po . . .

Day 1 to 42 -  aiaibriptyline IBOmg od po . , ■

Concond-tant Medication; • . ’

. None reported . ' •

Concoraitant D i s e a s e : ' - ' ’ '' . . •

■ None reported ■ ■. ,.

Clinical Inte.rpretation; , . ’ .

'This patient conroitted suicide a f t e r  the week 7 visit. • I t  is known 

t hat'15% of patients with depressive illness die by s u i c i d e  and. his . 

d e ath is unlikely t o  be drug related,. , . ’ ’ ■ .

H i s  clinical condition had actually iinproved during the t r i a l  and, as 

■ is often the case,- this may have g i v e n  the patient the v o l i t i o n  to kill 

himself. , '• ■ ’

P A R  Safety Summary — 20-Nov-1989- '201- 292



2371.054 •

CLOMIPHAMINB

Patient 54. i .Male Aged 66 y e a r s

■The pat i e n t  was a-eS-year-old -male with depression for 3 months. There 

had b een one previous episode. Long terra u s age of nitrazepam, i tablet 

daily, was stopped on d a y  8, He had mild psychomotor re t a r d a t i o n  for 

the f i rst 5 week or treatment; this d i s a p p e a r e d  before the end of the 

s t u d y  and'was regarded b y  the investigator a s  probably r e l a t e d  to 

therapy. Having c o n pleted the 6 weeks o f  the trial, he w a s  then ■ '

changed to fluvoxamine b u t  one month lat e r  h e  committed s u i c i d e  b y  ' 

h a n g i n g . • . . ' ' . ' •

.FAR S a f e t y  Summary -20-Mov~1989- - 202 -
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7124.023

IMIPRAMINE

Patient 23 i Male A ged 58 years

This 58 year old male had a 12-week history of depression w h i c h  had 

been treated with doxepin 150 mg daily- for five weeks and mapcotiline - 

150 mg for four weeks. He received oxazepam 50 mg daily.-from-day -2 

and this was continued throughout the study. • ■

He started acebutolol-200 mg daily from day 11 and ketoprofen 150 m g  ■ . 

daily from day 14. ’' , . ' • • ,

The patient had no double flagged vital signs or laboratory-data. • ■

The patient experienced moderate' impairment of urination and d r y  mouth, 

probably related to imipramine’, moderate a m e s i a  and-mild pafaesthesia, 

possibly related to imipramine, from day 8. He 'also showed, a lack of 

-emotion which the investigator considered to be unrelated to ' -

imipramine. .The patient experienced .mild somnolence, p o s s i b l y  related 

'’to■■■imipraraineT from day I S . —- —- ........... . ..............

The pa--tient commi-tted suicide by shooting on day 18. 

of this event to imipramine therapy is tmkrjown;

The relationship

FAR Safety Summary -20-MQV-1989- 202a 294



7119-009

PLACEBO

Pat i e n t  9 Male , ‘ Aged 49 y e a r s

This 49 year old male patient received o x a z e p a m  • from d a y  2, He d i d  not 

have a n y  concurrent illness at baseline o r  during the study.

The patient committed suicide during the placebo run-in phase. '

N o  vital signs or la b o r a t o r y  data were recorded during the study. ' .

PAR S a f e t y  Sum m ary - 2 0 - W o v - 1 9 8 9 -  ' 2 0 2 b
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7119.062

PIACEBO

P a t i e n t  6'2 Male Aged 43 years

This. 43 year old male'patient had previously received amoxapin to treat 

the present episode of depression which had lasted'for 20 weeks. He 

did not have any concurrent illness,or concomitant medication at 

ioaseline or dating the study. ■ .

The patient committed suicide during the placebo run-in phase of the ' 

study. . • • . ■ ■

There were no double flagged vital signs or laboratory data recorded , 

during the study. . _

PAR S a f e t y  Sum m ary - 2 0 - N o v - 1 9 8 9 - 2 0 2 c E9 6



11. SUICIPS ATTEMPTS ' .

U.S. Clinical Trials ,

A  total of 14 suicide-attempts wore reported in the U.S. clinical 

trial program.; In no case was the patient successful. A n  

■ ■ ove r v i e w  of the U.S. data is presented in the table below.

Table XI.19 . ■

Overview of Attempted Suicide ^  U.S. Data

PAROXETINE 

■ M=1562

PLACEBO

N=497-

OTHER A .D ’. 

N=454

J

D RUG OVERDOSE 

’{imipramine)

D B F E N E S T I ^ I O N  '

SEXF-INFLICTED INJURY

SUFFOCATION

TOTAL 12(0.77%) 1(0.20%) 1(0,21%)

Clinical summaries of the suicide attenpts reported in U.S. trials 

f o l l o w  this section. A n  overview of the characteristics of 

atteitpted suicide patients in the U.S, pro g r a m  is, shown in Table 

X I . 20. ’ '
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Table X I . 20

Overall Characteristics o f  Attempted Suicides -  U.S. Data 

' Prescribed

Dosage Duration

P.I.D. ■ Sex :(mg/day) (Days) ■ D escription

PAROXETINE

02-04-089 P 19 20 40 ■ 150 - 200 m g  recovered

04-01-009 M 26 50 ' • 225 850 m g  -  semi-obtunded,, • 

i m proved w i t h o u t  sequelae .

