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Double blind crossover astudy to assess the effects  of gertraline on
psychomotor performance and interaction.with dlazepam

investigatrxr: by, I. Hindmarch, 74’ _C ‘9—"'14

3:1:‘..\:1::51::3. of Leeds, VWE '28 g, gjg ._/7L/+ 29 .-l 3_
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This study .was stopped prematyrely due to side effecta. After taking
even the -fival-dose {150mg of ackive drug) all volunteers began to
. complain- of side effects. Theae continued elther unabated ar with
incressed saverity till the 4th day _of. dosing when the study was
- stopped. 'The subjects were healthy femalesdaged between 27 and 42,
" They are experienced volunteers Ii—#Ufh studies and could be.
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Interview with the subjects revesled that 5 out of 5 subjects
- recelving sertraline had gevere gide affects -and 'only ome ocut of 7
placebo subjects complained -of minor gide effects.. The sertraline
subjects first.complained of a fullnegs in the Btomach/naunpa within
4=5 hours of first dose.. This was asisoclated with anorexis and a
feeling of general mialaise. The gymptomatology progrzsesed suych that
by B-l2 hours after dosing subjects began to complain of aavere

frontal headache (resembling ‘migraine in those, Bubjects who had & -

wigraine in thelr younger 'years). .Insomnia was praofound in ‘that the
volunteers could not get cto sleep, some. aventually only sleeplamg for
2-3 hours from about 4.00 a.m. Oun rising the following day ‘they did
-mot feel drowsy or weak. Comments such as "I was running like a
maching ingide" and "I have never felt as bad as this .in uy Jife"
were madae.

Several amubjacts gpontaneously cTemarked that their vision was
blurred, ‘associated, in ‘ope volunteer, with marked mydriasis. One
further disturbing symptom was of choking/incoordination of  the motor
muecles of Jjaw and oro-pharynx. On discontinuing medicatios it took
3=3 days for ‘the symptoms 'to subside,

Impresaion

L congider this to be reliable information from these -volunteers and
alao the symptoms 'tp be drug related. . There was -no queation of the
volunteers conferring on the nature of thelr side effects as the
reporta sere all telephoned ‘to the study coordinator independently.

These aide effecrs have been ‘noked previcusly with sertraline and
other serotonin apecific antidepressants, However, ‘the severity of
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symptomatology in these cases is disturbing. There iz no poesibilicy
of drug interaction and I  helleve we have an example of

_Busceptibility to drug.

The pél:ta'rn of slde effacta suggeats that gartraline iz an
amphetamine like stimulant and ir is possible thar we are seeing an
interaction betwaen gerotonergic and dopaminergic Eunctions, cf. the

motor - incoordination. However, interference .with GABA transmission

has not been ruled out. "It may well be that these symptoms are due
to the disturbance of an .intact physiologlecal aystem by a patent

serotonerglc. agent,- thereby accounting "fer the lack of untoward .
-effects ohaesrved in depressed patients. Howaver , healthy volunteers

have rteceived -up to 400mg for ~L4 8- without asevers untoward
reaction. snd therefore’ thesg” womep/jtay be - considered  possibly =

hypersenaitive. The queation _ Tor in capsule dosage muat be
congldered alao. |

Actions
(1) 'Aguy serum for levels of parent compound and metabolite.
(2) ‘Analyse capsules for sertraline dosage.

(3) Make full study report when date is in house.
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Daclan Doagan
TAM/ 170383
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PROTOCOL

A4 DOUBLE BLIND CROSSOVER STUDY TO ASSESS THE EFFECTS OF
SERTRALINE ON PSYCHOMOTOR PERFORMANCE AND INTERACTION WITH DLAZEPAM

INVESTIGATOR :

LOCATION

NO. OF
SUBJECTS

DURATION
OF STUDY

START OF STUDY -

Alm=

be. I[. Hindmarch

Department of Psychology,
University of Leeds,
Leaeds, U.K.

12 = completing the full study period.

4 weeks (for twelve volunteers to be studied)

February 1383.

{1) To assess the effects of sertraline if any, on psychomotor

performance.

{2) To investigate the interaction with diazepam and CP-351,574, (f
any, on psychomotor performance.

Sub ject Selection Criteria

A. Inclusions:

l.
Years.

2.
B/50/70-1/310183

Normal, healthy volunteers betwaen che ages of 1§ and 50

No evidence of concomitant disease based upon history, full
physical examination and clinical laboratory tests.
Laboratory tests vesults at the screening examinacion must
be within normal limits.
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