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Introduction: Bile duct ligation (BDL) is a cause of liver injury and fibrosis. Sitagliptin, a therapeutic drug for
diabetes, is suggested to have anti-inflammatory and anti-oxidant effects. Due to the role of inflammation and
oxidative stress in the mechanism of fibrosis, the effects of sitagliptin on liver fibrosis induced by the experimental
model of BDL and possible mechanisms were assessed.

Methods and Materials: Twenty-eight male Wister rats (200+20gr) were randomly were assigned into the
following groups: 1- sham, 2-sham received 50mg/Kg sitagliptin (sham+sit50), 3- BDL, 4 to 6 BDL received
sitagliptin in doses of 10, 50, and 100 respectively (BDL+Sit10, BDL+Sit50, BDL+Sit100). The animals were
laparotomy under anesthesia with ketamin-xylazine (80/10). Bile ducts were exposed without ligation in sham groups.
In BDL groups, bile ducts were ligated, and abdominal muscle and skin were sutured. The animals for 14 days received
saline or different doses of sitagliptin by gavage. At the end of the study, animals were euthanized, and serum and
liver tissue were collected for biochemical and molecular evaluations.

Results: Serum levels of total bilirubin, alkaline phosphatase, lactate dehydrogenase, and liver levels of MDA,
TNF-a, sestrin2 (stress-inducible proteins), TGF-B, hydroxy proline content were increased in BDL groups. In
addition, enzyme activity of SOD, total anti-oxidant capacity TAC, and TAC/MDA ratio was decreased in this group.
The administration of sitagliptin reversed these effects. Sitagliptin in the dose of 10 was more effective in some
parameters.

Conclusion: Sitagliptin decreased liver fibrosis induced by BDL through ameliorating inflammatory and oxidative
stress biomarkers and potentiating antioxidant activity. It is suggested to pay more attention to sitagliptin in cholestatic
patients’ treatment.
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