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was assessed at one hour intervals for 4 hours. Each rat was used once only. Student’s
unpaired ‘t" test was used for statistical analysis.

Haloperidol (Searle) injection solution was diluted to required strength with
distilled water. Phenoxymethyl penicillin (Pfizer) was dissolved in distilled water. Indo-
methacin (IDPL) and paracetamol were dissolved in alkaline solution (pH 8.2—8.5) and
final volume was made by adjusting the pH (7.5). Few drops of methanol in distilled
water were used to dissolve levamisole. All drugs were injected intraperitonially; pros-
taglandin sythesis inhibitors were injected 30 min prior to haloperidol. The control
group received equal volume of vehicle ip 30 min before receiving haloperidol. The
threshold and subthreshold dose of haloperidol for catalepsy was determined in separate
series of experiments keeping saline treated animals as control.

RESULTS

With subthreshold dose of haloperidol (0.1 mg/kg) using six animals in each
group, the highest mean descent latency time 21.6 and 20 sec was obtained at 2 and 3
hr respectively. The mean descent latency time in saline control group was 15 sec.
Pretreatment with phenoxymethyl penicillin (2, 4 and 8 mg/kg) and levamisole (2.5, 5
and 10 mg/kg) produced potentiation (P<0.01) of haloperidol effect in a dose related
manner (Fig. 1). The cataleptic effect of high dose of neuroleptic (3 mg/kg) was anta-
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Fig. 1 : Effect of pretreatrment with araded doses of penicillin (PEN) and levamisole (LEV) on catalepsy
(Descent latency time) induced by subthreshold doses of halcperidol (H).

(Fiqures in parentheses indicate doses in mg/kg. Each point represents mean of 6 animals.
Vertical bars denote-f S.E.M.}
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gc?nised by prostaglandin sythesis inhibitors but there was no consistent dose relationship.
_ng.htler doses showed less antagonism (Fig. 2). Prostaglandin synthesis stimulators or
inhibitors perse were devoid of any effect on descent latency time.
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Fig. 2 . Effect of pretreatment with graded doses of paracetamol (P) and indomethacin (1) on haloperidof

(H) induced catalepsv.

(Figures in parentheses indicate doses in mg/kg. Each point represents mean of 6 animals.
Vertical bars dencte 4 S.E.M.)

DISCUSSION

Antipsychotic effect of neuroleptics and their ability to produce catalepsy in animals
have been related to decreese in striatal dopaminergic activity (7). Most of the drugs
stimulate prolactin release which in turn stimulate PG synthesis (9. 13). PGE, is known
to induce catalepsy in large doses (15). Indirect evidence to implicate central PGE,
deficiency in pathogcenesis of schizophrenia are available (8, 9). Penicillin (PGE,
stimulatar) given orally markedly improved chronic schizophrenia (9). Zinc and penicil-
lamine (PGE, stimulators) have also been reported to improve these patients (6, 9).
On the other hand pararoid psychosis with indomethacin is also well documented (4).

Phenoxymethyl penicillin and levamisole mobilize dihomogamalinolinic acid and
thereby increase prostaglandin E, synthesis (9). These drugs potentiated the cataleptic
effect of neuroleptics. On the other hand cyclo-oxycenase inhibitors, paracetamol and
indomethacin slgnificantly reduced the descent latency time. The mechanism whereby
PG synthesis stimulators potentiate, while PG synthesis inhibitors antacor.ise, neuroleptic-
induced catalepsy can be explained as follows: Normally, following the blockade of tre







