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Abstract

AIM: To determine the effect of clopidogrel on
the healing of aspirin-induced gastric mucosal
lesions in rats and to explore possible mecha-
nisms involved.

METHODS: Forty healthy male SD rats were
randomly and equally divided into four groups:
normal group, injury group, and two clopido-
grel groups (10 mg/kg and 30 mg/kg). Gastric
mucosal lesions were induced in rats by oral
administration of aspirin (200 mg/kg). Rats of
the clopidogrel groups were continuously ad-
ministrated with clopidogrel for 3 days. After

www. wjgnet.com

treatment, histological changes were evaluated
under a microscope; the distribution of gastric
epithelial tight junction protein occludin was
determined by immunohistochemistry; and the
expression levels of ZO-1, occludin, as well as
phosphorylated ERK (p-ERK), P38 (p-P38) and
JNK (p-JNK) were determined by Western blot.

RESULTS: Compared to the injury group, the
lesion indices of the clopidogrel groups were
significantly increased (39.8 + 5.05 vs 35.3 + 3.86,
P < 0.05), and the increase was more significant
in the high-does group than in the low-dose
group (P < 0.05). In clopidogrel groups, the ex-
pression levels of occludin and ZO-1 were lower
in the clopidogrel groups than in the injury
group (P < 0.05), and in the high-does group
than in the low-does group. Activation of P38
and ERK were more obvious in the clopidogrel
groups than in the injury group (P < 0.05).

CONCLUSION: Clopidogrel significantly delays
the healing of gastric lesions in rats probably
by decreasing the expression of tight junction
protein occludin and ZO-1 through the p38 and
ERK signaling pathways.
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1.2.2 #4: Jifg KRAEEASKIS hE, 1417
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