‘04-02-056 M 56 40 . 20 S e l f  —  inflicted lacerations, 

recovered

04-06-096 M 34 30 • 116 Dalraane +  ETTOH, recovered

05-01A-030 F 23 40 . 35 T w o  a ttempts with paroxetine-

"  ̂n o  ill effects

05-01A-075 F 37 50 >3yrs. 300 m g  - N  & V  in ER, Rec. '

05-02B-019 F 30 - ■ 50 • -57 - P ill O.D; pb. n o t  paroxetine, 

r e c overed

05-02F-002 F 39 40 38 N Y T O L  +  ETOH, recovered

07-01A-001 M 25 . 40 20 ' A t t e m p t e d  defenestration, no 

injuries

09-01A-005 F 35 40 '■ 7 400rag +  o t h e r  raeds, ’ 

o b t u n d e d , r e c o v e r e d

09-01E-260 F 52 10 . 60 ETOH, detoxi f i e d

09-^010^573 M 43 10 . 26 Defenestration, multiple 

fractures

IHIPRAMINE 

04-06-^88, ' M 37 225 61 E T O H  +  pills, recovered

PLACEBO 

02-01-009 , F 67 6 A t t e m p t e d  suffocation,

d e t e r r e d

P A R  S a f e t y  Summary . -20-Nov-1989- -204- 298



N o p a t t e r n  i n  a g e ,  s e x ,  d o s e  o f  p a r o x e t i n e ,  o r  d u r a t i o n  o f  

p a r o x e t i n e  t r e a t m e n t  i s  p r e d i c t i v e  o f  s u i c i d e  r i s k .  .

T h e w o c ld w -id e  d a t a  f o r  a t t e m p t e d  s u i c i d e s  an d  o v e r d c c c s  ' i s  sh o w n  

i n  t h e  f o l l o w i n g  t a b l e .  .

EAR S a f e t y  Summary -2'0-Nov:-1989- -205-
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Table XI. 21

Attempted Suicides and Ovecdoses - Sorldivlde Cfeita

U.S. DATA . MB4J.S. DftlA MDRIDSHEE

Eazuxetine Other AD Placebo Baxasetine Other AD-' Placebo • Paroxetj-ne Other AD Placebo

!fel562 ,fM64 N=497 lfel401 N=687 : tfc57 M=2963 H=1151 8=554

Attainted 

Suicides-(^) 12(0.7%)

i

1(0.22) 1(0.2%) 30(2%) 13(1.9%) • ,2* 42(1.4%) 14(1.2%) 3*

Drug Overdose (%) 9(0.6%) 1(0.2%) 0 20(1.4%) 7(3%)* 2* 29(1%) 8(0.7%) 2*

* 2 overdoses during placebo run-in peadod

The races for attejDpted suicide and drug overdose (the most cannon subpopulation of attempted jaxicides,) are not 

dissimilar whoi paroxecine is centered to other antidepressants. Ihe data'in. this table is not: adjusted for • 
dose-exposure.

EAR Safety Sumiary -lCHfcv-1989 -206-
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Suitimaries o f  S u ic id e  A t te n ^ ts  in  U ,S . C l in i c a l  T r ia ls
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OVEBIXKB! U.S. PmCCEmB TSIAtS 

lieatinent Group: Paroxetine

Patient I.D. Cate Mverse Experience 

ABBXX Overdose

Action, S
Overdose02-04-C89 ABBXX Overdose 4

Ihe patient i s  a 19-year-olil fensla with a diagnosis o f major dq)ressicn, recurrent (DSH IH  296.3), with no previous p^duatrio ’ 

treatiDent. The patient was cn paroxetine therapy for 40 (3/9/87 to 4/24/87) taldi:^ 20 itg daily. The patient was on no

ccnconitant nedlcaticn. The patiait coipleted 28 of the'stud^ with; HAM)' total o f 11. Cn 4/24/87, the patient nanad the 

study s ite  and related that she had taken 15 to 20 capsule s  (150-200 rag) of paroxetine (out o f  anger, due to an argusent wi th her 

husband)’. Sie related that die continued on her job imnediately after taking the capsules and related that she was rat 

experiencing any side e ffects, ihe blind was brciksn by Beecham on 4/24/87; the patient was on paroxetine. The patient did not 

return to the c lin ic  for fin a l Safety assesstpaits. In a' phone contact by the s i t e  on 5/5/87, the' patient reported that she was 

doing well. A IS-dsy Drug Experiaice Eeport was filed  with the H3A. by Beediam on 5/5/87.

CO
CD
ro

C4-01-009 JDNQC Suicide Attepapt 4 Bnotiooal Lability .

AEffiOC Intentional Ovaiiose 4 Overdose

The patient i s  a 26-year-old' male with a diagnosis of major depression, .recurrent (DSM H I 296.33). The patient has a long 

history of aajor Jiffective disorder with a suicide attenpt at age IS (hospitaliaation rat required). H e study screen v is i t  

history includes ten years of crying spalls and suicidal thojghts,’ but no attempts. The patient was on paroxetine therapy for 225 

days (6/27/aS to 1/5/86); the dose prior to tendjoaticn was 50 ng daily. The paUatt had been improvirg: on paroxetine but iooved 

and le f t  his medication bdnnd. Be was wUhait ffledicatioa for 17 days and became incrmsingly depressed. On 1/5/86, the patient 

took 153 capsules (17 day supply) of which 5/9, 850 irg, were paroxetine. The patient vcodtad after the attenpt. He was then 

takai Co the emergency room, was lavaged, and admitted to I.G.U. ity s ica l examlnatioa revealed the'patient to be semi-obtunded 

tut easily  arousable within two .hours. The’ nental status exam revealfid ;underactive, motor bdiavior, increased latency and 

decreased duration o f responses, depressed affect withcut suicidal theu^ts. Further physical alcohol profile was done on 1/5/86; 

a ll  results were negative. PlasoH lev e ls  were obtained.- The blind was ibroken by the investigator on 1/5/86; the patient was on 

paroxEtine. The patient was placed cn >®RIEAL 50 mg, bid, and discharged fran Cte hospital on 1/10/86 in improved condition. A 

1639 worksheet was cooEpletad for this patient.
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CVmSE: U.S. PAECKEmE lEEALS 

Treatment Group: Parqxatlne

fa-tient I.D. Code Adverse Experience Actlcn 

JIN3C Suicide Attempt

PT

04-06-096 . JIN3C Suicide Attempt 1 PtaoticxBl la b ility

The patient i s  a 34-year-oM naale with a diagnosis o f  major dqjressiccj. 'Qia patient was ax paroxetine tbarafy for 116 (the 

patlmt was cn placebo in  Protocol 03); the dose at termination was 30 ng daily; The patient was m  EBGBOECN 100 mg daily for 

mild hypertensicn. The investigator suspected alcohol and drug abuse by the patient- A urine drug screen dene on day 113 showed 

positive for baxzodiazedine metabolites. The patiaxt was contacted cn day 118 (8/19/86) and instructed to st(^  study Daedication. 

