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bed. The frequency of pulmonary embolism in the medically i1l populaction, the
infrequency of embolisa in the paroxetine population, the absence of other
embolic events and the absence of other manifesctactions of coagulopathy render
{t difficult to attribute these 2 fatal pulmonary emboli to paroxetine.,

An additional 15 pacients, all enrclled in Eurcpsan crials, (7 p;rmt'lnn. 1
imipramine, 1 fluvoxamine, 1 anitriptyline and 5 placebo) committed sulcida,
The method was provided in 10 of the cases, but none of the dsaths was
attributable to n%ﬁga of paroxetine. The minimum lethal dose is therefore
unknown. Two of the five placebo suicides occurred during run-in. '

9 A 58 year old woman receiving paroxetine (Belgian open study 2206.005 patient
Vol. 1:408 p.281) ‘committed suicide by hanging in the fifth month of

" troatment. No furcther information is availsble.

A 42 year old woman (Study DFC124 patient Vol. 1.416 p. 217) onh an unstated
duutnf parazatine took a facal ovardogse of doxepin. :
T M G_r—._‘r“-“- -, L
A patient n@l. 1.416, p-.120) committed suicide. -
P A S0 year old man’ (Study MDUKIL3 patient Vol. 1.411 p. 290) on 30 mg/d
paroxetine committed suicide by hanging on the l44th day of treatment. All

adverse events had resolved by the time of the sulcide.

An 18 year old woman (Study 29060 patient " Vol. 1.414 p. 199) discontinped
paroxetine op day 38 and committed suicide by owardosage on day 44. She received @
Valium firom day 32. Details regarding the pills consumed were not provided.

., A 56 year old woman (Study HP/BZ/47 patient Vol. 1.41& p. 344) on- 30 mg
J paroxetine killed hersslf by drovning on day &7.

A 51 year old man (Protocol 058/022) on an unknown dose of paroxetine committed
' suicide in June 1990.° .

!

b
‘A 66 year old man (Study 29060 patient Vol. 1.415 p. 230) received
clomipramine for 6 weeks befors being switched To fluvoxamine. One month later

he cogmitted suictde by hanging.
1 H

A 36 year old man (Study HP/83/67 patient  Vol. 1.415 p. 276) who improved on

150 mg/d amitriptyline committed suicide by undescribed means.

A 58 year old man (DFG124 pl:isnc: Vol 1.416 p. 226) receiving:imipramine
killed himself with a firearm: :

. . N \' -
9 A 49 yeap-old Bman _ lﬂ.ﬂﬂ)/‘lul. ‘1.408 p.295) committed suicide during the

A 63 year old man ( : ent /ul. 1.416 p. 152) coomictced suicids
during the place un-in of the stydy. .

Patient
drowning.
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An B0 ye man (imul report, patientcs | ommicted
sulcide by i e '
A 58 year old woman (Study 29060/083 patient " " vupdate Vel 264.3 p. 1)

committed suicide by hanging on day 3 of paroxetine treatmeént.

*

A 55 year old woman {pltilnt.
perexetine was murdered. o

2 . : =
Vol. 1.408, p. 287) being treated with

59 addicionsl patiénts attempted suicide. 14 of thesa patients were enrolled
in U.S. trials; the remaindsr were enrolled in Europe. The 14 U.S. patients

|
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included 12 on paroxetine, 1 on imiprasine and 1 on placebo. The 45 foreign:

suicide attempts included 30 paroxetine patients, 13 patlients who received an
sctive control and 2 placebe patients. The largest overdose of paroxetine was
850 mg. This patient was adaicted to the hospital in a sesi-obtunded state and

thereafter showed steady improvement. Thec next largest overdose was 420 mg which -

' resulted in admission to the hospital with symptoms of mydriasis, dry moyth and
sinus tachycardia. The patient was discharged the following day. Another
patient took a 160-400 mg overdose of paroxetine. This patient vas obtunded when

adsitred to the Emergency Room, but was alert 7 hours later.
!

