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Conclusions: The HFD+CCL4 model is clinically relevant in histopathological findings. The results of HFD+CCL4 model is clinically relevant to that observed in NASH. Figure Ill-4. Summary of efficacy tests of NASH compounds in clinical trials. For most of these compounds, the results of efficacy tests in the HFD+CCL4 model are E
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@2 Figure II-1. Deconstruction of HFD+CCL4 model, part 1. A. Liver histopathology (HE
NAFLD Qi»” PAMP NASH staining) of HFD (steatosis), CCL4 (fibrosis) and HFD+CLL4 (NASH) models. B. NAS of Primary Biliary Cholangitis (PBC) BDL (mouse & rat)
(Parthasarathy et al. 2020) healthy control, HFD, CCL4 and HFD+CCL4 models, and HFD+CCL4 model treated with Figure llI-1. Efficacy tests of NASH compounds in clinical trials, part 1: OCA, obeticholic acid (FXR, target); ELA, elafibranor (PPAR a/3); SEL, selonsertib (ASK1); CVC, ANIT induction (mouse & rat)
OCA (from left to right). cenicriviroc (CCR2/CCRS); and RES, resmetirom (THRp). Note that OCA and RES display anti-NASH efficacy in the HFD+CCL4 model, whereas ELA is only active . . — . .
Figure I-1. Pathophysiology of NASH. A. Outline of pathogenesis of NASH as generally accepted. B. Metamorphosis of lipids from NAFLD to NASH. NEFAs, non-esterified against the fibrosis in the model. The anti-fibrotic activity of ELA is dose-dependent, but its anti-steatotic activity is not observed at low or high dose (data not shown). Primary Sclerosing Cholangitis (PSC) DDC induction (mouse)
fatty acids; DNL, de novo lipogenesis; PAMP, pathogen-associated molecular pattern. After Parthasarathy et al. (2020).
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Figure II-2. Quantitative histopathology of steatosis and fibrosis in the HFD+CCL4 model with treatment of obeticholic acid (OCA) and selonsertib (SLE). A. lllsutration - H | St 0|n d ex & Ch OUtU 3o e
Figure I-3. Comparison of two NASH model. A & B. Efficacy tests of obeticholic acid (OCA) and selonsertib (SEL) of hepatic lobule and 3 sub-anatomic zones 1, 2 and 3, responding to portal tract (PT), perisinusoidal (PS) and central vein (CV), respectively, adapted from 00 -': — o - ' -I: — cln c'” an) e
In HFD+CCL4 (A) and MCD (B) models. C. Transcription profiling of two NASH models. Plotted are the changes in gene i OCA OCA i medbullets.com. B & C. Quantification of steatosis (B) and fibrosis (C) in 3 sub-lobular zones. The quantification was done in collaboration with Histolndex. OCA = S " i = S > =
expressions (normalized z-score), with open dots all RNA transcripts, and blue dots those involved in inflammation. significantly reduced steatosis in all 3 zones, and SEL only in PS (zone 2), whereas OCA significantly reduces fibrosis in PT and PS (zones 1 and 2), and SEL had no :?:J é" <Z,: <Z,: :il:J é" a- g
The overlap r value is 0.38, and that of inflammation response 0.05. D. Transcriptional responses to OCA in two NASH models MCD HFD+CCL4 effect in any of the 3 zones. These results further validate the anti NASH efficacy of OCA in the animal model. - - >
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