By fatient report, a suicide attempt was made cn 9/1/86 ty  overdose on DALM̂NE and alcohol. The ^ t ie n t  wsit to the emergency 

room and was released the same d ^ . The- patia it denies t^dng any stud ŷ medication in suicide attempt. The patient came in to 

the c lin ic  cn day 135 (9,5.85) for fin a l safety assessments. Liver functicn tests had been elevated beginniDg 8/14/86 and 

continued to be elevated cn 9/5/86. ' A foUov-up -lab was done on 9/13/86; at that time, liver function values were returning to 

nonnal. Hospital records were requested by the s ite , but not received. A 1639 worksheet was catplsted for this patient.

05-01A-030 ABHXX Attempted Overdose 4 ■ Overdose

The patient is  a 23-year-old female with a diagnosis of major depression, recurrent (IS i i n  296.3). She received outpatient 

psychiatric treatment for feur menths at age 12. She ras cn no concomitant medicaticn. The patient was on parcixetine therapy for 

35 days (12/20/85 to 1/14/86); the,dose at pramture termination, was 40 ag, Cti 1/6/86, the patiaxt experienced a situational 

crisis and p a r te d  taking between-120 to 140. ng of paroxstine. 3 ie  had no i l l ' ’effects at a l l .  On 1/8/86, 50 capsules (500 tag) 

were dispensed to the patient. Ihe patient overdosed again on 1 /1 2 /^ , .taking a l l  ranaining paraxetine capsules (400 :qg); she had 

no apparent adverse experiences. Subsequent to taking the capsules, she did setna-excessive driridng. Ifer behavior becaoje 

unpredictable and v io la it  and was admitted to the hcspital on 1/14/86. Laboratory tests and SOG were normal. After a brief

stay, the patient was discharged from the hospital in satisfactory ccndi^ticn.. The patient continued to be followed by the s ite  

until 2/3/86,
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J
OVERDOSE! U.S. PAROXECn® TRIALS 

•Treatmait Grajp: Paroxetine

Patient I.D. Oode Mverse Experience Aetloo jg  

05-01A-075 ABHXX Overdose 4 Overdose

The patient i s  a 37-year-old .female v lth  a diagnosis o f major dq)ressioti, recurrent (DSH IH  296.3). 'Dba patient began paiuxetina 

on 10/25/86 and entered t ie  third year of the study on 10/28/88. Qa 3/8/89, the patient ingested 300 tng of paroxetine in a 

suicide attenpt; vas seen In the esergency room (psyebological lo ss  and situatlenal stress were precipitators of the evait). 

Patient eiqjeriencBd some nausea yithin the f ir s t  two hours and vcoiited a sn a il amomt; she also experienced headache. There were, 

no other noticeable adverse reactions. Activated charcoal vas administered aid ^  was attaitted to the intensive cate unit 

overnight vhidi time her v ita l signs were stable and she .had no additional adverse experiences. The patient was transferred to 

the psychiatric unit the following day. Safety tests wra® perforsed (physical exam, BOS, laboratory stirties) revealix^ nothing 

significant. Uie patient was discharged from the hospital on 3/19/89, No other adverse a«perienees were reported during Che 

third o f the study and i»  aDOComitant medications ware taken during this period. Patient was disoxitinued froa Che study and 

medication was stopped m  3/8/89,

Emotional Lability

CO
CD
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05-02&-019 jnSIQC Overdcsse of P ills  4

(Suicide Atteopt)

The patient i s  a 30-year-old female with a diagnosis o f major depression, recurrent (DSH HE 296.3). The patient was fir st  

treated for psychiatric illn ess  at age 28, outpatient treatjient only. ;The patli^t was on paroxetine therapy for 57 (3/5/87

to 4/30/87). The dose at terminatlcn was 50 ng daily. Oa 5/5/87, the s it e  was notified by the patient's relative that the 

patient had taken an overdose of 20 to SO p i l l s  o f uriaxwn origin. The patient was takai to the emergency rocm are! was 

hospitalized from 5/8/87 to 5/10/87. S o ^ ita l records were not obtained. The investigator Celt that the overdose medication was 

not paroxetine. The ilmg Accountabiliiy record adds confiroation to this,* the patient-returned more medication than ^  ^x«ld  

have after having allegedly overdosed. The patient returned to the c lin ic  on 5/12/87 for final assesstnmts; laboratory work and 

BCG were notraal. A Drug Experience report was filed  with tte  EDA on 7/31/87.
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(NWWSSi U.S, P M M tm  TRIALS 

Tteatmait Group; Earqxetine

Patlgit I.D, - Code Adverse Experience • Action K  

Q5-<)2F-002 ABEKX Overdose 4 Overdose

The jHtiait is  a 39^year-old ferale with a diagnosis of najor depression, recurrent (DSH H I 296,3). The patient's psychiatric 

history includes 12 months odtpatient treatment at .age 16 and one siisequent hospitalization for 3 umths. The patient was on no 

ccnccndtait medications. The patient was on parrocetine therapy for 38 days; the dose at terraination was 40 itg daily. The patient 

had not been responding to paroxetine (BAiD on 1/12/87 = 20). On 1/24/87, the patient attempted suicide by ingesting 32 tablets 

of NYIDL (diphenhydranine hydrocloride) and 3 12 oz, cans of beer. The patient was taken to the hospital ’idiere gastric sequelae 

were noted. The patient stated that she did not take paroxetine capsules in the suicide attempt. Hospital laboratory tests and 

BCG were normal. Plasma sacples were taken for paroxetine assay. The p atie it was hospitalized for one week. A Drug Experience 

report was filed  for this patiait with the EDA cn 2/4/87. The s ite  had followHjp contact with the patient by phone on 6/2/87.

