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Pathological significance of Nox isoforms of NADPH oxidase in diabetic nephropathy
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Activated NADPH oxidase is associated with progression of diabetic nephropathy,
but the pathological significance of Nox isoforms, cell membrane components of NADPH oxidase, remains to
be elucidated. Here, we investigated ameliorative effects of genetic manipulation of Nox1 and Nox4, on
diabetic mice kidneys, to clarify the role of Nox isoforms in diabetic nephropathy. Diabetic/control
knockout (KO)/wild-type mice were used for the examination at 20 weeks after induction of diabetes.
Diabetes-induced albuminuria was attenuated in both Nox1KO and Nox4KO mice, while the glomerular
sclerosis was mitigated in only Nox1KO kidneys. Increased mRNA expressions of Nox2, fibronectin, and
alpha-SMA in diabetic kidneys were suppressed in only Nox1KO mice. Accumulation of nitrotyrosine in
glomeruli of diabetic kidneys was completely suppressed in Nox1KO mice, although it was reduced
insufficiently in Nox4KO mice. Collectively, activated Nox1l may contribute to progression of diabetic
nephropathy.
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