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The mechanism of impaired hematopoietic regeneration by bone marrow adipocytes
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Bone marrow adipocytes fBMAs) have been recognized as a niche component with

a suppressive function. We hypothesized that plasminogen activator inhibitor type-1 (PAI-1)
contributes to impaired hematopoiesis in BM microenvironment with abundant BMAs. We demonstrated
that BMAs were positive for PAI-1. The BMA-rich microenvironment exhibited impaired hematopoietic
regeneration after transplantation. The impaired hematopoietic regeneration in BMA-rich
microenvironment was significantly alleviated by PAI-1 knockout or PAI-1 inhibitor treatment. Obese
mice with abundant BMAs exhibited higher bone marrow PAI-1 concentrations after transplantation.
PAI-1 inhibitor administration activated the fibrinolytic system in obese mice, contributing to the
higher SCF concentration. Moreover, PAlI-1 inhibitor treatment alleviated the impaired hematopoietic
regeneration in obese mice after transplantation. These results indicate that PAI-1 hinders
hematopoietic regeneration in BMA-rich microenvironments.
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