S® continued to exhibit d^ressive synptans but has had no further suicide attempts; she is  working and functioning effectively.

0W)1A~005 ABHXX Overdose 1 Overcbse

The patient is  a 35-year-old female with a diagnosis of major depression, recurrent (ESK IH  296.33). The patient f ir s t  received 

psychiatric treatment at age 33 (16 months o f outpatient treatment); siie bad cue 3-wedc hospitalization. The patient was cn 

paroxetine tterapy 40 mg daily for 7 days (5/23/85 to 5/29/85). She was terminated prematur^y from tiKt study ske to adverse 

experiaices of nausea, drowsiness, and tremulousnass. On 6/5/85, the’ patient waS-. seen in the emergency room after ingesting 9-10 

paroxecine capsules (360 -  400 eg). The patient was obtunded at time o f admission (2s00 a.m.) but was a lert by 9:00 a.m. Ccoa 

panel revealed the presence of methocarijaml and phayipropamlaidne in' the urine. Testing was not done for parraetine. There 

were no laboratory or EOS changes. The patient was adnitted to the hospital (psychiatric u iit ) .  She was pdaced o i  trazodone 200 

mg daily and discharged from the hospital on 7/20/85 in  improved cendition. A 1639 worksheet was completed for tMs patiart.
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(MBDOSE: U.S. PMSXBm® ffilAlS 

Treatment Group; Indpraodne

'fatient I.D. Code Adverse Experience 

JEHQG Attempted Suicdda

Action FT

04-06-C68 JINX! Attempted Suicide 4 BnatiodaX lab ility

The patient i s  a 37-year-old finale with a d ia g x sis  o f iiajor depression, recurrent (DŜ  m  296.3). The patient m s  cn no 

concomitant medication. The patient continjed on ip)ipram:lna frcni Protocol,03 to Protocol 04. The duration on indpcaDdne was 61 

days (3/27/S6 to 5/26/86); the dose at termination was 225 mg daily, to  5/26/86, the patient was hospitalized for a possible 

suicide attarpt. The patient had been dispensed 279 capsiiLes of stuty medication 18 d ^ s prior to hospitalization. The patient 

took an unknoMi quantity o f capsules and was intoxicated. Bie blind was broken by the in vesti^ tor (the patient was cn 

imipraniine) and the information was jHOTdded to the trrattng physician, to  5/28/86, the patiait was contacted by telephone at his 

home by the s i t e .  Be rgnrted that he was "doing fine," The patient refused to return to the c lin ic  for foILcw--up; the s ite  was 

unable to obtain the hospital records. A 1639 worksheet was ccopletedrfcr this patient.
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smcnE .m:^! u.s. .parckeebe isiaus

Treatment Group: Paroxetine

Patient I.D. Code Adverse Experience

Suicide Attaint

Action K

Suicide Gesture04-02-G56

Ihe patlait is  a 56-year-old nale with a diagnosis of major dqirsssion,' single episode, without melancholia (DSM IH  296.22). The 

patient ccnpleted Protocol 03 (placdxi) and crossed over to parcEtetine therapy cti 5/1 /% . Dry mouth was the only adverse 

experiaice r e n t e d  during the study. On 5/26/86, the patiait was admitted to the V.A. S isp ita l Psychiatric Ih it due to 

se lf-in flicted  scratches to his throat and both wrists. The blind was broken by the investigator cn 5/29/86 (the patient was on 

partjxetine). The patient was discontinued from the study on 5/26/86 due to lack of efficacy (20 days of paroxetine therapy).

While hospitalized, the patient received seven BCT treatments between 7/23/86 and 8/L1/86 and showed inprovemaat. After.8/11/86, 

he failed to return froa a hospital weekend pass, and was found to havei moved from his la s t  kncwn address; he was Lost to 

foUow-tq), A 1639 worksheet was oonpleted (but not f ile d  with the iHA); for this patient.

07-01A-001 Suicide Attenpt 1

The patient is  a 25-year-Qld nale with .a diagnosis o f major depressive disorder, unipolar, recurrent with melancholia (DSH H I  

296.33). Ccncomitant medications: chloralbydrate 500 mg hs (on 11/1/86) for sleep and TXLENX 10 grains (on 11/14/86) foe 

headache. The patient was on paroxetine therapy froa 11/1/86 to 11/19/865 dose at study tenninaticn was 40 mg. The patient was 

hospitalized on 10/27/86 for evaluation and treatment of his d^ressive ^ isode (th is protocol i s  inpatient study). The patient 

showed improvement and was discharged en 11/15/86 cn paroxetine 40 The ^ t ie n t  did not take medication on 11/16/86 and

11/17/86; lack of ccraplianca. Patiait was rehospitaUzed on 11/18/86 due to acute depression synptcnB ead suicieJal ideations 

(patient attenpted to juep fron a bridge). Eatiait was discontinued from the study and medication was stopped on 11/19/86 due to

lack of efficacy. Patient Wfas discharged from the hospital on U/28/86., o i  ELAVIL 150 mg and TKHAiFCR which requited
i

hospitalization fron 1/2/07 to 1/6/87. The patient shored progressive, improvement md was ebing w ell as of 2/23/87.
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. ..SUianS AI3EMFT: U.S. P M K E ^  , .

