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Innovative drug development of the diabetic nephropathy which targeted
mineralocorticoid receptor®s co-repressor

Kudo, Masataka
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Using a t%pe 1 diabetic nephropathy model (iNOS/RAGE double TG mouse), we
aimed to develope a new drug which regulate the expression of mineral corticoid receptor”s
co-repressor and test the depression effect of diabetic nephropathy and a utility of the
combination with the existing MR antagonist.

But the creation of the GEMIN4-Luc stable cell line was technically difficult, so we make ChoRE-Luc
stable cell line in parallel, it was ssuccessful.Using these cell line, we proceeded
high-throughput screening (HTS) using an onset of and finally two hit compounds are obtained. We
delivered these compounds to iNOS transgenic (TG) mouse and examined the albumin urine output and
compared pharmacological effect with other drugs.
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High glucose stimulates expression of aldosterone synthase (CY P11B2) and secretion of
aldosterone in human adrenal cells.
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