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Abstract: A pharmacodynamic interactional study with omeprazole was undcrtaken
in rats. Omeprazole (7 mg/kg, orally once daily for 14 days) significantly prolonged
pentobarbitone (30 mg/kg, ip) induced hypnosis while it had no effect on halopendol
(1 mg/kg, ip) induced catalepsy or morphine (5 mg/kg, ip) induced analgesia
models in rats. The study highlighted the fact that dynamic interaction with

omeprazole was sclective.
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INTRODUCTION

Omeprazole is used widcly in the treatment of
peptic ulcer disease. It contains benzimidazole moiety
which is essential for irreversible inhibition of the
enzyme hydrogen-potassium adenosin€ triphosphatase
(H*-K* ATPase) (1). Cimetidine has a substituted
benzimidazole moicty and has been known to cause
large number of drug interactions of clinical relevance
due to inhibition of hepatic microsomal cyochrome P-
450 enzyme system (2). Therefore, omeprazole may
also cause inhibition of cytochrome P-450 enzyme
system of liver (3). Diazepam (4), phenytoin (4) and
“C-aminopyrine (5) are reported to have significant
kinetic interactions with omeprazole.

The present study was undertaken to ascertain
the possibility of dynamic interactions of omeprazole
with a narcotic analgesic morphine and a
butyrophenone antipsychotic, haloperidol and also with
pentobarbitone.
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METHODS

The study was done in randomly selected healthy
male rats (125-150 g body weight). They were housed
four per cage and maintained in constant ambient
temperature of 23 + 2°C and a 12 h dark-light cycle (6
am to 6 pm). The rats had free access to food (Hindustan
Lever pellets) and water was given ad libitum.

Morphine induced analgesia : The rat tail-hot
wire technique of Davies et al (6) was employed.
Utilizing this technique the latent period (the time
interval between tail flick response and onset of heat
application to the tail) was measured with a cut off
point of 25s for maximun heat application to the tail.

The effect of omeprazole on morphine induced
analgesia was studied by a cross over design. On day
1, the rats (n = 10) were administered morphine sulphate
5 mg/kg intraperitoneally (ip) and the latent period for
tail flick response was measured at different time
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