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Mean Age (yrs)

Minimm Age (yrs)
Maximum Age (yrs)
Mean Weight (1bs)

Paroxetine Placebo
(n=2963) (n=554)
46.70 42,02
17 19
9% 73
156.92 165.61

1112 (38%) 269 (49%)

1386 (47%) 263 (48%)
459 (16%) 2 (4%)
.6 -

1864 (63%) 286 (52%)

1098 (37%) 268 (48%)
1 -

2571 (S4%) 513 (93%)
81 (%) 29 (X%)
% (3 12 (%)
217 -

Note: In this table, all patients who crossed over
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Table 1.3

Demographic Information

Total .Vorldwide Patient Enrollment -

Presented by Treatment Group

Imipramine  Amitriptyline Clomipramine Mianserin Doxepin  Haprotiline
(n=338) (n=331) (n=193) (n=150) (n=135) (n=4)
40.46 43.64 57.27 49.98 68.19 56.75
18 17 21 17 60 46
T4 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 (%) 63 (33%) 29 (19%) 102 (76%) -

2 -
174 (512) . 240 (73D) 136 (70%) 99 (66%) 73 (54%) - 3 (757)
164 (49%) 9% (27%) 57 (3) S1 (34%) 62 (46%) 1 (230D

304 (93%) 238 (95%) 89 (67%) 144 (97%) 131 (97%) 4 (100%)
17 (5%) 8 (3%) - 2 (W) 4 (30 -

6 (20) 4 (20) 43 (337) 3 (D) - -
1) 61 - 1. - - -

1 -

- from one treatment to another are counted twice, once for each of their treatment groups.
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Table I.5 {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 prefecrred Term Paroxetine  Placebo
' (N=2963) (N=554)
Nervous System ‘ _
Abnormal Dreams 59 (2%) 4 (1%)
Agitation . . 115 (4%) 11 (2%)
Amesia . . 3 (1%) 4 (1%)
Anxiety . -146 (5%)° 14 (3%)
CNS Stimulation 110 (4%3) 18 (3%)
Concentration Impaired 77 (3%) .2 (0%)
Confusion : 43 (1%) 4 (1%)°
Depersonali;a;}bg' - 27 (13) 1 {0%)
" Depression . 34 (1%) 2 (0%)
Dizziness 328(11%) 32 (6%)
Drugged Feeling 37 (1%) 4 (1%)
Enotional Lability 42 (1%) 2 (0%)
‘Insommia : 410(14%) 40 (7%)
Lack of Emotion 19 (1%) 1 (0%)
Libido Decreased 94 (3%) O (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%)
Tremoc 320(11%) 10 (2%)
- Vertigo C 46 (2%) 1 (0%)
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Tahle I.7
Comparisons for Adverse Expériences
Number of Patients Whose Dosage was Perwanently Stapped
' Due to Adverse Experiences
World-wide Intent~to-Treat Population

Adverse Experience - Paroxetine Placebo . All Other
Preferred Term (n=523) - . {n=29} {n=258)
Nausea 121%(23%) 6 (21%) 36 {14%)
Sonnolence 84 (16%) 4 (14%) 67 (26%)
Insomnia © 66 (L3%) - 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 ° {B%) -2 {7%) 25 {10%)
Diarrhea 36 (7%) 2 (7%) 6 (2%)
Agitation . 33 (6%) - 4 (14%) 10 (4%}
Sweating . 33 (8%) 2 (7%} 23 (9%}
Dry Mouth ’ 32 (6%} 2 (7%) - 74 {29%)
Vomi ting : 30 (6%) 0 (0%) - 5 (2%)
Anxiety 29 (6%) 1 (3%) 16 (6%)
CAbdomindl PainT T T 26 (5% T 1 (3% T (3%)
Decreased Appetite 24 (5%) 3 (10%) 10 (4%
Constipation ' 24 (5%) 3 (10%) 24 (9%)
Weight Gain T 19 (4%) ¢ (0%} 4 (2%)
Hypertension 18 (3%) ¢ {0%) - 3 {1%)
Palpitation 17 (3%} 3 {10%) 19 (7%)
Paresthesia ) 17 (3%} 0 {0%) 18 (7%)
- (NS Stimulation ' 17 (3%) 4 (14%) 15 (6%) .
Blurred Vision T 17 (3%) 0 (0%) 12 (5%)
Emctional rability * 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%)
Urlnat10n~%mpalred 11 (2%) 0 (0%) 14 (5%)
Tachycardia e 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 experlence
Benominator reflects gender.
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SERIQUS RADVERSE EXPERIENCES

Deaths

Thirteen deaths occurred during or scon after parcketine treatment
in the world-wide clinical program. No deaths were considered to

be associated with paroxetine administration.

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 with a full recovery.

SEVERE ADVERSE EXPERIENCES

.

Table I.8 illustrates the comparison of treatment groups showing
the severity of the adverse experience. In this comparison,
paroxetine is associated with an intermediate rate of reporting at
least one adverse experience, at least one moderate or severe
adverse experience, and at least one severe adverse experience

when compared to placebo and other antidepressants.

The safety summary includes searches of the world-wide data for
groups of symptoms associated with antidepressants such as the
2imelidine reaction, serotonin syndrome, bleeding. diathesis, .and
sexual dysfunction, also, rare adverse experiences which can be
organ— ot‘life—threatening are discussed in detail. Recognizing

the limitations in retrospective review of a database, few reports

of serious illness have been 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.

PAR Safety Summary — 20-Nov-1989 -14-
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CONCLUSIONS

The integrated smmér:y of safety information 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 therapeutic response and actions which can be
adverse. Paroxetine has demonstrated a favorable risk/benefit
ratio which can be of significant benefit in the treatment of

depression.

PAR Safety Summary — 20~-Nov-1989- ) 25—

22



PAR 03-03-113 (Paroxetine-treated)
PAR 04-03-113 (paroxetine-treated)

The patient is a 32-year-old white female who entered the study on 7,/03/86
with a diagnosis of major depression, recurrent, (DSM-IIT 296.30). She was
in good general health and no known drug allergies were reported.

Screening laboratory studies, -ECG, chest x-ray, and ophthalmologlc exam
revealed no significant abnormalities.

Oon 7/10/86 the patient began paroxetine 20 mg/day and progressed to 50
mg/day. She was on drug 42 days under this protocol. No adverse clinical
experiences were reported during this portion of the study. She elected to
continue on paroxetine 50 mgr/day in the l-year extension study.

"On 10/30/86 the patient was seen in the emergency room with acute alcohol
intoxication. There originally was some guestion of a possible suicide

attempt but it was later felt that this was merely an attempt to “drown her

sorrows." There was no evidence that drugs other than alcohol were
involved at this admission. She continued on paroxetine until 11,/03/86

when she was discharged from the hospital and termlnated from the study ‘due
to alcohol abuse. She was on drug for 75 days.

on 11/04/86 she was admitted to the Phlladelphla Psychlatrlc Center (PPC)
, ' for further evaluation and treatment of her depression and recent ETOH

*,)' intoxication. She was discharged on 11/11,/86 (against medical advise).
She was voluntarily re-admitted to FPC 11,21,/86 and was treated with
lithium, milieu therapy, activities therapy, -and. group therapy. Urine
specimen was noted to be positive for cannabinoids. She alse required
treatment of a viral bronchitis while hospitalized. The patient was
discharged on 12/10/86 in lmproved condition. She was continued on lithium
and psychotherapy.

After having shown an initial good response to paroxetine (HAMD score at
screen was 26 and at day 70 was 3} she had a marked deterioration in her
depressive symptoms w1th acute ETOH intoxication and subsequent
hospltallzatlon. .

:
7
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10. DEATHS

A total of 17 deaths were reported in tine wqu&wide
clinical program, An overview of the 17 deaths is presented in -

Table X.17 below.

4

S 'L‘abie XL.17
Deaths Reported in Worldwide Clinical Trial Program

PAROKETINE - ACTIVE CONTROL PLACEBO
N=2963 N=531
Number (%) - . - i2°(0.4%) . 3(0.56%) - 2

*  Twa c":l'eat.hs occurred during the placebo run—in period.

One death occurred in the U.S. clinical trial program (Pt. Na.

04-01-022). The narrative. sumwary of this death follows this

summary. The death occcurred in a patient with a _history of
hypertension, obesity, diabetes mellitus, and alcohol abuse.

Death occurred approximately 26 days after the last paroxetine
| admififstration. o o

Eleven deaths were reported in patienté randomized to paroicetine
treatment in non~U.S. clinical trials. An overview of the
worldwide data on deaths in paroxetine-treated patients is shown
in Table Xr.18.

