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Development of a treatment to improve fibrosis and elucidation of carcinogenesis
mechanisms in improved NASH model MC4RKO mice
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Usin? MC4R-KO mice, a mouse model of NASH, we first examined the effects on
fibrosis and tumors to establish an early fibrosis model and an early tumorigenesis model. Using the
early fibrosis model, we found that mesenchymal stem cells and their exosomes ameliorate
inflammation and fibrosis. Furthermore, in the tumorigenesis model, we established an early
tumorigenesis model by blocking S1P-S1PR2 signaling in MC4R-KO mice fed a high-fat diet with the
drug JTE-013, and found that the mice showed a high rate of hepatocellular carcinoma at early stage.
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