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Elucidation of the mechanism of tumorigenesis by the interaction between hepatic
stellate cells and hepatocytes in the cancer microenvironment.
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Our previous studies have found that senescent hepatic stellate cells are
involved in the development of obesity-induced liver cancer. However, the involvement of interaction
between senescent hepatic stellate cells and hepatocytes remains unclear. We cultured hepatocytes
and hepatic stellate cells in the environment that mimics a fatty liver and found that the
expression of genes involved in lipid metabolism largely changed. Moreover, we successfully isolated
hepatic stellate cells and hepatocytes from mouse fatty livers to investigate this cell-cell
interaction. Furthermore, inhibiting lipid accumulation in the hepatocytes of obese mice suppressed
the formation of liver tumors. These results suggest that aged hepatic stellate cells regulate the
metabolism of hepatic parenchymal cells and promote the formation of liver tumors.
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