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Establishment of hematopoietic regeneration by the novel molecular targeting drug
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The prognosis of patients undergoing hematopoietic stem cell transplantation
depends on the rapid recovery and sustained life-long hematopoiesis. The activation of the fibrinolytic
ﬁathway promotes hematopoietic regeneration; however, the role of PAI-1 has not yet been elucidated. We

erein demonstrate that BM stromal cells produce PAI-1 in response to myeloablation, which negatively
regulates the hematopoietic regeneration. Genetic disruption of the PAI-1 gene, or pharmacological
inhibition of PAI-1 activity, significantly improved the myeloablation-related mortality and promoted
raﬁid hematopoietic recovery through the induction of hematopoiesis-promoting factors. The PAI-1
inhibitor not only accelerated the expansion of the donor HSCs during the early stage of regeneration,
but also supported long-term hematopoiesis. Our results indicate that the inhibition of PAI-1 activity
could be a therapeutic approach to facilitate the rapid recovery and sustained hematopoiesis.
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