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Establishment and application of the method for inducing human hepatic
progenitor cells by direct reprogramming
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In this stud%, we identified a specific combination of transcription factors
that allow direct reprogramming of human endothelial cells into hepatic progenitor cells. These
induced hepatic progenitor cells (iHepPCs) are expandable in monolayer culture and capable of
continuously producing functional hepatocytes and cholangiocytes under three-dimensional culture
conditions. Also, hiHepPC-derived hepatocytes and cholangiocytes can reconstitute damaged liver
tissues and support hepatic function after transplantation. Meanwhile, in the direct reprogramming
of mouse fibroblasts to induced hepatocyte-like cells, the integrated analysis of gene expression
changes, chromatin state changes, and epigenetic state changes that occur during the process of
fibroblasts acquiring hepatic fate has successfully revealed the entire series of dynamic cell state
changes starting from the DNA binding of transcription factors that were introduced into

fibroblasts.
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