PAR Safety Summary —20-Nov-1389~ ~183—



. ‘Table XI.18
_ Causes of Deaths in Patients Randomized to
Paroxetine ~ Worldwide Data

Pre-existing condltmns : 4 )
PIDs: 1.26.034; 117A.004; 1. 4. 34;
T 2113.003; 7101 0L5

Sudden death - MI (U.S. patient) - 1
pID: 4.01.022 3
" gudden death - MI (U.K. patlent) ' 1

~ pID: 1.13.028

" Murder - - ) ' ' 1
PID: 4.02.010 ’ . :

.-Suxcmde'.' ' 3
PIDS? 1.13.126; 2206 005 6“47 003

Overdose - A : _2.
PIDs: 2406. 149 7124 012

TOTAL , R 12

Si:;cé' suicide is & nat unexpected qontpl.ication of clinically

signifi'céntv_aepression, a small number of successful _sui_cides are
to be expected in a depréssed'pqpuiétion. . 'In one case of suicide
(H:E/BZ/@T Patient 3}, the patient commi tted suicide by, dcowning.

" The mvestlgator reported that her clmlcal state, ‘as measured by
~ the Hamllton Deptessmn Rating Scale, had improved during the

course of the trial, potentlally giving her the volition te kill
herself. The relationship between paroxetine treatment and this

suicide is speculative. Paroxetine has not been associated as a

causatlve factor with any deaths during the worldw:.de cllnzcal .

trial program.

There were five. other ‘deaths by sulcide. . Two were during the

placebo washout phase (PIDs: 7119.009 and 7119.062). Three were

in comparative treatment groups: Amitriptyline (PID 6.67.002),
clomipramine (PID 2371.054), and imipramine (PID 7124.023),

- PAR Safety Summary ~20-Nov—1989- ~184-
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© PAR 03-01-022 (Imipramine-trsated)

PAR 04~01- 022 {Paroxetine-treated)

The patient was a 54~—yeat—old male who entered the study on 07/23/85
with a diagnosis of major depressive disordet, recurrent, with
melancholia (DSM-III 296.33). He had a past medical history of
appendectomy (1944} and tongillectomy (1955) 'and occasional headaches.
He was also obese and hypertensive. There were no reported drug
allergies. Concomitant medications at that time were aspirin pen
headache, ADVIL® (ibuprofen) tmit dose prn flu symptoms :
(B/12/85-8/25/85), and KAOPECTATE® (kaolin and pectin) prn diarrhea
(8/12/85~8/,25/85). Screening laboratory results revealed no
significant abnormalities. Screening ECG revealed LAD and an :
intraventricular conduction defect reported not clinically significant
by the investigator. Dr. Charles Fisch, Distinguished Professor of
Medicine at Indiana University, who revn.ewed all ECGs for this study
also noted a REEB. Chest x-ray was normal. His pulse rate varied from
a low of B0 beats per minute to a high of 100 beats per minute during

- the study. Dr. Fisch noted that the “acceleration of heart rate with

imipramine is a recognized. effect of the drug.". (Imipramine was the
drug taken'by this patient in the 03 study.) A .

Adverse experiences reported.during the study were severe profuse

sweating (probably drug-related) 8/11/85—-9/03/85 ‘severe diarrhea
(possibly drug-related) 8/11/85-8,/25/85; and severs stomach upset
{possibly drug-related) 8/11/85-8/25/85. Patient was noted to have o
elevated blood sugar and liver function tests on 2 occasions felt to be
due to lipemic serum. It should alsoc be noted that he had elevated

-cholesterol and triglyceride levels. through his participation in the

Protocol 03 study. ST segment changes in V1 and V2 occurred at visit
21, and at visit 42 ST Segwent changes were noted in VI only. These
ECG changes were reported not clinically significant by the '

- investigator. According to Dr. Pisch the effects of imipramine, on

"the ST and T changes {in the ECGs) were minor, largely transient,
non~spec1f1c and probably of no clinical’ s:Lgnlflcance 5.

On 7./24‘/85_ the patient began imipramine 80 mg/day (days 1-7)." His dose
was then increased to 145 mg/day (days 8-14) and to 210 mg/day (days
15-42). He took imipramine: for 42 days. Due to lack of efificacy, the

‘patient was crossed over to. paroxetme in this lnyear, double-blmd

extension af” study 03.

On 9,/04,/85 the patient began paroxetine 20 mg/day (days l~l4) and
increased to 30 mg/day (days 15-278). On 6/23/86 the patient was
prematurely terminated from the study due to a non—drug-related reason:.
"TIA and newly diagnosed disbetes mellitus." However, upon review of .
the case report form by the clinical monitor, the termination reason

- . was recoded to adverse experience. This is due to the fact that the. ...

patient’'s TIA and newly diagnosed diabetes mellitus were listed as

. adverse experiences and were identified as the reasort fox.’ ptemature

terming tlon :

PAR Safety Surmary —20-Hov-1989— 186~
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PAR 04 oiﬁozz (cant')'

Céncomtant medxcatmns used durmg the l-vyear extensmn of the study »
were ‘aspifin prn-headache (taken since 1965); NYQUIL® (acetaminophen,.
doxylamirie succinate, pseudoephedrine HCL and dextromethorphan

o hydrobromide) unit dose prn cough (1/29/86 to 1/30/86); cough syrﬁp,
{0TC, brand unknown) 2-3 tsp/day prn cough (1/29/86 to 2/04/88); v
" MICKONASE® (glyburide) 5 mg/daily for diabetes (6/17/86 - c:ontmues ¥:

and DYAZIDE® (hydrochlorothiazide and tr:.amterene) one- daz_ly for
hypertenswn (6/18/86 -~ continues).

2

Adverse clmlcal experlences reported during the extension phase of the

gtudy were sevete sweating (possibly drug-related) which resolved after
discantinuation of drug; mild nightmares 9,/04/85-10/08/85 (possibly
drug-related) ;- mild palpltatwns 9,/11/85~9/19/85 {(possibly -
drig-related); mild uwrinary retention 8/05/85-9/18/85 probablv
drug-related); mild muscular soreness 9/05/85-10/16/85 (possibly
drug-related); “severe headaches 9,/05/85-11/13/85 (probably
drug-related); mild itching 9/13/85-9/26/85 (possibly drug-relatedj;

-mild hay fever symptoms 9/13/85-12/16/85 (probably not drug—-telated) ;
- mild tightness in right leg muscle 9/22/85—11/13/85 {possibly

drug~-ralated); moderate agitation by noise 9,/20/85-11/13,85 (poss:.bly

drug-related); moderate lethargy 9/18/85 ~ resolved after d:.scontlnmng ,

medication (probably not drug-related); mild chest pains
12/11,/85~12/15/85 (probably not drug-related); mild cough :
1/29/86-2,/14/86 (definitely not drug-related); moderate transient
ischemic attack 6/15/86-6/21,/86 (probably not drug-related); and mild.
diabetes mellitus 6/15/86 ~ continues (probably not drug-related) .
Concomitant medications and undarlymg disease states may have caused

‘many of these adverse clmlcal expetlances‘

Adverse labcratory experlences reported were mildly elevated blood
sugar on 9/10/85; 9/24/85, and 10/16/85 {non-fasting specimens), mild

- elevations of 5GOT (ranging from a normal value of 33.U/L to a high of
. 191 U/LY, SGPT (ranging from a low of 84 U/L to a high of 150 u/L), | o
- cholesterocl, and trxglycerldes These values (SGET, cholesterol, and
“triglycerides) were elevated' on all tests whether. fasting ac

non—fasting. One of the SGOT values was within the nommal range and
all others were elevated, The patient also admitted to. ETOH use,
poseibly accounting for increased LFTs. At his last visit, the patient
also had a_slightly elevated BUN (29 mg/dL) and uric acid (12.5 mg/dL).

