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Non-alcoholic steatohepatitis, which is characterized by fat accumulation in

hepatocytes, necro-inflammatory change with monocyte infiltration, and liver fibrosis due to
hepatic stellate cell activation, is an increasing chronic progressive liver disease of unknown
cause. In this study, the cell-to-cell interactions were verified using in vitro co-culture
experiments which conditions were similar to those in liver with non-alcoholic steatohepatitis. In
the co-culture of activated monocyte, cultured hepatocyte, and hepatic stellate cell, activation of
hepatic stellate cells was observed in the presence of high saturated fatty acid, palmitic acid
condition. Furthermore, co-culture with TM6SF2- knocked down cell lines showed activation of hepatic

stellate cells and increased fatty acid synthesis in hepatocytes at the same time. This result
might be considered to be one of the suitable culture systems similar to the pathophysiology of
human non-alcoholic steatohepatitis.
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