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Generation of hepatic progenitor cells from human hepatocytes using small
molecules
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Using small molecule inhibitors, we recently reported that rodent mature
hepatocytes can be reprogrammed into progenitor-like phenotype with repopulative capacity. In this
study, using the same strategy, we demonstrated that hepatic progenitor cells can be induced from
human infant hepatocytes. These cells, named human chemically induced progenitors (hCLiPs),
exhibited significant repopulative capacity in injured mouse livers following transplantation, and
contributed to reconstruction of the normal liver architecture. We also found that hCLiPs can be
redifferentiated into mature hepatocytes in vitro with hepatic inducible factors. These
redifferentiated cells can be induced to exhibit cytochrome P450 (CYP) enzymatic activities in
response to the CYP inducing molecules with the efficiency comparable with that of primary
hepatocytes. Thus, this study contributes to progress in the field of liver cell transplantation
therapy and pharmacological research field.
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