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Elucidation of mechanisms for transdifferentiation into iHeps
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We conducted functional analysis of transcription factors (Hnf4a, Foxa3,
Cebpa, Cebpd, Hnf6 and Onecut2) that we had already identified as master regulators of a mature
hepatocyte. We conducted RNA-seq and WGCNA analysis of iHeps which were made by overexpression of
various combinations of the 6 factors and searched for hub genes of each module which contains
regulatory genes of hepatic functions. As a result, we identified several genes (e.g., Fabpl) as hub
genes which are located downstream of the master regulators and we unveiled the existence of
hierarchies between the master regulators and their downstream genes.
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