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Multi-omics analysis for the change of hepatocyte property in the early stages
of intrahepatic cholangiocarcinoma
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In our previous study, we found that intrahepatic cholangiocarcinoma (I1CC)
can be generated by biliary lineage cells derived from hepatocytes. However, the change of
hepatocyte property in the early stages of ICC remains largely unknown. Thus, in this study, we
investigated the hepatocyte properties changing in the injured liver and the effect of hepatocyte
abnormality in the liver. Our multi-omics analysis revealed the change of epigenetic and metabolic
states and gene expression pattern of hepatocytes after the particular injury that can induce the
onset of ICC. In addition, we found that enforced Snail expression in hepatocytes is sufficient for
induction of steatohepatitis and liver tumorigenesis through disruption of the biliary canaliculus
and bile acid homeostasis in the liver. Our findings will be useful for uncovering the pathogenic
mechanism of ICC and developing prevenient and therapeutic strategies for this refractory disease.
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