Treataiait Group: fiaroxetine . ,

• Patient I.D. Code Adverse Espeiience ' Action IT 

09-01E-260 JENQC Suicide Attaipt 3 ' ■ fijptiooal la b ility

The patiait is  a 52-year-old fetoale vitb Axis I  diagnosis of major dqmession, recurrent (DSM i n  296.3) and alcohol dependent '̂, 

cmtinuxis (D£H III  303.91) OTd Axis H  diagjx5sis o f mixed personality disorder,(CQt HE 301.89). ibe p atia it's  medical history 

includes S nasal surgeries since 1979, Meniere's syndronK, and ear surgery in tferch 1985. Iha patient caq)lated, the study on 

paroxEtine with an e i^ t  day dose Interruption (during bcjspitalization). Ihe patient was on 10 ng of partacetine daily. The 

patient was admitted to the hospital en 8/28/85 for detoxification. She had been drinking heavily due to situational stressors, 

t^xn admission, her blood aledboi levd. was 0.1S2; other lab studies were normal. Ihe mental status exam revealed the patient to 

be alert with no major tbou^t dlsotderj she was dqiressed but denied suicidal thoughts, Bospital records were detained. A 1639 

worksheet was not coipleted for this patient. Ibe patia it was discharged from the bospital on 9/15/85 and was to attend a 

cfaeadcal addiction c lin ic  as an outpatient. ■

09-01J-573 J12JQC AtteBpted Suicide 4 Bnotlcnal Id^ility

The patient i s  a 43-year-old male with najor depression,- recurrent (DSH H I 296.3). The patient was f ir s t  treated for psychiatric 

illness at age 31; history Includes 2 months' outpatlait treatmait and; one hospitalization for 2 weeks. The patient is  blind in  

both ^ e s  (since birth). &  was on no ccnctmitant medication. The patient was cn parceaatiria thetapy 10 ng dally for  26 days 

(6/29/85 to 7/24/S5). Hie patient was respordirg to paruxstine; on 7/19/85 (day' 21) the HAiC was 12. The patlaat reported
. I

stopping his itedicatico cn apprcudnately 7/24/85 becaoae h is mood was better. Ch 7/29/35, the patient attenpted suicide by 

jinpirg two flra ts o ff  a building. Ihe patient reports llsat the reascn was becatse of being "hounded'’ by h is creditors. The 

patient was hospitalized with nuLtipls fractures; iw other adverse experiences were reported. The patient did not return for 

foUow-tp v is i t .
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SfflCnE ATTEKPr; U.S. PAKliXEIINE TRIALS 

Tceatjnent Group; P la c ^

Patient I.D. Cbde Adverse Experimce

Suicide Attenpt

Action s
Suicide Attaspt02-01-G09

The patient i s  a 67-year-old female v ith  a diagnosis of major depressive disorder, recurrent vith melancholia (DQi IH  2%.33).
1 . i

The patient began placebo on 6/19/85. On 6/25/ffi, the patient made a suicide gesture by suffocation, Her husband prevented her 

suicide; she vas brou^t to the investigator the sane dey. The blind vas broken by the in vesti^ tor  on 6/25/85 (placebo); she vas 

discontinued froa the study due to lack of efficacy. Poststudy follcw-^p v is it  on 6/26/85 revealed her condition-continued to 

deteriorate.
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12. MANAGEMENT OF PAROXETINE OVERDOSE

U.-S. Data

P aroxetin e  overdose has n o t  been a s s o c ia te d  w ith  c h a r a c t e r i s t i c  

p h y s ic a l m a n ife s ta t io n s  found w ith  t r i c y c l i c  a n t id e p r e s s a n t  . 

o verd oses (such a s  c a rd ia c  arrhythm ia, coma, s e iz u r e s ,  e t c . ) .  ' 

Management o f  p a r o x e tin e  overdose sh ou ld  fo llo w  s ta n d a rd  c l i n i c a l  

p r a c t ic e  in  treatm en t o f  s e d a t iv e  drug overd ose . F iv e  p a r o x e tin e  

overd oses were rep o rted  in  U .S . c l i n i c a l  t r i a l s .  In  two o f  th e  

o v erd o ses , s p e c i f i c  in te r v e n t io n  was attem pted w ith  a  s u c c e s s f u l  

outcom e. P a t ie n t  04-01 -009  had g a s t r i c  lavage and p a t i e n t  

05-01A-075 v as g iv e n  a c t iv a te d  c h a r c o a l. P a t ie n t  09-01A -005 was 

observed  in  th e  emergency room, th en  a d m itted /to  th e  h o s p i t a l  ■ 

p s y c h ia tr ic  u n it  fo r  trea tm en t. P a t ie n t  05-0iA -030 in g e s t e d  . 

p a ro x etin e  tw ic e ;  th e  f i r s t  in c id e n c e  w ith  no i l l  e f f e c t s ,  th e

seco n d -in c id en ce  com bined-paroxetine w ith  a lc o h o l arid was -.................

h o s p ita l iz e d .  P a t ie n t  02 -04 -089  in g e s te d  sm all amounts o f ,  

p a ro x etin e  w ith  no i l l  e f f e c t s .  C l in ic a l  summaries f o r  th e s e  f i v e  

p a t ie n t s  are in c lu d ed  a f t e r  t h i s  s e c t io n .  P a ro x etin e  was n o t  . 

a s s o c ia te d  w ith  any unusual t o x i c i t y  when taken irt o v e r d o s e .

N on-U .S. Data ' . ■

^  in  th e  U .S . c l i n i c a l  t r i a l ,program, c a se s  rep o rted  in  n on-U .S . 

s t u d ie s  have been a s s o c ia te d  w ith  a  b en ign  outcome.' B ased  on the, 

non-U .S . c l i n i c a l  t r i a l  e x p e r ie n c e , a ta b le  o f  th e  c h a r a c t e r i s t i c s  

and management o f  p a ro x e tin e  overd ose  has been g e n e r a te d , w hich  

su p p orts the s a f e t y  o f  p a ro x e tin e  in  attem pted o v e r d o s e s .  These 

d a ta  are p resen ted  in  Table X I . 22 .  ' .

