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Establishment of three dimensional HBV infection model which reflects the
pathological progression
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I constructed an HBV infection model using liver parenchymal or
non-parenchymal cells derived from iPS cells in this project.
I found that the liver progenitor cells derived from iPS cells expressed NTCP, an HBV infection
receptor, which is not expressed in liver cancer cell lines. We clarified that liver sinusoidal
endothelial cells induce cell surface expression of EGFR on the hepatocytes, which is a coupling
factor of HBV infection, and increase the efficiency of HBV infection. And we also clarified that
the hepatic stellate cells derived from iPS cells which we had been developed before are partially
activated, therefore, we established a new differentiation method for quiescent stellate cells.
Three-dimensional co-culture of these quiescent stellate cells and hepatocytes showed a development
of HBV replication efficiency.
By all results stated above, we could establish a new HBV infection model which could be used for
drug discovery or elucidation of pathology.
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