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Mechanism of intercellular signaling in steatohepatitis using human liver
organoids
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Non-alcoholic steatohepatitis (NASH) is the most prevalent cause of chronic
liver failure, which is associated with multicellular pathogenesis including macrophage-mediated
inflammation and hepatic stellate cell-mediated fibrosis. In this study, we established a novel
steatohepatitis model in human iPSC-derived multicellular liver organoids that recapitulate the
inflammatory and fibrogenic responses. By using this organoid model, we investigated intercellular
signaling, leading to the identification of the potential anti-fibrotic signaling factor and its
cellular and molecular mechanisms. This study will delineate the multicellular mechanisms of the
signaling pathways alleviating NASH fibrosis, and will contribute to the drug development to

attenuate the fibrosis in human NASH.
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