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Angiotensin Il type 1A receptor signaling facilitates tumor metastasis formation thr
o??h P-selectin-mediated interaction of tumor cells with platelets and endothelial c
ells
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Angiotensin 11 is involved in tumor growth, however, the precise mechanism is not
known.  B16F1 melanoma cells were intravenously injected into Agtrla knockout mice (ATla(-/-)) and wild-t
ype littermates (WT); the ATla(-/-) mice exhibited a reduction in lung colonies. Angiotensin Il induced ex
pression of P-selectin on platelets in WT but not in ATla(-/-) mice. A selective P-selectin neutralizing a
ntibody decreased lung colony numbers in WT but not in ATla(-/-) mice. Levels of vascular endothelial grow
th factor (VEGF) and stromal cell-derived factor 1 (SDF-1) receptor in platelets at metastatic locus were
lower in ATla(-/-) mice. Treatment of neutralizing antibodies against VEGF and CXCR4 decreased Iun? colony

numbers in WT but not in ATla(-/-) mice. In ATla(-/-) mice. These results suggest that AT1A signaling pla
ys a critical role in tumor metastasis through P-selectin-mediated interactions of platelets with tumor an
d endothelial cells.
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