- 311 of these adverse laboratory experiences were felt to be probably

not drug-related, The ECGs for this patient in the extension phase of
the st:uc}y were essentially the same as in the 03 study, He did
experience a T wave change abt visit 42 but Dr. Fisch, the consultmg

. cardiologist, neted that that change might be positional. The T wave

reading retumed ko normal on the subsequent ECG and continued to be
normal f£or the rest of “the study. The patient was being followed by
his internist for diabetes mellitus, hypertension, elevated livet |
function tests, cholesterol, and triglycerides when hls partlcn.patlon
in the study ended

PAR Safety Summary -20-bov-1989- T ~187-
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PAR 04-01-022 (Conk.)

on 7/04/86 telephone follow-up revealed that the patient had no
withdrawal effects after discontinuing paroxetine and that all adverse
clinical experiences had resclved. He was requestad to return for
repsat laboratory studies on two occasxons, but -the patient was -
noncompl Lant.

on 7/21/86 the patient’s wife called the investigator to réporf'that
the patient had died in his sleep of a “heart attack" on 7/19/86

Thé patient’s Certificate of Death listed the immediate cause of death
as an acute.myocardial infarction with a fout—year hlstory of
generallzed arteriosclerosis as an underlying cause. 'The death
certificate listed diabetes mellitus as a significant

condltlon-contrlbutlng to death but not related to-the cause of death. -

BAR Safety_Summary'~20—ﬂov~l§89— -188-
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| Narrative Sunmaries of Deaths Reported in -

"Non-U,S8. Clinical Trials -

PAR Safety’ Summary —20-Nov-1389— -189~



'BELGIAN OPEN - 2206.005
PAROXETINE

Patient 605 . Female Aged 58 years
Serious adversé 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,

nodarate drowsiness and mild malaise. The investigator considered the
lightheadedness and drovsiness to be related to study medication. All
these. symptoms resolved without treatment _ ’

During the long-term phase of- ‘the study the patlenb's standing

diastolic blood pressure attracted a double-flag on day 174 at 40 mm -

Hg. 'I.’he standing diastolic reading on day 139 had been 70 mm Hy. The
. teason for this’ fall in diastolic blood pt:essuz:e ig unkoown. oo

"} L. No adverse events were reported during the flr:st»clrmonths of long-temm
: -+ therapy but during the first week of the fifth month the patient
committed suicide by hanging. No further information is available.

14
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- PAR Safety Summary -20-Nov-1983- =191~

MDUK — 1.13.126
PAROXETINE

Patient 126 '  Male Aged S0 years

Serious adverse event - death -

This patlent presented with a 15 month hlstory of untreated depressmn

Thete was no previous hlstory of aﬁﬁectlve digsorder.

An initial assesswent he was moted to be very apprehensive with slight
P b e d e TTim seaedT L ee T Ly e T et 1T 3 g el Tack 1 710 b o —
HORWS LYL S, D.b' bu.L.LE!L!:‘Ll z.l.um renadl CALCULL and aad .x.u:n., dew 17 DULULIIRED  LIL

weight in 18 months . , , :

Aspirin as requxred was i:he only concurrent medlcatn.on initiated during
the study. : .

- There were no double—flagged v:utal signs.

" A raised monocyte count of 141; on day 49 attx:acted a smgle—~flag - The

cause of th:.s was mkncwn

The patient exper:lenced severe nausea, dry mout:h,. and. swelling c:f t.he
right ankle. All these events were considered by the investigator to

be related to study medication. The patient also suffered severe

tremor of unknown etiology. All these adverse events resolved m.thout :

~treatment.

No sdverse events were reported during the first gonth of long-term

" treatment. After 2 months the patient complained of. severe - insomnia,

successfully treated with nitrazepam, and moderate paraesthesia which

‘ also resolved. . Both events were of unknown eti olngy.

There were no flagged vital signs or laboratory data recorded dunng
the long~term phase of study.

On day 144, after 3 months of - long~t:erm therapy, the patlent died by
hanging. No Further information is avallable regardmg this
event.
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HP/82/47 - 6.47.003

©  PAROXETINE

Patient 3 ' | ' Female ' Aged 56

Reason for safety SUTLA LY patlent died during study smcmde on day

" 47). subject dosing history during study was as ﬁollows' pay -7 to

-1, placebo od po; Day 1 to 2, paroxetine 10 mg od po; Day 3 to 8,
paroxetine 20 mg od po; Day 7 to 47, paroxetine 30 mg od po.

Cancomitant medication was isosorbide dinitrate, 15 mg po dally; and

metoprolol  tartrate, 300 mg po daily. Both drugs continued throughout .

study.

Concomitant disease: Myoéardial 'infamtion- 4 years preiriously

" Clinical 1nterpretat1-cirx. This" patlent committed-suicide by drownmg on
day 47 of the stidy period during treatment-with agtive medication.

Her clinical state, as measured by the Hamilton Depression Rating
Scale, had improved during.the course of the trial, potentially giving
her the volition to Kill herSelf. It is knovm that 15% of patients -
with’ depresswe illness die by su1c1de

PAR Saﬁetﬁy Summary —20-Noy-1989~ ~-192~
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PAROXETINE

2406,149

patiené 149 s 4 o F . Aged 18

This 18-year-gld female had fo concurrent illness anc'i was not receiving
concurr:ent medication abt baseline.

She expemenced a mild dry mouth, which the investigator consxéeréd ko
be drug related, from day 5 for 25 days and a mild eye disorder of
unknawn r:elatmnshx.p ta therapy.

Thé patient recewed diazepam from day 32 because of mcreasmg
restlessness (agitation), and on day 38 she stopped paroxetine
treatment and left the clinic. On day 44 the patient commikted suzcmde‘

by ovérdosage. No further details were avallable,

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

| PAR Safety Summacy —20-Nov-1989- . - -193-
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PAROKETINE

Patient 12 i 7124-012 F Aged 42 years

- This 42 year old female had been depressed for 16 weeks. She had
experienced four other episodes of depression in the previocus ten years
and had been treated with clomipramine, mianserin, and maprotiline;
only the third gave a satisfactory response. For the current episode .
of ‘depression, she had received alprazolam 75 mg daily for three weeks,
clomipramine 300 mg daily, and thioridazine 150 mg daily for one week,’
and she had been taking diazepam 150 mg daily for 12 months. She also
tobk diazepam {dose unspecified) from day -—3 to day -2 and chlaoral
hydrate Ercm day -3 to day 8.

) She expern.enced mild hyperkmesxa fmm day 6 whlch the 1nvest1gator
.;onsxderec’i to be unrelated to therapy. ,

On day 10 the patient committed- su1c1de by over—dosmg w1th doxepin.
. The.. relationship. of t:hls avent. to paroxetine therapy was unknown.

No abnormal vital sxg:ns or laboratcry data were recorded &urmg the
study.. ) . - .

PAR Safety Summary —20-Nov-1989— -194~
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Study 6.1.1.1, Boerup C. et al.
"patient 6.1.1.1.15

710-1-015
PRROKETINE
CInitials: fredscis] ‘ © - Female . Aged T1

| Bvemt: Patient died April 24, 1980

'Paroxetme treatment perlod. May 29, 1978 to April 20, 1980 (accarding
to case report form) .

Summary: Patient[EESborn December 6, 1902 treated with paroxetme 20
mg daily-fom 5/29/78 to 4/20/80 deceased 4/20/_80 In addition to ‘the
treatment of her severe manic-depressive mood disorder and dementia
initiated 1973, the patient was also in treatment for arteriosclerctic .
cardiac disease. In the &rial period, no urwanted effects were
recorded and lab tegts of hepatic and renal functions and hematological
évaluation showed no abnormal values. Cause of death.is most probably

: - lung embolism (evaluated on the basis of ECG), and-death certificate

"‘“"’} was ccmpleted at the emergency ward."

- There were no other adverse events, no c:hanges in labcratcry pagameters'
or Vltal SIgns ) . o aw

The global evaluatmn of side effects indicates that no side eEfects .
' were present during paroxetme traatment. . ~

It is concluded that paroxetine treatment which was unpmblematlc -
| camnot reasonably be associated with the death.

T on 9/13/78 and 9/2/79, the patlent's ESR value rose to 31 and 36 xrrm,/hr
respectively. On both occasions the value had returned to normal at
the next assessment., Such values would not be considered to be
abnormal. for a patient of this age but the values do ‘satisfy the safety

. criteria agreed with the E’DA

21418
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SOUTH AFRICAN OPEN
4,02.010

PAROXETINE

patient No: 10 . . ' Female - ' Aéed 55 Years.

Perious adverse event — death

This patiant successfully completea'the short—term phase of the study'..

No abniormal v1tal signs or laboratory data were recorded dur.mg ’che :
1ong—-ter:m phase of the study

On day 56 the patient reported welqht gain but th:{s is not
substantiated by the weights recorded during the study. She wez.ghted -

53 kg at baseline and-only increased fo 54.2 an day 87.. At the same
time the patient also reported loss. of Iibido. The mvestlgator was
unable to attribute these events to study Jdrug but -the dase was '
reduced-

'Durmg the 8th month of therapy the patient repor:ted unpleasant dreams |
“which led to a further reduction in-dose.

