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The role of vasohibin-1 (VASH-1), a negative feedback regulator of angiogenesis synthesized by
endothelial cells (ECs), and vasohibin-2 (VASH-2) which antagonizes VASH-1 was studied.
Pathological analysis revealed that VASH-1 was present in ECs in tumor vessels, which was correlated
with VEGF in cancer cells, pathological grading, and proliferation rate of cancer cells. Animal models
revealed that endogenous VASH-1 regulates tumor angiogenesis, but exogenous supplementation of
VASH-1 further exhibited anti-angiogenic and anti-lymphangiogenic activities and inhibited tumor
growth and lymph node metastasis. VASH-2 was shown in mononuclear cells infiltrating in cancer

stroma as well as in cancer cells, and VASH-2 promoted tumor growth by stimulating angiogenesis.
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