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SUMMARY

Drug-induced peptic ulcer disease points out to erosions in the
upper gastrointestinal tract mucosa that are caused by the use of drugs,
especially nonsteroidal antiinflammatory (NSAIDs). It has been reported
that some antidepressants have potential antioxidant and gastroprotective
(antiulcer) effects. Despite this, the histopathological and biochemical
assessment of the antiulcer activity of fluvoxamine (antidepressant drug)
in comparison to antidepressant agents and other antiulcer drugs has not
been fully examined.

The main aim of this study is to evaluate the comparative
gastroprotective activity of fluvoxamine in reducing NSAID-induced
histopathological and biochemical changes in the stomach. To achieve
this purpose, we have adopted a follow-up therapeutic clinical study in
which the effects of acute systemic administration of fluvoxamine,
fluoxetine and misoprostol were compared in experimental models of
NSAID-induced gastric ulcer in rats. A total of forty Albino Wistar rats
were selected. The animals enrolled in this study were further subdivided
into 3 main subgroups, fluvoxamine group (G II), fluoxetine group (GIII)
and misoprostol group (GIV), each one consists of 10 animals. Study
drug groups were compared with another group consisted of 10
apparently healthy animals which was considered as a control group. A
fifth group of 10 animals treated with no drugs was added at the end of
experiment in which ulcer was induced by indomethacin for additional
comparison. The study groups (II, III, and IV) were pretreated with
fluvoxamine, fluoxetine and misoprostol respectively for about 4 weeks
and the control group was treated with normal saline, after that the gastric

ulcer was induced by indomethacin in all groups except the control group.
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Blood samples were taken before starting to use drugs and at week
4 of treatment and animals were killed at the end of the experiment for
histopathological examination.

Compared with the normal saline control group and the
indomethacin group, fluvoxamine (50 mg/kg, po), fluoxetine (20mg/kg,
po) and misoprostol (20ug/rat, po) groups significantly protected against
indomethacin (30 mg/kg, po)-induced gastric erosions, as evidenced by a
reduction in ulcer index and the score of ulcer severity and bleeding.
When compared to fluoxetine and misoprostol, fluvoxamine showed a
highly significant decrease in indomethacin-induced gastric lesions and
bleeding than the others. These results (1) proved the antiulcer activity of
different "selective serotonin reuptake inhibitor (SSRI)" antidepressant
agents and (2) suggested that fluvoxamine had more potent and
efficacious gastroprotective effect in the indomethacin-induced gastric
ulcer animal model than the other drugs.

Biochemical analysis of fluvoxamine-, fluoxetine- or misoprostol-
pretreated host blood samples reveled significant increase in total
antioxidant status (TAS) in fluvoxamine- and misoprostol-pretreated
groups and no significant change in fluoxetine-pretreated group. The
increase in TAS was more in the fluvoxamine group than misoprostol
group. A significant reduction in the level of malondialdehyde (MDA)
was occurred in fluvoxamine, fluoxetine and misoprostol groups, but
more with fluvoxamine than the others. The results of biochemical
assessment had demonstrated that fluvoxamine has a good antioxidant

activity in drug-induced peptic ulceration.
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A highly significant positive correlation between therapy with
fluvoxamine and weight changes in tested animals. The available data in
this study suggested that fluvoxamine exhibited better gastroprotective
effects than fluoxetine and misoprostol and this could be due to it
antioxidant, antisecretory¢ antiinflammatory, antihistaminic and

serotonergic effects.
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