The dual FXR/TGR5 agonist INT-767 counteracts nonalcoholic steatohepatitis in a
rabbit model of high fat diet-induced metabolic syndrome
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Farnesoid X receptor (FXR) and Takeda G protein-coupled receptor 5 (TGRYS) are interesting pharmacological targets for the treatment of liver and metabolic
diseases. FXR-deficient mice on a high-fat diet (HFD) exhibit massive hepatic steatosis, necro-inflammation and fibrogenesis. Moreover, pharmacological
activation of TGRS in mice promotes protective mechanisms in biliary epithelial cells, inhibits hepatic and systemic inflammation.

The aim of this study is to investigate the effect of FXR/TGR5 dual agonists on nonalcoholic steatohepatitis (NASH) in a rabbit model of high fat diet (HFD)-induced MetS.

We employed a recently established animal model of high fat diet (HFD)-induced MetS, characterized by insulin resistance, hypertension, atherogenic
dyslipidemia, visceral adipose tissue accumulation and NASH (Filippi et al., 2009, Maneschi et al., 2013). Subgroups of MeiS rabbits were treated with increasing

doses of the dual FXR/TGR5 agonist INT-767 (3, 10, 30mg/Kg, orally, daily, 5 days a week for 12 weeks). We studied the effects of HFD and in vivo INT-767
treatments on liver function. Liver was studied by immunohistochemistry and RT-PCR.

- Treatment with increasing doses of the dual FXR/TGRS agonist INT-
767 (3,10,30mg/Kg/day, 5 days a week for 12 weeks) in a rabbit
model of HFD-induced MetS, characterized also by NASH, dose-
dependently reduced several MetS-associated alterations, including
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- Finally, immunohistochemical studies demonstrated that INT-767
treatment significantly reduced both HFD-induced liver inflammation
(Fig. 2) and fibrosis. (Fig. 3).
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In conclusion, INT-767 tfreatment counteracts NASH in a rabbit model of HFD-induced MetS by promoting insulin sensitivity, resolution of inflammation and fibrosis
regression.
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