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The efrect of lactic acidosis on the acquisition of abnormalities in tumor blood
vessels
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The present stud¥ shows that, unlike normal endothelial cells (NECs), tumor
endothelial cells (TECs) proliferate in lactic acidic. TECs showed an upregulated CAlIl expression
both in vitro and in vivo. CAll knockdown decreased TECs survival under lactic acidosis conditions.
Vascular endothelial growth factor A and vascular endothelial growth factor receptor signaling
induced CAIl expression in NECs. CAIl inhibition with acetazolamide minimally reduced tumor
angiogenesis in vivo. However, acetazolamide-treated mice showed decreased lung metastasis. These
findings suggest that pH regulators like CAll are promising targets of antiangiogenic therapy.
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