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Treatment for metabolic liver diseases using human iPS-derived hepatic stem-like
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The hepatocyte transplantation has been less effective in curing the
metabolic liver disease probably due to including few hepatic stem cells. We produced the hepatic
stem-like cell (HSLC) expressing the hepatic stem cell marker X from human induced pluripotent stem
cell (iPSC). And an IPSC (ALB-iPS) that contains an albumin allele linked to a Green Fluorescent
Protein (GFP gene was established for monitoring the differentiation toward the hepatic lineage.
The ALB-1PS could be differentiated into the hepatocyte-like cell (HLC) expressing albumin
accompanied by GFP, and cultivated continuously as the HSLC. The adjustment of chemicals made the
ALB-iPS-derived HSLC more matured, and the expression of enzymes related with urea cycle and
cytochrome P 450 specific to the loaded drug were confirmed with the GFP expression. Moreover, the
HSLC could repopulate in the liver of immune-deficient mice. The HSLC was suggested to be a useful
cell source for treating the metabolic liver disease.
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iPS schedule Si-Tayeb K et al. Hepatology 2010; 51: 297
(1) Day 0-4: Activin A 50 ng/ml

(2) Day 4-8 BMP4 20 ng/ml+bFGF 10 ng/ml
(3) Day 4-12: HGF 20 ng/mi1
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6) ALB-iPS HSLC
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