PAR S a fe ty  Sunm ary -20-N ov-1989 -215- 310



Table XI.22
M A N A G E M E N T  A N D  C H A R A C T E R I S T I C S  O F  A T T E M P T E D  O V E R D O S E

P A R O X E T I N E  A L O N E  '

D O S E A C T I O N  T A K E N A E R S O U T C O M E

2 8  X I S m g H o s p i t a l i z a t i o n  

S tainach w a s h o u t

D i l a t e d  p u p i l s  

D r y  m o u t h  

S i n u s

t a c h y c a r d i a

U n c o m p l i c a t e d

r e c o v e r y

1 2  X 30rag N o  d e t a i l s  . N o n e  r e p o r t e d  • P u l l  r e c o v e r y  ■

.8 X  I S m g H o s p i t a l i z a t i o n • N o n e  r e p o r t e d F u l l  r e c o v e r y

2 X  3 0 m g N o n e A b n o r m a l i t y  'of 

. a c c o m m o d a t i o n  •

F u l l  r e c o v e r y

P A R O X E T IN E  AND OTHER DRUGS

D O SE A C T I O N  T A K E N A E E s O U T C O M E  ■ ■

5 X 1 5 m g  . 

p a r o x e t i n e  

+ 2  X 0 . 5 m g  

l o r a z e p a m

H o s p i  t a l i a a t i o n N o n e  r e p o r t e d F u l l  r e c o v e r y

1 2 0 m g

p a r o x e t i n e  

2 5 0 m g  ■ 

n i t r a z e p a m  

1 2 . 5 m g  

h e x o b a f a i t o l

H o s p i t a l i z a t i o n N o n e  r e p o r t e d P u l l  r e c o v e r y

6 X 3 0 m g  

p a r o x e t i n e .

+ 4  p i n t s  _ 

l a g e r

N o n e D i z z i n e s s ,

. b l o a t e d ,  ' 

n a u s e a t e d ,  

n o  a p p e t i t e

F u l l  r e c o v e r y

P a r o x e t i n e  

■ & a l c o h o l ;  

d o s e  u n k n o w n

H o s p i t a l i z a t i o n N o n e  r e p o r t e d ^ F u l l  r e c o v e r y

7 X  3 0 m g  

p a r o x e t i n e  

+ 3  c a n s  l a g e r

■

N o n e N a u s e a , 

t i r e d n e s s , 

d e p e r s o n a l i s -  

ahion- f o r  ■ 

24 h o u r s

P u l l  r e c o v e r y

- 216-
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OVERDOSE: U . S .  PAROXETINE TRIALS  

T r e a t m e n t  G r o u p : P a r o x e t i n e

PIP Code Adverse Experience A c t i o n PT

04-01-009 JDNQC Suicide Attempt 4 Emotional

Lability

A H H X X Intentional Overdose 4 Overdose

The patient is a 26-year-old male with a diagnosis o f  major 

depression, recurrent (DSM I I I  296.33). The p a t i e n t  has a-long 

history o f m a j o r  affective disorder w ith suicide attempt at age 18 

(hospitalization not required}. The study screen v i s i t  history . 

includes ten years o f  crying spells and suicidal thoughts, but no . 

atten^its. The patient was on paroxetine the r a p y  for 225 days 

(6/27/85 to 1/5/86)? the dose prior to termination w a s  50 mg daily. 

The- patient had been improving on paroxetine b u t  m o v e d  and l e f t  h i s ’ 

medication behind. • He was without medication for 17 days and became 

increasingly depressed. O n  1/5/86, the patient took 153. capsules (17 

d a y  supply) of w h i c h  5/9, 850 mg, were paroxetine. The patient ' 

vcttttited after the atten^jt. He was then taken to the emergency room, 

lavaged, and admitted to I.C.U. Physical examin a t i o n  revealed the • 

patient to b e  semi-obtunded b u t  easily arousable within two hours.

T h e m e n t a l  s t a t u s  ex a m  r e v e a l e d  u n d e r a c t i v e  m o t o r  b e h a v i o r ,  i n c r e a s e d  

l a t e n c y  a n d  d e c r e a s e d  d u r a t i o n  o f  r e s p o n s e s ,  d e p r e s s e d  a f f e c t  w i t h o u t  

s u i c i d a l  t h o u g h t s .  F u r t h e r  p h y s i c a l  a l c o h o l  p r o f i l e ' w a s  d o n e  o n  ; 

1/5/86? a l l  r e s u l t s  w e r e  n e g a t i v e .  P la s m a  l e v e l s  w e r e  o b t a i n e d .  T he  

b lin d r - w a s  b r o k e n  b y  t h e  i n v e s t i g a t o r  o n  1/5/86? t h e  p a t i e n t  w a s  o n  

p a r o x e t i n e .  T he p a t i e n t  w a s  p l a c e d  o n  MERITAL 50 m g ,, b i d ,  a n d  

d i s c h a r g e d  fr o m  t h e  h o s p i t a l  o n  1/10/86 i n  im p r o v e d  c o n d i t i o n .  A  

1639 w o r k s h e e t  w a s  c o m p l e t e d  f o r  t h i s  p a t i e n t .  .