Durlng the 12th month of long—term therapy, she was traglcally
murdered .
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HDUK26
1.26.34
PAROKETINE

patient 34 o Female - Bged 79 years

- Berious adver‘se »eyent - death

* This patlent successfully completed the short tem phase of ‘the study

with no double flagged vital mgns or laborat:ory da.ta, just -a slight
increase in weight. .

: Duz:ing long' term treabment _the patient repbi’ted a loss of energy but

there is very little information with respect to thig .

The patient was suspected of having cancer when she. entered the study
and during the fourth month she died of liver métastases from bowel -

‘Vcanc:ex: Deacn was consxde:ed unrelated to parcxetme treatment.

No double flagged v:.tal 51gns were recorded duz:mg the lcmg term phase

of the stu&y and. no laboratory data was collec:ted

PAR Safety Surmacy -20-Nov-1989- ~197—
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1.13.028
PAROKETINE

Patient 28 o © Male ' Aged 60 years
Serious adverse event -~ dea}:h

This patient presented with a 4 month exacerbation of intermittent
depression and anxiety which had lasted for 4 years. He had been - _
taking amitriptyline 75mg daily for 18 months. - This was stopped on day
—~7. He had previously shown a poor. response to mla.nserm 30mg da:\.ly

and nitrazepam. .

He had a history of nacturnal cramps and a cangénita-l a;bnotmality of
his left ¢ye. At baseline he was taking oxerutin 250mg- daily. This

. was continued throughout the study period at a dosk of 500mg.
»There were no double-flagged vxtal signs or. laboratory data.

During the short——term phase of the study, he experlenced moderate
nausea which was riot considered x:elated to study medlcatlon and

resolved after 2 days.

He entered the long-term phase of the study and experienced no adverse .
events for the first month. No further laboratory data were generated
and his vital signg affer the first month were unremarkable.

‘I’he patient died suddenly during the second mgnth of the long—term'
treatment following several episodes of chest pain. His family refused

. permission for a post-mortem examination and death was presumed due to

myocardial infarction. A tablet count revealed no evidence of overdase
of study medication. It was considered by the investigqator that there
was no evidence to relate death to paroxetine in either the recormended
or excessive dosage.

PAR Safety Summary ~20-toy-1989— ~198-
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‘PAROXETINE

patient 003 - Female VAged 74 years

This 74~yeéf—old female patient presented with.sclerotic myocaédiOQathy
-and diabetes mellitus. She was stabilized on glibenclamide and
digoxin, which were continued for the study period.

The patient died on day 13 of the study having suffered a pulmonary

embolism. - The investigator did not feel this adverse event was drug
related. B : - ' .
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1178004
PAROXETINE .

Pakient 4 - i Male . Aged B4 years

This patient had ischaemic heart disease with elevated levels of CPK
and HBDH on day -24. On day -34 an ECG showed a bundle branch block
and an irregular pulse on day ~10 indicated atrial fibrillation. 'He
also had a hiatus hernia, and bronchial asthma. The latter was thought
to be possibly psychogenm. ‘The patient was receiving digoxin and an

antacid.

On day 3 this patient attempteé} to slash his wrists and abdomen and was
withdrawn from the study. The investigator described the event asg a
"feeble suicidal gesture" to avoid being transferred to another

s hospital. Four days after.stopping paroxetine therapy the patlent

died.” An autopsy determined cause of death as coronary
atheroscleros:.s. R

PAR Safety Summary —20-Nov-1989-— -200—
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6.67.002
AMITRIPTYLINE

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

Reason for safet:y summary: patient dled after week T vzsxt of study

A comuttad suicide),

‘Subject dosmg.hz,story dur:ing'-the' study:

pay ~71 to 0 — placebo od po
Day 1 to 42 - amltrlptylme lSOmg od po

- Concomditant Medlcatlon;

.None reported
Concomitant Disease:

ANone i:epox:té&
Clinical Interpretatwn~ )
This patient com1tted suicide after the week 7 v1sz.t. - It is known
that 15% of patients with depressive illness die by sua.cz.d& and hlS '
death is unlikely to be drug related.

His cllnlc:al condition had’ actually 1mprovad du:mg the trial and as

-is often the case; thls may have given the patlent the volition to kill

hlmself

PAR Safety Summary —20-Nov-1989- ° ~201~
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CLOMIBRAMINE

Patient 54 1 . ' - Male aged 66 years '

‘The patlent was a- 66—~year—old male with depression for 3 months. There

had been one previous episcde., Long term usage of nitrazepam, 1 tablet
daily, was stopped on day 8. He had mild psychomotor retardation for
the first 5 wesk or treatment; this disappeared before the end of the
study and ‘was regarded by the investigator as probably related to -
therapy. Having completed the 6 weeks of the trial, he was then
changed to fluvoxamine but one month later ’ne commtted suicide by

" hanging.

_PAR Safety Summary —20-lov-1989— ~202- 993
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7124.023
IMIPRAMINE

‘Patient 23 i Male ) Aged 58 years

This 58 year old male had a 1l2-week history of depresgion which had
been treated with doxepin 150 mg daily- for five weeks and maprotiline
150 mg for four weeks. He received oxazepam 50 mg dally f:'r:om day -2
and this was continued throughout the study

He started acebutolcl 200 mq dally From day ll and ketopr:ofen 150 mg -
daily Erom day 14. .

The patlent had no c‘iouble flagged vital signs or laboratory data,

The patient expenenced mode::ate mpalrment of urination and dry mouth,

. probably related to lmlpramme, moderate ammesia and -mild paraesthesm,

pos$ibly related to imipramine, from day 8. He also showed a lack of

‘emotion which the inwvestigator considered to be unrelated to -

Lm.lpram:.ne .The patient experienced mild somnolence, poss:.bly related
----- , “tos 1mpramlne, from day 15. -~ o .o . . . -

A ' The pat:.ent c:omrtut:ted suicide by shootmg on day 18 The relationshi'p
w,} - of ‘this event to 1mlpramme therapy is unknown! ' :

S 11"
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@ 7119.009
) PLACEBO

Patient 9 Male . " Aged 4'9 years'

This 49 year old male patient r:ecewed oxazepam- from day 2 He did not -
have any concucrent lllness at baseline or during the study.

The patment commtted suicide durmg “the placebo run——m phase.

No v1t:al signs or laboratory data were reccrded during the study

PAR Safety Summary ~20-Wov-1989-  202b
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7119.062
PLACEBO

Patient 62 o - Male ' Aged 43 years

This. 43 year old male - patlent had previously received amoxapin to treat

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

did not have any concurrent illness or concomltant medxcatlon at
basellne or during the study.

. The patlent commltted sulcide durlng the placebo run—ln phase oE the :

study.

There wers ng double flagged vxtal signs or labcratory data recorded
durlng the study.
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11, SUICIDE ATTEMFTS

U.5. Clinical Trials

A total of 14 suicide .attempts weoe reported in the U.S. clinical
trial program. In no case was the patient successful. An
.overview of the U.5. data is presented in the table below.

Table XI.19
Overview of Attempted Suicide ~ U.5. Data

PAROKETINE  PLACEBO OTHER A.D.
- © N=1562 N=497 N=464
DRUG OVERDOSE 9 : 0 1
‘(imipramine) | a '
.) |  DEFENESTRATION R 0 0
SELF-INFLICTED INJURY 1 0 .
. SUFFOCATION 0 1 0
’ TOTAL 12(0.77%)  1(0.20%) - 1(0.21%)

Clinial sumaries of the suicide attempts reported in U.S. trials
follow this section. An overview of the characteristics of
attempted suicide patients in the U.S. program is. shown in Table
X1.20. ' ‘ ‘
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Table XI.20 _
Overall Characteristics of Attempted Suicides - U.S. Data

Prescribed
S Dosage Duration _ L
p.I.D. - - Sex Age _(mg/day) _(Daye) - Description
PAROXETINE _ '
02-04-089 P19 20 40 - 150 - 200 mg — recovered
04-01-009 M 26 50 - 225 850 mg - semi-obturded, -
improved without sequelae
-04—02-056 M 56 40 . 20 Self - inflicted lacerations,
: ' ' recovered
04-06-096 M 34 30 - 116  Dalmane + ETOH, recovered
05-01A-030 F 23 490 i 35 Two attempts with paroxetine-
. - . ' ,no ill effects
05-01a-075  F 37 50 >3yrs. 300 mg - N & V in ER, Rec.
R . 05-02B-019 F- 30 - - 50 - 57 - Pill 0.D: pb. not paroxetine,
)_ ] o ' . recovered
" 05-02F-002 F 39 40 38 NYIOL + ETOH, recovered
07-01a-001 ~ M 25 . 40 20 - Attempted defenestration, no
. . © injuries
09-015-005 F 35 40 .7 400mg + other meds,
' ) : - : obtunded, recovered
09-01E-260 F 52 10 60 ETOH, detoxified
09-013-573 M 43 10 . 26  Defenestration, multiple
: fractures
IMIERAMINE S . o
04-06=088 n 37 225 61 ETOH + pills, recovered
PLACEEQ . . : '
02-01-009 F 67 - 6 Attempted suffocation,
. deterred

PAR Safety Summary . —20-Nov-1989- -204- ’ 298



No pattern in age, sex, dose of paroxetine, or duration of

paroxetine treatment is predictive of suicide risk.

