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Clarification of the mechanismof differentiation from hematopoietic
stem cell-derived cells to hepatic stellate cells
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We previously clarified that hematopoietic stem cell-derived cells were abele to
differentiate into hepatic stellate cells (HpSCs) during carbon tetrachloride (CCl4)-induced
liver injury. Which lineage of cells are true precursors of HpSCs remains unknown. We
adoptively transferred neutrophils, monocytes, eosinophils, B cells, or T cells, which were isolated
from enhanced green fluorescent protein (EGFP)-transgenic mice, into CCly-injured non-transgenic
mice. In the livers of mice given monocytes, EGFP* HpSCs were detected. This suggest that a
proportion of monocytes are precursors of HpSCs. Monocyte chemoattractant protein-1 (MCP-1) is
thought to be associated with the invasion of monocytes into injured liver. CCR2, a receptor for
MCP-1, is expressed on monocytes. We examined the effect of CCR2 antagonist against the
differentiation of monocytes into HpSCs and found that the antagonist suppressed the number of
EGFP* HpSCs and the area of fibrosis in injured liver.
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