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Acute kidney injury (AKI) induced by cisplatin recognized as a severe side
effect in clinical, because the occurrence of AKl lead to decrease in dosage and discontinuation of
cisplatin treatment. It is known that various factors such as oxidative stress, apoptosis, and DNA
damage are involved in the molecular mechanisms of cisplatin-induced AKI. However, the factor
accelerate the progression and deterioration of cisplatin-induced AKI remain undetermined. We
previously reported that in cisplatin-induced AKI rat, inhibition of indooxyl sulfate (IS), a
typical sulfate-conjugated uremix toxin, presented nephroprotective effect. In order to reveal
toxico-pathological role of IS more clearly, we used sultlal deficient mice in which IS production
was inhibited, and HK-2 cells treated with IS and cisplatin. This study revealed that IS in
cisplatin-induced AKI by increased reactive oxygen species production via aryl hydrocarbon receptor
(AhR), and downregulated antioxidant enzymes.
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Figure 2. Effect of cisplatin treatment on renal function and damage in
WT and Sultlal+ (KO) mice. (a, b) Effect of cisplatin treatment on (a)
BUN and (b) serum creatinine. Each column represents the mean +
S.D. of 4-8 mice. *p<0.05; **p<0.01; N.S.: not significant. (c) Effect of
cisplatin treatment on renal tissue histology (HE staining). Scale bar,
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