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Establishment of a culture system of alternative human hepatocytes with high
expression of drug-metabolizing enzyme functions for exploratory drug metabolism
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We focused on the fact that epigenomic treated of human
hepatoblastoma-derived HepG2 cells with 5-azacytidine (5-Aza), a DNA methyltransferase inhibitor,
resulted in high expression of drug-metabolizing enzyme activity, and investigated a culture method
to further increase the expression of drug-metabolizing enzyme function. By adding
low-molecular-weight compound-X, which suppresses Snail gene expression, to the epigenome-treated
medium, higher enzyme activity and CYP inducibility were observed in a shorter period of culture
than with 5-Aza alone treatment. Furthermore, higher drug-metabolizing enzyme activity was observed
by decreasing the glucose concentration in the epigenome-treated medium, suggesting that HepG2 cells

epigenomic treated with the newly constructed medium in this study may be an alternative human
hepatocyte that can be used for exploratory studies of drug metabolism and pharmacokinetics.
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