The worldwide data for attempted suicides and overde..s'is shown
in the following table.
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o Table XL.21
Attempted Sulcides and Overdoses - Yorldwide Data

" U.S. DATA . NON-U.S. DATA WRLIVITE

Paroxetine Other AD Placsho  Paruetine Other AD-;Plaz;ebo~ Paroxetine Other AD Placebo
CONe1562 NeA6h NeAO7 Ne1401  Ne687 1 NST MN=2063  N=LISI NSS4
. t ) ° X
Attempted ) : ’ , . . .
Suicides’ (%) 1200.70  10.2%) 10.2%) . 30(2%) 13(L.9%) 2 420147 14(1.22)
Drug Overdose (%) 90.6%)  1(0.2%) 0 WA - 70D 2 29(1%)  B(O.7%)

* 20verdosesdu.ring§]acebor\m~3‘:iperiod '

The rates for attempted suicide and drug overdose (the most common subpopulation of attempted suicides) are not
dissimilar when paraxetine is compared to other antidepressants. The data’in this table is rot adjusted for -

dose-axpasure, .
PAR Safety Sumary -10-Nov-1989 206~
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Sunmaries of Suicide Attempts in U.S. Clinical Trials
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OVERDOSE: U.S. PAROXETTNE TRIALS : _
'Ibeamsnt Group: Paroxetine ‘ » . S

Patient I.D,  Code Adverse Fxperience  Action PT
02-04-089. ABHXY  Overdose , 4 Overdose

The petient is a 19-year-0ld female withj a diagnosis of major depr&sid:\, recurrent (DSH TIT 296.3), with mo previous psyehiatric

treatmwent. The patient was on paroxetine therapy for 40 days (3/9/87 té 4/24/87) taking 20 ng daily. The patient was on no
concomitant medication. The patient completed day 28 of the ‘study with B8 total of 11. (n 4/24/87, the patient called the

" stidy site and mlated thatsbehadtakmlSto.’ZOcapszﬂes(lﬁo—ZODng) ofmmcetme(outofanger,duetoanargmmtmmher

Tusband).  She related that she continved on her job immediately after taking the capsules and related that she was not
experiencing any side effects. The blind vas hroken by Beecham on 4/24/87; the patient was on paroxetine. The patient did not
return to the clinic for final safety assessments. In a phone contact by the site on 5/5/87, the patient reported that she vas
doing well. A15-dayDrugEkpenamBeportwas filed with the FIM by Bescham cn 5/5/87,

4-01-009 , ‘Jmoc Suicide Attempt 4 FEmwtical Labﬂi'cy
4PEXX ~ Intentional Overdose 4 Overdose '

The patient is a 26-year-old mle with a diagnosis of major depression, recurrmt (D TOIT 296.33). The patient has a long

history of major affective disorder with a suicide attempt at age 18 (hospitalization not requived). The Suﬁy‘ screen visit

history includes ten years of crying spells and suicidal thoughts, but 5o attempts. The patient was on paroxetine therapy for 225

days (6/27/85 to 1/5/86); the dose prior to termination was 50 ng daily. The patient had been improving on paraxetine but moved
and left his pedication behind. Be vas without medication for 17 days and became increasingly depressed. (n 1/5/85, the patient
took 153 capsules (17 day supply) of which 5/9, 8%0 mg, ware parmtetine The patient vomited after the attemt. Be was then
taken to the emergency room, vas lavaged, and admitted to I.C.U. Physical examination revealed the patient to be sem-obnrﬁed
but easily arousable within two.hours. The mental status exam revealed mderactlve, motor behavier, increased latency and

decreased duration of responses, depressed affect without suicidal thoughts, Further physical aloohol profile was done en 1/5/86;

all results were negative. Plagm lsvals were obtained.. The hlind vas broken by the investigator on 1/5/86; the patient was on
paroxetine. The patlent was placed on MERTTAL 50 wg, bid, and dlseharged from the hospital on 1/10/86 in improved coodition. &
1639 worksheet was eanpleted for this patient,
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OVERDOSE: U.5. PAK)XEIIIM'IRIALS
Tnaammtcroup Paroxetine

Patient I.D: Code Adverse Fxperience Actim m .

04-06-096 JINC  Suicide Attespt | 1 Hmotional Lablht}'

The patlent is a 34-year-old male vith a diagnosis of major depression. . The patient was o parwcetme therapy for 116 days (the
patient was on placebo m Protocol 03); the dose at teminatzm vas 30 mg daily: The patient was on HYGROTON 100 mg daily for
mldhypertenslcn. The mvat:t@tormspected alcotnlaxﬂdmgah:sebythepatlext Aunrxedngscremdmemdayﬂ.’istm'ai
positive for benzodiazedine metabalites. The patient was contacted on day 118 (8/19/86) and instructed to stop study medication.
By patient report, a suicide attempt vas made o 9/1/86 by overdose on DAIMANE and alcohol. The patient went to the emergency
roow and vas released the same day. The patient denies taking any study medication in suicide attempt. The patient cam in to
the clinic on day 135 (9.5.86) for final safety assessients. Liver function tests had been clevated begimning 8/14/86 and
continued to be elevated cn 9/5/86. A follov-up lab vas done ‘on 9/13/86; at that time, liver function values were returning to
rormal, Hospital records were requested by the site, but rot received. 4 1639 worksheet was completed for this patient.

i

05-014-030 ABEXX  Attempted Ovemdose 4 . Overdose ‘
The patient is a 23-year—old ferals vith a disgnosis of major depression, recurrent (DG TIT 296.3). She received outpatient
psychiatrie treatment for four months at age 12. She wes on no wmitant medication. The patient vas on paroxetine therapy for
35 days (12/20/85 to 1/14/86); the Gose at premature termination vas 40 g, On 1/6/86, the patient experienced a situational

' crisis and reported taking between.120 to 140 mg of paroxetine, Shehadmﬂl“effectsatall On 1/8/86, 50 capsules (500 mg)

were dispensed to the patient. 'mepaumtavetdosedagainml/w%, ta}mwga]_lremuungpamtmeczmﬂ.es(émﬂg),stnhad

" no spparent adverse experiences. Subsequent totalangthecapaﬂes shedidsmemswedmﬂmg Harbehaworbecame
'meredlctable and violent and she was admitted to the hospital en 1/14/86. laboratory tests and BOG were nommal. After a brief

stay, the patient was discharged. from the hospltal in satlsfactozy ccndi‘tlon. The patient continved to be £ollmed by the site
until 2/3/86,
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QVERIGSE: U.S, PAROXETTNE TRIALS
-Treatment Group: Paraxeting

Patient I.D. Code  Adverse Ememence Actim  PT
05-014-075 ABEXX  Overdose 4 Overdose _ : _
The patient is a 37-year-old female with a diagnosis of major depression, recurrent (DM ITT 296.3). The patient began parowetine - -
on 10/25/86 and entered the -third year of the study on 10/28/88. On 3/8/89, the patlent ingested 3(1) wg of paroxatine in a

suicide attempt; she was seen in the epergency room (psyefnlogical loss and situational stress were preclpimtors of the event).
Patient expenemedsmenaxseawitmn the first two hours and vomited a small amount; sbealsoexperlencedheadacm Thare were.
no other noticeable alverse reactions. Activated charcoal was administered and she was admitted to the intensive care unit
overnight at which time her vital signs vere stable and ste hed no additional adverse experiences. The patient s transferred to
the psychiatric unit the folloving day. Safety tests were performed (physical exam, E(G, laboratory studies) revealing nothing
significant. The patient was discharged from the hospital on 3/19/89. No other adverse experiences were reported during the
third year of ﬂxzsndyarximwmtant medications were takmdlmug this period, ?atlentwasdlscmtm:edfmn the study and
medication was si:opped on 3/8/89.

