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To assess the role of 77fb in the hematopoietic stem cells (HSCs), we disrupted the 77if1h

gene specifically in hematopoietic cells. T7ifIb""-Tie2—Cre embryos died at mid-gestation
due to anemia. In the mutant embryo, erythroblast maturation beyond the proerythroblast
and survival of erythroblast were severely abrogated, indicating that 771/b plays a
critical role in embryonic erythropoiesis. Then, to elucidate the 77f/b function in HSC,
we performed a series of transplantation assays and showed the cell-autonomous
requirement for 77£1b in HSC repopulating capacity. Moreover, Tif1b""-Tie2-Cre KSL cells
proliferated and differentiated into myeloid cells poorly in vitro. To address the
mechanism underlying the proliferation defect of 77f7b-deficient KSL cells, we conducted
the microarray analysis and found that p21, but not pl6, pl9 and p57, was up-regulated
in A7f1b-deficient KSL cells. Together, our findings suggest repression of p21 expression
mediated by Tiflb is a critical for the maintenance of HSCs. On the other hand, we also
observed that reduction and inappropriate localization of HPla protein in the

Kiflb-deficient KSL cells, so, TIFlb and HPla may collaborate to repress the p2l

expression.
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