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Establishment of new method for leukemia therapy by targeting fibrinolytic pathway
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Extracellular Plaminogen Activator Inhibitor type-1 (PAlI-1) regulates production
of chemokines such as SDF-la, G-CSF and TGF-b in bone marrow niche. On the other hand, intracellular
PAI-1 in hematopoietic stem cell (HSC) down-regulates both Furin activity and MT1-MMP expression and
regulates HSC motility. Intracellular PAI-1 plays an important role in HSC motility through TGF-b signal

athway. In addition, inhibition of PAI-1 in leukemic cell, enhances motility of leukemic stem cell (LSC)
y increase MT1-MMP expression, and finally induces sensitivity of anti-leukemia therapy. Our findings
revealed that intracellular PAI-1 maintains resistivity of LSC in the niche. Inhibition of PAI-1 with
anti-leukemic agent is new therapy strategy that targeting LSC.
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