2018 2020

NASH TGRS

TGRS activation modulates an inhibitory effect on liver fibrosis development
mediated by anagliptin in NASH diabetic model
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This study assessed the combined effect of TGR5 agonist and DPP-4 inhibitor
on diabetes-based liver fibrosis development. Male diabetic rats received intraperitoneal injection
of porcine serum (PS) to induce liver fibrosis, and they were orally administered the following
agents: oleanolic acid (OA) as a TGR5 agonist, anagliptin (ANA) as a DPP-4 inhibitor, and a
combination of both agents. Treatment with OA or ANA significantly improved glycemic status and
attenuated intrahepatic steatosis and lipid peroxidation in diabetic rats. PS-induced liver fibrosis

development was also drastically suppressed by treatment with either agent, and the combination of
both reciprocally enhanced the antifibrotic effect. Fecal microbiome demonstrated that both agents
inhibited the increase in the Firmicutes/Bacteroidetes ratio, an indicator of dyshiosis related to
metabolic syndromes. Furthermore, ANA directly inhibited in vitro HSC proliferative and
profibrogenic activities.
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