\ 42 of mt"i%uicldn Itt.llptl (71.8%) were made by patients on paroxetine who
‘"omprised 3.58 of the patients in the Fhase II-III ctrials. However the
aroxetine patisnts weres sxposed and observed for longer durations rendering the

i{stribuglon of su{cids attempts unremarkabls.  ~ i
— . A
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Given current corcern that a small proportion of depressad patients may dsvelop

" unprecedented, obsessive and severs suicidal ideation on serotonin reuptake
inhibitors we asked the sponsor Co analyze the data base for emsrging
sulcidglity. The sponsor submitted &n analysis of the NDA data bast of 4,668
patients of whom 2963 received paroxatine, 1151 received an active control and
554 received placebo. Suicidality was counted as an adverse event if the
following adverse events were noted in the clinical record: suicidal idsacion,

. puleide risk, ideas of suicids, suicidal - thoughts, ' suicidal tendency,
parasuicidal tendency, felt suicidal, became suicidal, suicidal feelings and
suicidal threats. Table 13 lists the results for the three treatment groups.
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\ : TABLE 13
Suicidalicty in Faroxetime Clinical Trisls
Earezetine Placsbo Active Contrel
F=2963 - R=554 N=1151
1008 P.E.Y.* 72 P.E.Y. 218 P.E.Y.
Completad Suicides
No. (%) . 5.(0.17) © 2 (0.36) 3 (0.26)
No./P.E.Y. 0.005 0.028 0.014
: , .
No. (%) ; (;;\(1.3} 6 (1.1) 12 (1.0)
Fo./(P.E.Y.) : 0.083 0.055 ' \
' Suicidalicv Reported as an Adverse Event
Ho. (%) 13 (0.4) 2 (0.4) 5 (0.4)

_ Fo./P.E.X. 0.013 - ° 0.028 0.023
~ = P.E.Y, stands for Pacient Exposure Years

The values for paroxetine did not exceed those of the other two groups for any
of the 6 measures. ' : .

The sponsor also estimated Che frequency off emergent -suicidal ideation by
counting the number of patients with a baseline score of 0 or 1 on the Hamilton
Depression Scale suicide item (item #3) who developed significant suicidal
ideation at any point durifg a six week trial as measured by a score of 1 or &
on the suicide item. The results of this analysis wers:

Parexetine Placebo Active Control
N=1659 N=331 © =683

" (%) N (W) N (%)

29 (1.7) 5 (1.5) 9 (1.3)

Parox. vs. Placebo p >0.9; Parox. vs. Active p «0.59; Active vs. Placebo p =0.78
Although the instruments avajlable may mot be fdsal to capture the elusive

clinicsl svents raported by Teicher in ¢ pactencs, coers '8 0 SIEC In chis
- large data base that paroxstine exposes & subset of deprassed parients to
additional risk for suicids, suicida attempts or sulcidal ideation.

Hyg e T al ' -

Patient (Vol. 1.410 p. 56), a 47 year old man, was discontinued from
S0mg/d on the 103rd day of treatment after an ECGC revealed T wave changes:
(isceleqctric T-wave in leads V&-6) cowpatible with myocardial ischemia. The
_patient did not have cardiac sysptoms and lab values and a chest X-ray remsained
normal. Ne ischemic changes ware noted on strass testing two weeks after
discontinuation. The consulting cardiologist considered the patient’s abnermal

repolarization to be a normal varisnt.

Patient ' who received 40 mg/d paroxstine for 39 months bhad an -
anglographically confirwed anterior wall myocardial infarction. He had a history
of smoking and hypnrchulnurqluh. This case was not reported in the list of
dropouts and was discovered in the sponsor’s correspondence file (Vol. 12 of 14,

p. 3003), : . | ;;#,f’
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_The sponsor‘s proposed listing of other events, particularly for the nervous and

gastrointestinal sysCems which are che major loci of peroxetine’s adverse events,
contain numerous other errors of commission and omission. These lists contain

items which have slready been listed in the previcus table and omit other adverse
gvents which should be listed. The sponsor will need to revise these lists.
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SUMMARY

Reviev of the well organized 3afety database did not revpal any serious toxicity
attributable to paroxetine. The side effect profile of paroxetine is similar
to that of selective serotoninm rasuptake inhibicters and different from that of -
the tricyclic antidepressants. The accompanying efficacy review found paroxetine
to be an effective antidepressant. Together the safety and efficacy dacta allow
the conclusion that paroxetine is safe and efficacious and approvable for
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Martin Brecher, K.D., D.NM,Sec.
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I have reviewed, Dr. Brecher's findings and, in addition, I have
reviewed the 2-13-92 safety update that increased the population of
paroxetine exposures in premarketing studies to approximately 5100
patients. The safety and efficacy findings for paroxetine were
presented to the PDAC on this date - (10-5-32), and they unanimously-
agreed that paroxetine has been demonstrated to 'be safe and
effective. I agree that these data do not reveal any safety
findings that would preclude the approvability of paroxetine for
use in depression. My written review of the safety update, will
follow shortly, and I will provide more detailed comments on safety
issues in my supervisory memo, also to follow. I have prepared the.
clinical sections of the draft SBA and the draft labeling that will
accompany the approvable package. :



