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Elucidation of the functional significance of vascular endothelial dysfunction
in VEGF inhibitors-induced nephropathy
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In this study, we aimed to show the functional significance of vascular
endothelial dysfunction in vascular endothelial growth factor (VEGF) inhibitors-induced
nephrotoxicity. An in vitro model of cultured human glomerular endothelial cells showed that
endothelin-1 (ET-1), a marker of vascular endothelial dysfunction, was upregulated by treatment with

a humanized anti-VEGF monoclonal antibody (bevacizumab). In the study for patients treated with
bevacizumab, we identified that plasma ET-1 levels were associated with the development of
nephrotoxicity during bevacizumab treatment. Furthermore, the association between vascular
endothelial function and nephrotoxicity was supported by the results of reactive hyperemia index
gRHI), a measure of vascular endothelial function. We discovered that vascular endothelial

ysfunction is involved in the pathogenesis of VEGF inhibitors-induced nephrotoxicity.
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