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“Abstract”

The present work studies the effect of verapamil and ranitidine on
indomethacin induced gastric ulcers in albino rats. The volume and pH of
gastric secretion was estimated and histopathological examination was done.

It was found that indomethacin induced gastric ulcers were
significantly reduced by verapamil. This decrease was duration dependent.
There was no significant difference between this effect and that produced by
ranitidine.

On the other hand, when both verapamil and ranitidine were used
together, it was found that there was a significant reduction in the mean
ulcer score and histopathological changes compared to that induced by
verapamil or ranitidine alone. Gastric acidity and volume of gastric secretion
showed significant reduction in the same manner to mucosal changes.

Also, indomethacin and ranitidine increased the gastric motility
induced by acetylcholine. Whereas, verapamil decreased the gastric motility.
When ranitidine and verapamil were used together there was a decrease in
gastric motility in small doses and an increase in gastric motility in large
doses.

Key words: indomethacin, ranitidine, verapamil and gastric ulcers.
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Introduction & aim of work

“Introduction”

Acid peptic diseases include gastroesophageal reflux, peptic ulcer and
stress—related mucosal injury. In all these conditions, mucosal erosions or
ulcerations arise when the caustic effects of aggressive factors (acid, pepsin)
overwhelm the defensive factors of gastrointestinal mucosa (mucus and
bicarbonate secretion, prostaglandins and blood flow) (Suerbaum and
Michetti., 2002).

NSAIDs like indomethacin may induce peptic ulcers by several
mechanisms. Mainly, they suppress mucosal generation of prostaglandins,
which are protective to gastric mucosa (particularly PGI, and PGE,) by
inhibition of cyclooxygenase enzyme responsible for their synthesis
(Konturek, 1995). Local irritation of gastric mucosa by NSAIDs is another
mechanism as damage to the lipoprotein membrane of the epithelial cells
occurs during their absorption. This allows back diffusion of acid in to the
gastric mucosa and induces tissue damage (Shearman et al., 1984).

It has been established that Ca™ ions play an important role in
activational secretory processes of many gland cells (Douglas, 1976). The
activation of salivary and gastric secretion by secretagogues seems to be
dependent on the level of extracellular calcium and these processes have
been characterized by an enhanced calcium influx (Soll et al., 1993). Hence,
calcium channel blockers may have a protective action that may play a role
in healing of peptic ulcer.



Introduction & aim of work

“Aim of the Work”

As the calcium is involved in the regulation of acid secretion in the
stomach. There is a possibility that the calcium channel blockers, by
blocking the slow calcium channels, may influence the secretion of
hydrochloric acid in the stomach and may have a protective effect on the
genesis of gastroduodenal ulcers. Therefore, the objective of the present
work is to study the effect of verapamil and ranitidine on indomethacin

induced gastric ulcers in albino rats.
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