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[Abstract] Objective To explore the renoprotective effect of N - acetyleysteine (NAC) on
chronic cyclosporine A (CsA) nephrotoxicity in mice model. Methods ICR mice were randomly
divided into 4 groups: normal control group [olive oil, 1 ml/kg subcutaneous injection (s.c)], NAC
control group (olive oil, 1 ml/kg s.c plus NAC 150 mg - kg™ + d”' in drinking water), model group
[ICR mice maintained on a salt - depleted diet (0.05% sodium) plus CsA (30 mg - kg™ - d™) for four
weeks]; Treatment group [ICR mice maintained on a salt-depleted diet (0.05% sodium) plus CsA (30 mg-
kg« d"' s.c) and NAC (150 mg + kg + d”' in drinking water). Basic parameters, histopathology,
8-hydroxydeoxyguanosine (8-OHdG), the expression of Klotho and AKT-FoxO1 were studied. Results
Compared with the normal control group, mice in model group showed deterioration in renal function

[Ser (27.8+1.2) pmol/L vs (19.0+2.2) wmol/L, P <0.01], development of tubulointerstitial fibrosis,
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increased urinary 8 - OHdG output [(41.2+16.8) ng/d vs (28.7+7.4) ng/d, P <0.05], and decreased
Klotho expression [(17.8 £4.5)% vs (100.0 £4.0)% , P <0.01]. Concomitant administration of NAC
significantly improved all above parameters (all P <0.05). Correlation analysis revealed that Klotho
expression was negatively correlated with urinary 8-OHdG excretion (r=-0.934, P < 0.01) and AKT -
FoxO1 expression (AKT: r=-0.939, P <0.01; FoxOl: r=-0.919, P <0.01). Conclusion NAC

can attenuate tubulointerstitial fibrosis in chronic CsA nephrotoxicity mice, which may be associated

with the up-regulation of Klotho expression and the inhibition of AKT-FoxO1 signaling pathway.
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