0508019  JINC Overdose of Pills 4  Butional [’abi}iéy

: (Suicide Attept) : '
The patient is a 30-year-old female with a diagnosis of major depresmm, recurrent (DM TIT 296.3). 'The patient was First
treated for psychiatric illness at age 28, outpat:len't treatment only, :The patient was on parcxetine ‘therapy for 57 days (3/5/87

to 4/30/87). The dose at termination was 50 ng daily M 5/5/87, the site vas nctlfled by tha patient’s relative that the

patient had taks:movenbseofm toSOplD.sofuicmmorigm ’ﬂmepatimtvas taken to the emergency room and was
hospitalized from 5/8/87 to 5/10/87, Hospital records vere not obtained. The investigator felt that the overdose medication vas
not pavoxetine. The Drug Accountability record adds confimmtion to this; the patient- returned more medication than she should
have after having allegedly overdosed. The patient returned to the clinic on 5/12/87 for final assessments; laboratory work and
Ewaeremmal ADngqu:neme reportwas fllﬁdnththemﬁm?/ﬂ/m.
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OVERDOSE: U.S, PAROXEITNE TRIALS =
Treatment Group: Parpxetine

Patient T.D. . Code Adverse Bxperience - Action PT

"05-02P-002 © ABERX  Overdose -~ 4 Overdosa

The patient is a 39¢$fear-old femle‘ with a diagnosis of mjor depréesim, recurrent (DS IIT 2963} The patient’s psychiatric
history includes 12 moaths odtpatient treatment at age 16 and one subsequent hospitalization for 3 months. The patient was on oo

" eoncomitant medications, The patient was on paroxetine therapy for 38 days; the dose ab termination was 40 ng daily. The patient

had not been responding to paraxetine (HAMD on 1/12/87 = 20). (n 1/24/87, the patient attempted suicide by ingesting 32 tablets
of NYIOL (diphenhydramine hydrocloride) and 3 12 oz. cans of beer, The patient was taken to the hospital vhere gastric sequelae
were noted, The patient stated that she did mot take paroxetine capsules in the sulmde attempt. Hospital laboratory tests and
B were nomal. Plasm sauples vere taken for pavoxetine assay. The patient vas }nspitalizei ‘for one week. A Drug Experience

" report vas filed for this patient with the FDA on 2/4/87. The site had follow-up contact with the patient by phone on 6/2/87.

She continued to exhibit depressive symptoms but has had no further suicide attempts; she is working and finctioning effectively.

03-01A005  ABHXX  Overdose 1 Overdose o
The patient is a 35-year-old female with a diagnosis of major depression, recurrent (DS ITI 296.33). The patient First received
psychiatric treatment at age 33 (16 months of outpatient treatment); she bad e 3-week hospitalizaticn. The patient vas an
paroxetine therapy 40 mg daily for 7 days (5/23/85 to 5/25/85). She was terminated prematurely from the study due to adverse

SN
Y

experiences of nausea, drowsiness, and tremilousness. On 6/5/85, the p%ttient was. seen in the emergercy room after ingesting 9-10

paroxetine capsules (360 - 400 mg).. The-patient was obtunded at time of admission (2:00 a.m.) but was alert by 9:00 a.m. Com
panel revealed the presence of methocarbenol and phenylpropanolasine in' the urine, Testing vas not done for paroxetine. There
were no laboratory or BOG changes. The patient vas aduitted to the hospital (psychiatric wit). She was placed on trazodone 20
ng daily and discharged from the hospital on 7/20/85 in improved condition. A 1639 vorksheet vas conpleted for this patient.
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(WVERDOSE: 1.S. PAROXETINE TRIALS
Treatmant Group: Imipramine -

Patient I.D.  Code  Adverse Biperience ‘Actin I |

04-06-088 JNC  Attespted Suicide 4 Buotioval Lability -

The patient is a 37-year-old mle with a dlagosis of major depressim, reanrent (DM TIT 296.3). The patient vas on mo
concomitant medication, The patient contimsed oo imipramine from Protocol 03 to Protocol 04, The duration on imipramine vas 61
days (3/21/86 to 5/26/86); the dase at termination was 225 ng daily. On 5/26/86, the patient vas hospitalized for a passible
Suicide attempt. The patient hod been dispensed 279 capsules of study medication 18 days prior to hospitalization. The patient

~ Took an unknosn quantity of capsules and was intoxicated. The blind was broken by the investigator (the patient was on

imipramine) and the information was provided to the treating physician. On 5/28/86, the patient was contacted by telephooe at his
home by the site. Be reported that he vas "doing fine," The patient refused to return to the clinic for follov-up; the site was
uable to obtain the hospital records. A 1639 worksheet vas completed for this patient.
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SUICICE ATTRMPT: U.S. PAROXETTNE TRIALS
Treatment Group: Paroxetine '

Patient I.D.  Code  Adverse Bxperierice  Actin  ET .5
W-02-0% Suicide Attempt ' Sudcide Gesture - _
The patient is a 56-year-cld mle with a diagnosis of major depression,’ single episode, without melancholia (DSH IIT 296.22). The
patient completed Protocol 03 (placebo) and crossed over to paroketine tretapy on 5/7/86. Dry mouth was the only adverse
eperience reported during the study. (n 5/26/86, the patient was admitted to the V.A. Bospital Bsychiatric Unit due to
self-inflicted scratches to his throat and both wrists. The blind vas brcken by the investigator on 5/29/86 (the patient was on
paraxetine). The patient wag dlscmtm.\ed from the study on 5/26/86 due to lack of efficacy (20 days of paroxetine therapy).
Wile hospitalized, the patient received seven ECT treatments between 7/23/86 and 8/11/86 and shoved inprovesent. After.B/11/86,
he failed tomnmn&ana}mpltalvedcaﬁpass, arr:lwasfotnjtobavemvedfrunhlslasthmnadd.ress he was lost to

follow-up. A 1639 x.orksbeet vas complated (but not filed w.th the FDAY for thlS patient.

07-014-001 ' Sucide Attempt ~ © 1

The patient is a 25-year-0ld mle with a dlagnosis of mjor depressive d.lsorder, unipolar, recurrent with melancholia (DSH 11T
296.33). Concomitant medications: chloralhydrate 500 mg hs (o 11/1/86) for slaap Eles) TYI.EN}L 10 grains (on 11/14/86) fot
headache, The patient was n paroxetine thexapy from 11/1/86 to 11/19/86, dose at study remminatiocn was 40 mg. The patient vas
hospitalized on 10/27/86 for evaluation ard treatment of his deprnsslve episode (this protocol is inpatient study). The patient
showed improvement and was dlsdlargad o 11/15/86 on parvoxetine 40 ug/day The patient did not take medication m 1.1/16/86 and
LU/17/86; lack of complisnce. Patient was rebospitalized on 11/18/86 due to acute depression symptoms and suicidal ideations
(patient attenpted 10 jump from a bridge). Patient vas discoutinved from the sty and medication vas stopped on 11/19/86 due to
lack of efficacy. Patient was discharged from t‘hehospltalmIJ/?B/BG on ELAVIL 150 ng and TRILAPON which required
hospitalization from 1/2/87 to 1/6/87. The patient showed pmgr&sswe improvement and was doing well as of 2/23/87.
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SUICITE ATTEMPT: U.S. PAROXETINE TRIALS
Treatment Group: Paroxetine

‘Patient T.D. ‘Code  Adverse Experience  Action gg

03-0IE-260  JINC  Sulcide Attempt 3 " Puwtiomal Lability -

'lha patient is a 52—yeapold ferale mﬁx Ads I d:agmsi:, of major depmssmn, recurrent (DM IIT 296.3) and aleohol dependency,
continuous (D& IIT 303.91) and Axis 1T diagno_sis of mixed personality disorder (DSH TIT 301.89). The patient’s medical history
includes 5 nasal surgeries since 1679, Meniere’s syndrome, and ear surgery in March 195, The patient camplsted the study o
paraxetine vith an elght day dose interruption (during hospitalization). The patient was on 10 mg of parcketine daily. The
patient was admitted to the haspital on 8/28/85 for detwdfication. She had been drinking heavily due to situational str&esors
Upon admission, her blood aleohol level was 0.182; other lab studies were normal. The mental status,exam revealed the patient to
be alert with mo nejor thought disorder; she was depressed but denied suicidal thoughts, Hospital records vere obtained, A 1639
worksheet was not corpleted for this patient. The patient was discharged from the hospital an 9/15/85 and was to attend a
chemical addiction clinic as an outpatient. . ‘ ' ' : '

