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Well written paper. The authors are certainly aware that
PPR-gamma behaves in the colon as a potent differentiating
agent, its expression being maximal at crypt base, to only cease
while moving to the crypt head. Mesalamine, its perfect
pharmacological ligand, seems to exert its anti-inflammatory and
anti-cancer activity in IBD thanks to its ability to bind and
activate PPR-gamma. Could the authors envisage and speculate
on any link or implications of these colon facts with their gastric
findings ?
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Response to the comments:

Regarding the anti-inflammatory and anti-cancer activity of PPAR gamma agonist in our



study:- We have demonstrated the antigastric ulcer activity of bezafibrate, PPAR a
agonist, in our laboratory. Keeping in view the diversity of defensive mechanisms, the
present study was limited to exploring the involvement of mucosal oxidant system,
apoptotic pathway and nitric oxide pathway in the mechanism of antigastric ulcer effect of
bezafibrate. To explore the nitric oxide mechanism, a nitric oxide synthase
inhibitor, N@®-nitro-l-arginine (LNNA) was used. The following parameters were
measured: Ulcer Index, Histopathological scoring of gastric ulcer, gastric juice analysis,
Gastric mucosal lipid peroxidation parameters, Estimation of nitric oxide metabolite in
blood, mRNA expression of iNOS and ¢cNOS enzyme in gastric mucosa and Gastric
mucosal DNA fragmentation study. Bezafibrate demonstrated dose-dependent antiulcer
activity, showed antisecretory and gastro protective action, reduced lipid peroxidation,
inhibit iNOS expression, preserve cNOS expression and  qualitatively inhibited DNA

fragmentation and improved upon the Histopathological score of gastric mucosa.

The histopathological findings of the gastric mucosa: Aspirin administration showed
superficial erosion and ulceration on the mucosa and infiltration of inflammatory cells.
Co administration of bezafibrate with aspirin showed gastric mucosa with
reepithilization, formation of pits and decreased infiltration of inflammatory cells.
From this finding we can say that bezafibrate (a PPAR alpha agonist) might have anti
inflammatory activity in gastric ulcer
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