©
2011 2013

Involvement of antioxidant defense mechanisms in the pathogenesis of renal damage

NIIMURA, Fumio

3,900,000 1,170,000

Keapl-Nrf2 Ke
apl-Nrf2
Keapl-Nrf2

Cyclosporine-induced nephrotoxicity was studied in Nrf2 knockout mice and Keapl kn

ockdown mice. The Keapl-Nrf2 system is known to play a central role in promoting antioxidant mechanisms. 1
n Nrf2 knockout mice, in which the antioxidant Keapl-Nrf2 system is inactivated, cyclosporine A induces ox
idative stress in the kidney and tubular damage, suggesting that Keapl-Nrf2 system plays a protective role
in the pathogenesis of cyclosporine nephrotoxicity. However, in Keapl knockdown mice, in which antioxidan
t mechanisms are constitutively activated, renal damage was not attenuated. These data suggest that, altho
ugh antioxidant system is involved in attenuating cyclos?orine nephrotoxicity, uncontrolled activation of
Keapl-Nrf2 system is not always accompanied by beneficial effects in attenuating cyclosporine nephrotoxici

ty, suggesting that there may be some mechanisms other than oxidative stress in the pathogenesis of cyclos
porine nephrotoxicity.
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