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Polarity formation of human iPS cell-derived hepatocytes and development of a
system to evaluate drug-induced liver injury
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Drug-induced liver injury (DILI% is a condition that can be induced by

various drugs, leading to liver failure and hindering t

e treatment of underlying diseases. In this

study, we induced high-functioning hepatocytes with appropriate cellular polarity from human induced
pluripotent stem (iPS) cells and developed a system for hepatotoxicity assessment. We identified
KLF15 as a factor capable of inducing liver function and cellular polarity. Forced expression of
KLF15 significantly increased the expression of liver metabolic enzymes (TAT, CPS1, CYP).

Additionally, differentiation induction in 3D culture using extracellular matrix significantly
increased the expression of drug transporters (MRP3, OATP1A2, OATP1B1, OATP1B3). This iPS cell-based
technology contributes to the development of a system capable of predicting DILI.
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