PAR Safety Summary -20-Nov-1989 -217-
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CfVERDeSE: U.S. PAROXETINE TRIALS 

T r e a t m e n t  Group; Paroxetine

FID ' Code A d v e r s e  Experience A c t i o n  ■ W  

05-01A-075 ABHXX Ove r d o s e  • ' 4 Overdose

■ The p a t i e n t  is -a 37-year-old female with a diagnosis of major 

depression, recurrent (DSM III 296-3). The patient b e g a n  paroxetine . 

on 10/25/86 and entered t h e  third y ear of s t u d y  on 10/28/88. On 

3/8/39, the patient i n g e s t e d  300 mg of paroxetine in a  suicide 

attempt; she was seen in the. emergency room (psychological loss and 

situational stress were precipitatops of the event). Patient , 

experienced, some nausea w i t h i n  the first two' hours a n d  vomited a  ■ 

small amount; she also e xperienced a headache. There w ere no other 

n o t i c e a b l e  adverse reactions. Activated charcoal was administered 

and she w a s  admitted to the intensive care u n i t  overnight at which 

time h e r  vital signs w e r e  stable and she had n o  additional adverse 

experiences. , The patient w a s  transferred to the psychiatric unit the 

f o l lowing day. Safety t e sts were performed (physical exam, ECG, 

l a b o r a t o r y  studies) r e v ealing nothing significant. The patient was 

d i s c h a r g e d  from the h o s p i t a l  on 3/19/89. N o  other adverse '

experiences were reported d u r i n g  the third y e a r  of the study and no 

concomitant medications w e r e  taken during this period. .Patient was 

discon t i n u e d  from the s t u d y  and medication w a s  stopped o n  3/8/89,
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OVERDOSE: U .S .  PAROXETINE TRIALS  

T r e a t m e n t  G r o u p ; P a r o x e t i n e

PIP ' Code Adverse Experience A c t i o n  FT

09-01A-005 A B H X X  Overdose 1 Overdose

The patient is a 35-year-old female w i t h  a di a g n o s i s  of major' 

depression, recurrent (DSM III 296,33). ■ The p a t i e n t  first 

received psychiatric treatment at a g e  33 (16 months o f  outpatient 

treatment); she h a d  one 3-week hospitalization. T h e  patient was 

on paroxetine therapy 40 m g  daily for 7 days (5/23/85 to 5/29/85). 

She was terminated prematurely f rom the study due t o  adverse 

experiences o f  nausea, drowsiness, a n d  t r e m u l g u s n e s s . O n  6/5/85, . 

the patient was seen in the emergency- room after ingesting 9-10 

paroxetine capsiiles {360 —  400 m g ) . The patient w a s  obtunded at 

time of’admission" (2:00 arm. ) but was'alert fay 9 100’ a.ra. Coma 

panel revealed the presence of methocarbOmai a n d  •

phenylpropanolamine in the urine. Testing vras not d o n e  for . 

paroxetine. T h ere were .no laboratory or E C G  changes. The patient 

w a s  admitted to the hospital (psychiatric unit). S h e  was placed 

on trazodone 200 rag daily and discharged from the h o s p i t a l  on 

7/20/85 in inproved condition.
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Oy^SDOSE: U.S. PAROXETINE TRIALS 

Treatment Group: Paroxe t i n e ’

P I P  Code

05-01A-030 A B H X X

Adverse Experience Action PT 

Attempted Overdose 4 Overdose

J

T h e  patient is a 2 3 - y e a r - o l d  female w i t h  a  diagnosis of major 

depression, recurrent (DSM III 296.3). She received outpatient 

psychiatric treatment f o r  four months at age 12, she was o n  no 

concomitant medication. The patient w a s  on paroxetine therapy for 

35 days {12/20/85 to 1/14/85); the dose at premature termination 

w a s  40 m g , . On 1/6/86, the patient experienced a situational 

■crisis and reported t a k i n g  between 120 and 14p. rag o f  paroxetine. . 

She had no ill effects a.t all. On 1/8/86, 50 capsules (500 mg) 

w e r e  dispensed to the patient. The patient overdosed again on 

■■1/12/86, taking all remaining paroxetine capsules ■ (400 mg) ’; she 

h a d  no apparent adverse experiences. Subsequent to taking the 

capsules, she did some excessive drinking- Her behavior became 

■unpredictable and v i o l e n t  and she was admitted to the hospital on 

1/14/86. Laboratory tests and ECG w e r e  normal. A f t e r  a  brief 

stay, the patient w a s  discharged f rom the hospital i n  satisfactory 

condition. The p a t i e n t  continued to be followed b y  the site until 

2/3/86.
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OVERDOSE: U .S .  PAROXETINE TRIALS 

T c e a t m e n t  G ro u p : P a r o x e t i n e

P IP  C ode • A d v e r s e  E x p e r ie n c e  A c t i o n  FT

02-04-009 ABHXX O v e r d o s e  4 ' O v e r d o s e

)

The patient is a 19-year-old female w ith a  diagnosis of major 

depression, recurrent (DSM III 296.3)', w ith no previous 

psychiatric'treatment. The patient was o n  paroxetine therapy for 

40 d ays (3/9/87 to 4/24/87) talcing 20 m g  daily. The patient was 

o n  n o  concomitant medication. The patient completed d a y  28 of the 

s t udy with HAND total of 11. On 4/24/S7, the patient called the ’ 

study site and related that she had taken 15 Xo 20 capsules . 

(150'-200 mg) of paroxetine (out of anger, due to an argument w i t h  • 

her h u s b a n d ) . She.related that she continued on her job 

immediately after taking i±e capsules and related'that she vras not 

experiencing any side effects.- The blind was broken b y  Bee c h a m  o n  

4/24/87; the patient was' on paroxetine. The patient did not ‘

return to the clinic for final safety assessments. In a phone 

contact fay the site on 5/5/87, the patient reported that she w a s  

doing well, A  15~day Drug" Experience Repdrt was filed w i t h  the 

FDA b y  Beecham o n  5/5/87. -

3̂
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Table III.A.2 (Cont,) '

Comparison of Adverse Experiences Listed By 

Preferred Term Within Body System 

Intent-to-Treat Population - Worldwide Data 

Events Reported in At Least 1% of Paroxetine Patients

Body System Preferred Term

Nervous System

' ' Abnormal Dreams

■ Agitation —

■ Amnesia 

•. Anxiety

CNS S t i m u l a t i o n

Paroxetine Placebo

(N» 2.963)

, 59 (2%) 

115 (4%) 

' 34 (1%) 

146 (5%) 

110 (4%)

Concentration Infiaired 77 '{3%) 

Confusion ' 43 (1%)

Depersonalization 27 (1%)

Depression . . 34 (1%)

Dizziness .. 328(11%)...

