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Contribution of USF1 on development of diabetic kidney disease and the drug
discovery of Pl polyamides to block the USF1 binding
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We designed, synthesized and examined effects of Pl polyamides to block a
transcription factor USF1 bindings on human TGF-3 1 promoter as a novel medicine on diabetic kidney
disease. Pl polyamides targeting USF1l binding significantly suppressed expressions of TGF-f 1 and
osteopontin in human mesangial cells stimulated with high glucose, by which a lead compound was
determined. High glucose significantly increased expressions of TGF-f 1 and a SMA in human renal
tubular cells. The lead Pl polyamide significantly suppressed a SMA expression and the cellular
morphological changes as EMT. These findings indicate that the USF1 blocking Pl polyamide inhibits
expression of TGF-3 1 and EMT phenomen and will be a novel medicine for diabetic kidney disease.
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