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In our previous study, we succeeded in direct reprogramming of mouse
fibroblasts into hepatocyte-like cells using a set of defined transcription factors (TFs). These
induced hepatocyte-like (iHep) cells have hepatocyte-specific properties in vitro and in vivo.
However, the hepatic functions of iHep cells were insufficient compared with those of primary
hepatocytes. Thus, in this study, we sought to induce functional differentiation of iHep cells, and
found that cell-aggregate formation can rapidly induce hepatic maturation of iHep cells through
activation of Hippo signaling. Thus, iHep cell aggregates may provide insights into potential
therapies for liver diseases. Moreover, we also found that combinatorial transduction of three TFs
stably suppressed cancer-specific phenotypes of hepatocellular carcinoma (HCC) cells and induced the

expression of hepatocyte marker genes. Thus, it is suggested that direct reprogramming technology
can develop to an effective therapeutic strategy for HCC.
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