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We investigated fate of liver stem cells in liver GVHD after allogeneic
hematopoietic stem cell transplantation (allo-SCT). After allo-SCT, donor T cells and macrophages
infiltrated in the portal area of the liver with apoptosis of the adjunct bile duct epithelial
cells. Using Lgr5-eGFP-reporter mice, Lgr5+ cells isolated from the liver after allo-SCT were
cultured to generate liver organoids. Number of the organoids was significantly decreased after
allo-SCT. PCR analysis showed an upregulated expression of IFN-gamma, TGF, and TNF in the liver.
Addition of TGF-beta suppressed the organoid formation in culture. Addition of TGF-beta inhibitor
SB-431552 abrogated inhibitory effect of TGF-beta on the organoid formation. Administration of
SB-431552 to mice after allo-SCT restored the organoid formation. These results indicated that
macrophage-derived TGF-beta damage liver stem cells in GVHD.
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