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Development of the novel gene modulator Pl polyamide targeting protein S as a
therapeutic agent for diabetes mellitus and diabetic nephropathy
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Pyrrole-Imidazole Eolyamides (P1 polyamides) are chemical compounds that
specifically inhibit transcription factor binding. A Pl polyamide that targets mouse protein S and
increases protein S gene expression was designed. Treatment of NCTC1469 cell with 1nM Pl polyamide
significantly increased protein S mRNA and protein expression. Sufficient effects were not observed
in the blood glucose level and glucose tolerance test of diabetic mice, but in kidney tissue, it
suppressed the expression of tgfbl and CTGF mRNA, and suppressed the proliferation of mesangial
cells in the glomerulus.
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