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ABSTRACT STUDY DESIGN and KEY RESULTS

Background and Aims: Fibrosis is the pathologic result of chronic inflammation due to NASH, which can progress g _ b

to liver cirrhosis, and causes liver-related complications. However, no drug has been approved to date. Thus, to Study design - Therapeutic potential of efocipegtrutide in liver fibrosis was evaluated in CCl, mice. CCl, metabolized in

provide a novel therapeutic option with more predictable therapeutic benefits, a novel long-acting
Glucagon/GIP/GLP-1 triple agonist, efocipegtrutide, was developed and its efficacy has been extensively evaluated
In various animal models of NASH and/or fibrosis such as MCD, AMLN, CDAHFD, and TAA mice. To generalize its
potential therapeutic benefits, anti-fibrotic effect of efocipegtrutide was further evaluated in carbon tetrachloride
(CCl,)-Induced fibrosis mouse, one of the well-established models of liver fibrosis.

WO W2 W4 W6 W8 W10 the liver by the cytochrome P450 superfamily of monooxygenases (CYP family) to the trichloromethyl
radical (CCly). It causes hepatocyte damage, necrosis, inflammation, and fibrosis. Based on that, many
studies were performed for liver fibrosis study in CCl, model.

Model induction - In this study, CCl, (20% in olive oil, 4:1 ratio) was intraperitoneally injected to mouse for 10 weeks, and
CC|4 20% in olive oil, i.p. injection(3 timeslweek) efocipegtrutide was subcutaneously administered during last 6 weeks. After treatment, liver tissue
samples were prepared, followed by Sirius red staining to determine the liver fibrosis. Hepatic
hydroxyproline contents and pro-collagen 1al were quantified and gRT-PCR was performed to measure

Methods: To induce liver fibrosis, 20% CCI, was intraperitoneally injected 3 times/week to C57BL/6 male mouse for Drug treatment (for 6 weeks)

_ _ o _ _ CC|4 mice the expression level of hepatic fibrosis-related genes. Also, blood collection was performed to evaluate
10 weeks and efocipegtrutide was administrated during the last 6 weeks. To evaluate the therapeutic effect of (C57BL/6 strain) Efocipegtrutide 141 pg/kg, Q2D surrogate markers.
efocipegtrutide on fibrosis, hepatic pro-collagen 1al contents, hydroxyproline contents (HP), and Sirius red staining (n=9-10/group) (4 mg/week human equivalent dose)
area were measured. Additionally, blood surrogate markers and hepatic fibrosis related gene expression level were L y
analyzed.
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