09-0LI-573 JNG  Attempted Sulcide 4  Bwotioal Lability

The patient is a 43—year—oid male with mjor depr&isim, recurrent (DY ITT 296.3). The patient was first treated for psychiatric
1llness at age 31; history includes 2 months’ outpatient treatment and ooe bospltalizaticn for 2 wesks. The patient is hlind in
both eye§ (since birth). Be was on mo concomitant medication, The patient was on paroxetine therapy 10 g daily for 26 days
(6/25/85 10 7/24/85). The patient was responding to parmketine; o 7/19/85 (day' 21) the BA ves 12. The patient reported
stopping his medication on apprtmmately 7/24/85 because his mood was better o 7/29!85, the patient attempted suicide by
jumplng two floors off a hudlding. 'The patient reports that ﬂnrea.smwsbecatseofbea:g"tmﬂed“ by his creditors. The
patient vas hospitalized with m.lltlple fractures; no other adverse expenerm were reported. The patient did not retum for
follow-up visit,
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SUTCTDE ATTEMPT: U.S. PAROXETINE TRIALS
Treatment Group: Placeho

Patient I.D. Code Adverse Experience Actmn PI

02-01-008 Suicide Attempt Suicide Attenpt

The patient is a 67-year-old female with a diagnosis of major depresswe disorder, recurrent with melancholia (DM IIT 296.33).

The patient began placebo on 6/19/85., On 6/25/85, the patient made a sulude gesture by suffocation, Ber husband prevented her ‘
suicide; she vas brought to the inv&stigator the same day, The blind was broken by the investigator on 6/25/85 (placebo); she was

dlscmtlm.\ed from the stidy due to lack of efficacy. Poststudy follmLup visit on 6/26/85 revealed her concb.tmn contimed to
detenorate i :
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MANAGEMENT OF PAROXETINE OVERDOSE

U.5. Data

Paroxetine overdose has not been associated with characteristic
physical mani festations found with tricyclic antidegiressant
overdoses (such as cardiac arrhythmia,  coma, seizureé', etc. ).
Management of paroxet}lna overdese should follow standard clinical
practice in treatwent of sedative drug overdose. Five paroxetine
overdoses were reported in U.S. clinical trials. In two of the
overdoses, specific intervention was attempted with a successful
outcome. Patient 04-01-009 had gastric lavage and patient
05-01A-075 was given activated charcoal. Patient 09-01A-005 was
observed in the emergency room, ‘then admitted to the hospital
psychiatric unit for treatmént. Patient 05-01A-030 ingested
paroxetine twice; the first _incidence with no ill effects, the
second- incidence combined- paroxetine with alcohol ‘and was. -

hospitalized. Patient 02-04-089 ingested small amounts of,

paroxetine with no ill effects. Clinical summaries for these five

patients are included after this section. Paroxetine was not '

associated with any unusual toxicity when taken in overdese.

) Non—U.S; bata

As in the U.S. clinical trial. pr:ogram, cases reported in non-v. S.
studies have been assoc:.ated with a bemgrx outcome. Ba-sed on the
non-U.8. clinical trial experience, a table of ‘the c_har:actei’istics
and management of paroxetine overdose has been generated which
supports the safety of paroxetine in attempted overdosesz. These
data are presented in Table XI.22. ’

PAR Safety Summary -20-Nov-1989 -215-
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Table XI.22

MANAGEMENT AND CHARACTERISTICS OF ATTEMPTED OVERDOSE
PAROXETINE ALONE

DOSE  ACTION TAKEN AERs OUTCOME
28 x 15mg Hospitalization Dilated pupils Uucomplicated
Stomach washout Dry mouth recovery
Sinus
tachycardia
12 x 30mg | No details None reported Full recovery -
8 x 1l5mg Hospitalization- | None reported Full reéovery
2 x 30mg None Abnormality of Full recovery
. ; - accommodation
PAROXETINE AND OTHER DRUGS
DQOSE ACTION TAKEN AERs OUTCOME o
5 x l5mg Haspitalization None reporﬁed Full recovery
paroxetine
+2 x 0.5mg
lorazepamn
120mg Hospitalization | None reported Pull recovery
paroxetine . : .
250mg
nitrazepam
12.5mg
hexobabitol
6 x 30mg None pizziness, Full recovery
paroxetine. bloated,
+4 pints - nauseated,
lager no appetite
Paroxetine 'Hospitalizatidn None reported _Full recovery
& alcohol; . o
dose unknown
7 x 30mg None Nausea, Full recovery’
paroxetine tiredness,
+3 cans lager depersonalis-—
’ ation- for
24 hours
| 311
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OVERDOSE: U.S. PAROXETINE TRIALS

Treatment Group: Paroxetine

PID Code Adverse Experience Action ET
04-01-009  JDNQC Suicide Attempt 4 Emotioiial
Lability '

ABHXX Intentional Overdose 4 Overdose

The patient is a 26-year-old male with a diagnosis 6f major
depression, recurrent (DSM ITI 296.33). The pétient has a.long
history of ‘major affective disorder with suicide attempt at age 18
(hospitalization not required). The study screen -visit. history
includes ten years of crying spells and suicidal thoughts, but no .
attempts. The patient was on paroxetine therapy for 225 days’

(6/27/85 ‘to 1/5/86); thé dose prior to termination was 50 mg daily.
“The- pati.ent had been im;iroving on paroxetine ‘but moved and left his- :
medication behind. -He was without medication for 17 days and became
increasingly depressed. On 1/5,86, the patient took 153. capsules fl7
day supply) of which 5/9, 850 mg, were paroxetine. The patient '
vomited after the attempt. He was then taken to the emergeziciy room,
lavaged, and admitted to I.C.U.  Physical examination revealed the -
patient to be semi-obtunded but éas-ily arousable within two hours.

The mental status exam revealed underactive motor. behavior, increased

. latency and decreased duration of responses, depressed affect without e

sui.cidal thoughts. Further physical alcohol ﬁcofile'was done on
1/5/86; all results were n-egative,v Plasma levels were obtaj.‘ned.. The
blind-was broken by the ihv_estigator on 1/5/86; the patient was on
paroxetine. The patient was placed on MERITAL 50 mg,. bid, and
discharged from the hospital on 1/10/86 in improved condition. A
1639 worksheet was completed for this patient.

PAR Safety Summary ~20-Nov—1989 -217-
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OVERDOSE: U.S, PAROCXETINE TRIALS

Treatment Group: Paroxetine

PID " Code Adverse Experience Action - PT

05-01A-~075 ABHXX overdose .4 Overdose

- The patiént is a 37-year—old female with a diagnosis of major
'd_epressi'on, recurrent (DSM IIT 296.3). The patient began paroxetine .
on 10,25/86 and entered the third year of study on 10,/28/88. On
3/8/89, the patient ingested 300 mg of paroxetine in a suicide .
attempt; shebwas seen in the. emefgency room (psychological loss and
situational stress were preéipitators,of ‘the event). Patient 4
experiénced some nausea within the first two hours and vomited a
small amount; she also experienced a headache. ‘There were no other

noticeable adverse reactions. Activated charcoal was administered o

“and shé was admitted to the intensive care unit overnight at which
time her vital signs we;:é stable and she had no additional adverse
experiences.  The patient was transferred to the psychiatric unit the
following day. Séfety tests were performed (physical exam, ECG,
laboratory studies) revealing‘nothing‘ éiqni‘ficaﬁt. The patient was
discharged from the hospital on 3/19'/895 No other adverse
experiences were réported during the third year of ‘the study and no
concomitant medications were taken during this period. - Patient was
discontinued from the 'st‘udy and medica"cion was stopped ou 3/8/89.

