CRV431 decreases diet- and chemical-driven
fibrosis in livers of mice
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BACKGROUND ]

Liver fibrosis
® Prevalent pathological feature of chronic hepatic injuries

Accumulation of collagen with inflammation and scarring as clinical sign

Limited treatment options available for human patients

Cyclophilins, a family of proteins, has been shown to contribute to the
development of fibrosis and later stages (hepatocellular carcinoma)
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® Pan-cyclophilin inhibitor showing reduction of collagen deposition in CRV431-
treated mice with damaged pancreatic cells and nourished with high-fat diet

® Same trend observed in CRV431-treated mice exposed to carbon tetrachloride
(CCL,)
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Aim: Examine If CRV431 affects the development of fibrosis induced by both e et
chemical and diet in male C57BL/6J mice; obeticholic acid (OCA) as comparator

EXPERIMENTAL DESIGN

CRV431 decreases hepatic collagen deposition
stained with Sirius Red

Time0 6 Weeks 12 Weeks ® 65% reduction in CRV431-treated mice
Group 1 (n=10) KEY compared to vehicle controls
Group 2 (n=10) Vehicle daily ® Reduction also seen in OCA, but not to the
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Group 3 (n=8) extent of CRV431
Group 4 (n=10)

Group 5 (n=10)

CRV431 and OCA combination (COMBO) daily
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CRV431 does not affect glucose and protein levels in serum

® Treatment did not affect levels detected in serum. Bonferroni’'s multiple
comparison tests (two-tailed) were conducted.

CONCLUSIONS

CRVA431 is a potent agent against diet- and chemical-driven fibrosis. This result i1s consistent with our previous findings and suggests
that cyclophilin inhibition can protect the liver from induced injuries.

This project was funded by the National Institute of Allergy and Infectious Diseases of the National Institutes of Health under award number R01AI1125365 (Gallay). Kuo Is supported by the Ruth L. Kirschstein Institutional

National Research Service Award (T32Al1007244). Kuo, Cabrera, and Gallay declare no competing financial interests. Mayo, Ure, and Foster are employees of Hepion Pharmaceuticals.



