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We have succeeded in the generation of hematopoietic stem cells (HSCs) from
human iPS cell-derived mesodermal cells in fetal sheep liver (Patent No. 6861405). In this study, we
attempted to clarify the generation mechanism of human hematopoietic stem cells and to apply it to

an in vitro culture system. As a result, we found that human iPS cell-derived mesodermal cells
differentiate into HSCs, which are characterized by long-term engraftment and multilineage
differentiation, via Notch signaling in the liver of sheep fetuses (Exp Hematol., 2021). To apply
the mechanism of differentiation into HSCs in sheep fetuses in vitro, further improvement of the
culture method is necessary.
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