PAR Safety Summary —20-Nov-1989 -218-
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OVERDOSE: U.S. PAROXETINE TRIALS

Treatment Group: Paroxetine

- PID » Code Adverse Experience Action BT
09-01A-005  ABHXX Overdose 1 Overdase

The pa}tient is a 35-year-old female with a diagnosis of major’
depression, recurrent (DSM TII 296.33). : The patient first

received psychiatric treatment at age 33 (16 months of outpatient
treatment)} she had one 3-week hospitalization. The patient was

on paroxetine therapy 40 mg daily for 7 days (5/23/85 to 5/29,85).
She was terminated prematurely from the study due to adverse
experiences of nausea, drowsiness, and tremulgusness. On 6/5/85, .
the patient was seen in the emergency- room after ingesting 9-10
paroxetine capsules (360 — 400 mg). The patient was obtunded at

" time of admissioh (2:‘“00'5:&.):'buﬁ' was alert by 9:00 a.m. “Coma’
panel revealed the presence of methocarbamal and | :
phenylpropanolamine in the urine. Tesﬁing was not done for
paroxetine. There were no laboratory or ECG changes. The patient
was admitted to the hospital (psychiatric unit). She was placed

on trazodone 200 mg daily and dischatged from the hospital on |
7/20/85 ‘in improved condition. '

PAR SAFETY SUMMARY -20-Nov-1989 . ~218a-~
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CVERDOSE: U.S. PAROXETINE TRIALS
Treatment Group: Paroxetine:

PID Code Adverse Experience Action PT

05-012~030  ABHXX Attempted Overdose 4 Overdose

The patient is a 23-year-old female with a diagnosis of major
depression, recurrent (DSM IIi 296.3). She received outpatient
psychiatric treatment for four months at age 12. she was on no

. concomitant medication. The pétien,t was on paroxetine therapy for
35 days (12/20/85 to 1/14/86}); the dose at premature_ termination
was 40 mg.. On 1/6/86, the patient experienced a situational -
-cikisis and reported taking between 120 and 140 mg of paroxetfine.
She had no ill effects at all. Onm 1/é/86, 50 capsules (500 mg)
were dispensed to the patient. The p;atient' overdosed again on -

T TL/712/86, taking all remdining paroxetine capsules (400 myg): she

had no apparent adverse experiences. Subsequent to taking the
capsules, she dJ.d some excessive drinking. Her behavior became
unpredictable ana_ violent and she was admitted to the hospital on
1/14/86. Laboratory tests -and ECG were normal. After a brief
stay, the patieht was discharged from the hospital in satisfactory

condition. The patient continued to be followed by the site until

2/3/86.

PAR SAFETY SUMMARY —20~Nov—1989 ~218b-
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OVERDOSE: U.S. PAROXETINE TRIALS
~ Treatment Group: FParoxetine

PID Code : Adverse Experience Action _E_J__"I"
02-04-089 ABHXX Overdose 4 ' oOverdose

The patient is a lQ-—year—oid female with a diagnosis of major
dépressior{x, recurrent (DSM III 296.3)’, with no previocus
psychiatric-treatment. The patient was on paroxetine thefapy for
40 days (3/9/87 to 4,/24/87) taking 20 mg daily. The patient was
on no ccnconiitant medication. The patient éompleted day 28 of the
study with HAMD total of 11. on 4/24/87, the pétient called the
study site and related that she had taken 15 to 20 capsules
{150-200 mg)} of paroxetine {out of anger, due to an argmuent wz.th

her husband) She re}.ated that she continued on her 3ob

experiencing any side effects.  The blind was broken by Beecham on
4/24/87; the patient was on paroxetine. The patient did not
return to the clinic for ‘fin‘al safety assessments. In a phone
contact by the site on 5/5/87; the patient reporfted that she was
doing well. A 15-day Drug Experience Report was filed with the
FDA by Beecham on 5/5/87.

PAR SAFETY SUMMARY -20-Nov-1989 -218¢c~
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Table III.A.2 (Cont.)

Comparison of Adverse Experienceé Listed By
Preferred Term Within dey,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 . ’

o Abnormal Dreams . 59 (2%) .. 4 (1%)
Agitation — - 115 (4%) - 11 (2%)
 Amesia ‘ 34.(1%) 4 (1%)
Anxiety 146 (5%) 14 (3%)
NS Stimulation 110 (4%) 18 (3%)
Concentration Impaired 77 (3%) 2-{0%}
' confusion L 43.(1%) 4 (1%)
Depersonalization 27 (1%) © 1 (0%)
Depression C34 (%) 2 (0%)

. Dizziness . .. 328(11%). 32 (6%) .
Drugged Feeling 37 (1%) 4 (1%)
Emotional Lability 42 (1%) - 2 (0%)
Insomnia o 410{14%) 40 (7%}
tack of Emotion 19 (1%) 1 (0%)
Libido Decreased - 94 (3%) O {0%)
Manic Reaction © 27 (1%) .2 (0%)
‘Myoclonus 45 (2%) 73 (1%)
Nervousness . 109 (4%) 12 (2%)
Paresthesia 150 (5%) 12 (2%)
Sommolence 606(20%) 49 (9%)
Tremor - 320(1;%) 10 (2%)

vertigo 46 (2%) 1 {0%)

PAR Overview - 17-Nov-1989 ~92-



Table TI1T.A.4 .
comparisons for Adverse Experiences
Number of Patients wWhose Dosage was Permaﬁently Stopped
Due to Adverse'Expéfiences ’

world-Wide Intent-to-Treat Population

adverse Experience paroxebine Placebo All oOther
preferred Term ' © o (n=523) | (n=M8) (n=258)
Nausea - o 121¥z3y 6 (21%) 36 (14%)
Somnolence B4 (16%) 4 {14%) T67 (26%)
Insomnia .- 66 {13%) Co3 i)y 19 (7%)
Headache : ' 65 (12%} 7 (24%) 2B-({11%)
Asthenia - o 60 (11%) -3 {10%) 39 (15%)

. Dizziness 47 (9%} 4 {14%) 44 (17%)
Tremor 44 {8%) 2 7% 25 {10%)
biarrhea 36 (7%) 2 {7%) 6 (2%)
Agitation 33 (6%} 4 (14%) 10 {4%)
Sweating S 33 (6%) 2 {7%) 23 (9%)

" Dry Mouth ) 32 (6%) 2 7% 74 (29%)

" Vomiting . 30 (6%) o (0%) © 5 {2%)
_Anxiety - 29 . (6%) - 1 (3%) T 16 (6%)
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 -~ 7 19 (4%) 0 {0%) 4 - (2%)
Bypertension ' 18 (3%) 0 {0%) 3 (1%
Palpitation : 17 (3%) 3 (10%) 19 {7%)

. Paresthesia "~ 17 {3%) 0 . (0%) 18  (7%)
NS stimalation 17 (3%} J4 (14%) 15 (6%)
Blurred Vision- . 17 (3%} 0 {0%) 12 (5%)
Emotional Lability 16 (3%) 0 - {0%) 11 (4%)
Abnormal Ejaculation 15 (3%) 0 (0%) 2 (1% -
Confusion . 14 {3%) 0. {0%) 13 {5%) Co
Chest Pain : 13 (2%) 0 (0%) o2 (1w
Manic Reaction 12 {2%) 1 (3%) 11. (4%)
Malaise ) S 5 N 0 {0%) 8 (3%)
Urination Impaired 11 (2%) 0 (0%) 14 {5%)
Tachycardia ) . 10 (2% (3% T (3%)

0 {0%) 10 (4%)°

Vertigo : 6 (1%)

Ck All percentages are-with respect to the number of patients in the
' drug group who discontinued treatment due to adverse experience.

PAR Qverview — 17-Nov-1989 . -85-
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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 evéluate
withdrawal symptoms associated with paroxetine.‘ In an attempt té

reveiw the clinical trial experience, a "drug abuse cluster” of
adverse experience preferred terms were created. Those perferred
‘terms which were located in the data base which might be helpful
in addressing this -igsue included: alcchol abuse, drug
dependence, and withdrawal syndrome. Review of the wprld&ide data

base indicates no evidence of -drug abuse with paroxetine.

MANAGEMENT OF PAROXETINE OVERDOSE

U.S. Data
T A S ' '
Paroxetlne overdose has not been assoc1ated Wlth characterlstlc
) phy51cal manifestations found thh trxcycllc antldepressant
overdoses {such as. card;ac arrhythmla, coma, seizures, ete. ).
-Management of paroxetine overdose should follow standard clinical
ptactice in treatmzﬁt of sedative druq‘overddse. Five paroxetine
overdoses were reportéd in U.S. clinical trials. In two of the
overdoses, specific intervention was attempted with a successful
_outcome One patlent had gastrlc lavage and a second patlent
was given actlvatgd charcoal. The third patient was observed 'in
the emergency room, then admitted to the hospital psthlatrlc unit
for treatment. .A fourth patient ingested paroxetine twice; thé
first incidence with no ill effects, the second znc1dence combined
paroxetine with alcohel, and the patxent was hospltallzed
A Fifth patient ingested small amounts of paroxetine with no ill
effects. Paroxetine was not associated with any unusual toxicity

when taken in overdose,

PAR Overview - 17-Nov-1989 -107-
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