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Nitric oxide attenuates renal interstitial fibrosis

Kadoya, Hiroyuki
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Renal interstitial fibrosis is a final common pathway in progressive renal
disease. It is also well known that endothelial dysfunction is associated with chronic kidney
disease. We showed that [ -catenin levels in the cytoplasm were decreased by activation of the
NO-PKG pathway. Renal fibrotic changes were not observed in wild type (WT)-lithium (Li; glycogen
synthase kinase-3(3 inhibitor) mice. However, renal interstitial fibrosis developed in endothelial
nitric oxide synthase knockout (eNOSKO)-Li mice compared with WT-Li mice. B -catenin protein
expression was remarkably increased in eNOSKO-Li mice. These changes were suppressed in
eNOSKO-Li/Bay (soluble guanylate cyclase [sGC] stimulator) mice. Activation of eNOS signaling could
be protective against renal interstitial fibrosis. These findings indicate the potential therapeutic

utility of eNOS-NO-PKG stimulation for the amelioration of renal fibrosis.
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