Drugged Feeling 37 (1%)

Emotional Lability 42 (1%)

Insomnia . 410(14%)

Lack of Emotion 19 (1%)

Libido Decreased 94 (3%)

fianic. Reaction ' 21 (1%)

Myoclonus _ 45 (2%)

Nervousness . 109 (4.%)

Paresthesia .150 (5%.)

Somnolence’ 606(20%)

Tremor 320(11%)

Vertigo • 46 (2%)

(N-554)

4 (1%) 

11 ( 2%)

4 (1%) 

14 (3%) 

18 (3%)- 

2-(0%)

4 (1%)

1  ( 0 %)

2 (0%) 

32 ( 6.%,)

4 (1%)

■ 2 (0%) 

40. (7%)

1  ( 0 % )  , 

0 , { 0% )

. 2  ( 0 % )

•3 (1%)

12  (2%) 

12  (2%) ■ 

49 (9%)

10 (2%)

1 (0%) ■
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■ ' Table III.A.4 .

Comparisons for Adverse Experiences 

Number of Patients Whose Dosage was Permanently Stopped . 

' Due to Adverse Experiences 

W o r l d - W i d e Intent-bo-Treat Population

Adverse Experience Paroxetine Placebo All Other

Preferred Term ' ■ (n==523) . 1[ n =W) (n-258)

Nausea • 121’''{23%) 6 (21%) 36 (14%) ■

Somnolence 84 U 6 I ) ■ 4 (14%) 67 (261)

Insomnia . ■ 66 (13%) . 3 (10%) 19 (7%)

Headache ' ’ 65 (12%) 7 (24%) 28--(11%)

Asthenia • , 60 (11%) 3 (10%) 39 (15%)

Dizziness 47 (9%) 4 (14%) 44 (17%)

Tremor 44 (8%) 2 (7%) 25 (10%)

Diarrhea 36 (7%) • ■2 (7%) 6 (2%)

Aaitation 33 (6%) 4 (14%) 10 ■ (4%)

Sweating •- 33 (6%) ■ 2 (7%) 23 (9%)

Dry Mouth ' 32 (6%) 1 (7%) 74 129%).

Vomiting ■ 30 (6%) 0 (0%) ■ 5' (2%)

Anxiety '. 29 . (6%) 1 (3%) ■ 16 (61)

Abdominal Pain 26 (5%) 1 (3%) 7 (3%)

Decreased Appetite 24 (5%) , 3 (10%)- 10 (4%)

Constipation ■ . 24 (5%) 3 (10%) 24 (9%)

Weight Gain . 19 (4%) - 0 (0%) 4 (2%) ,

Hypertension ' 18 (3%) . ■0 (0%) 3 (1%)

Palpitation 17 (3%) 3 (10%) 19 (7%)

Paresthesia ' ' 17 (3%) 0 ■ (0%) 18 . (7%)

CNS Stimulation 17 (3%) 4 (14%) 15 (6%)

Blurred Vision- . 17 (3%) • . 6 (0%) 12 (5%)

Emotional Lability 16 (3%) .0 (0%) 11 (4%)-

Abnormal Ejaculation 15 (3%) • . 0 (0%) 2 (1%)

Confusion 1-4 (3%) 0. (0%) 13 ■ (5%) ■

Chest Pain . 13 (2%) : 0 (0%) 2 (1%)

Manic Reaction 12 (2%) 1 (3%) 11 ■ (4%)

Malaise ■ ' 11 (2%) 0 (0%) • 8 (3%)

Urination Tiicpaired 11 (2%) • 0 (0%) 14 (5%)

Tachycardia ' . 10 (2%) 1 ■(3%) ^ .7 (3%)

Vertigo - ■ 6 U% ) , 0 (0%) 10 ( 4%)

All percentages are with respect to the number of patients in the 

drug group who discontinued treatment due to adverse experience..
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G . DRUG ABUSE .

Antidepressants are not generally considered drugs with ■

significant abuse potential. No formal clinical studies have been 

completed to assess the abuse potential or prospectively evaluate 

withdrawal syn^toras associated with paroxetine. In an attempt to 

reveiw the clinical trial experience, a "drug abuse cluster" of 

adverse experience preferred terras were created, Those perferred 

terms which were located in the data base which might be helpful 

in addressing this -issue included: alcohol abuse, drug '

dependence, and withdrawal syndrome. .Review of the worldwide data 

base indicates no evidence of -drug abuse with paroxetine.

H. HANAGEHENT OF PAROXETINE OVERtXlSE • , ’

I. U.S. Data , ■ , . .

. '' ' \ • ■ 

Paroxetine overdose-has not been associated with characteristic 

physical manifestations found with tricyclic antidepressant 

overdoses (such as,cardiac arrhythmia, coma, seizures, etc.). 

-Management of paroxetine overdose should follow standard clinical 

■ practice in treatment of sedative drug overdose. Five paroxetine 

overdoses were reported in U.S-. clinical trials.' In two of th.e ' 

overdoses, specific intervention was attempted with a successful 

• outcome. One patient had gastric lavage and a second patient - 

was given activated charcoal. The third patient was observed'in 

the emergency room, then admitted to the hospital psychiatric unit 

• for treatment. A  fourth patient ingested paroxetine twice; the 

first incidence with no ill effects, the secpnd incidence combined 

paroxetine -with alcohol, and the patient was hospitalized.

A  -fifth patient ingested small amounts of paroxetine with no ill 

effects. Paroxetine was not associated with any unusual toxicity 

when ta)^en in overdose. . '

} ■
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