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The coagulation and the fibrinolytic system are essential drivers in the pathogenesi
s of leukemia and lymphoma

Hattori, Koichi
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The main coagulation and fibrinolytic factor plasmin, which is derived from its pr
oform plasminogen (PIg) and one of its downstream targets, matrixmetalloproteinases (MMP), have been linke
d to various malignancies. Here, we provide the evidence that blockade of plasmin reduces lymphoma growth
by inhibiting MMP-dependent recruitment of bone marrow derived CD11lb+ cells locally within the lymphoma ti
ssue. Genetic Plg deficiency and drug-mediated plasmin blockade delayed lymphoma growth and diminished MMP

dependent marrow derived CD11b+ cell infiltration into lymphoma tissues and formation of malignant niche.
We could show that CD11lb+ cells play key a role in the growth of lymphoma and the other malignancies thro
ugh malignant niche formation. Collectively, our data demonstrate a previously undescribed role of fibrino
lytic system in tumor growth and provide strong evidence that specific blockade of plasmin a promising app
roach for the cancer treatments.
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