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Podocyte injury in diabetic_nephropathy: a novel approach by modulation of
posttranslational modification of mineralocorticoid receptor proteins
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To elucidate relationship between mineralocorticoid receptor (MR% activation
and renal dysfunction in chronic kidney disease (CKD), we utilized in vitro cultured cells and 5/6
nephrectomized CKD rats. In renal fibroblast C0S-7 cells, administration of indoxyl sulfate (IS)
potentiated MR transactivation as well as increased MR protein levels, whereas co-administration of
anti-oxidant, alpha-lipoic acid reversed the MR levels as well as MR transactivation. In CKD rats,
both renal MR protein and Sgk-1 mRNA levels were elevated in CKD rats, whereas administration of
AST-120, an IS-lowering agent, decreased MR levels and its transactivation. Based on these
findings, IS enhances MR transactivation due in part to elevation of MR protein levels in the

pathogenesis of CKD.
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