2018 2022

To Elucidate the Regulation Mechanism of Hematopoietic Stem Cell®s Mobility
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Here, we provide evidence that G-CSF mobilizing agents inhibits

Smad3-dependent signaling by regulating cAMP-PKA-dependent signaling pathway in Hematopoietic Stem
Cells (HSCs). G-CSF induces activation of this pathway by inhibits Smad3-dependent expression of
PAI-1 through an increase in phosphorylation level of CREB protein. Mechanistically, increased
p-CREB competitively inhibited the p-Smad3 from binding to the p300, which ultimately resulting in a
transcriptional suppression of p-Smad3-p300 transcription regulatory complex-dependent PAI-1 gene
expression.

P Our study reveals a novel role for G-CSF in controlling TGF-3 -PAI-1 signaling to recruit
HSCs into the circulation, which potentially improves clinical HSC mobilization, transplantation
protocols and cancer therapy.
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