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Suppressive effects of pyrrole-imidazole polyamides targeting TGF-betal as novel
biomedicines on the diabetic nephropathy

ABE, Masanori
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In the current study, we developed pyrrole-imidazole polyamides on the
diabetic nephropathy. The cultured renal mesangial cells (MCs) showed proliferation with increases
in expression of TGF- 1, which was suppressed with Pl polyamide targeting rat TGF-f 1. In in vivo
experiments, streptozotosine-induced diabetic nephropaty in rats showed 1) epithelial-mesenchimal
transition (EMT), 2) endothelial-mesenchymal transition (EndMT) of glomerular endothelium, 3)
podocyte injury. Intraperitoneal administration of Pl polyamide targeting rat TGF-3 1 improve the
EMT, the EndMT and the podocyte injury in diabetic nephropathy in rats. Moreover, we designed and
synthesized Pl polyamide preventing binding of transcription factor USF-1 in TGF-3 1 promoter
inhibited increased expression of TGF-3 1 that increased in MCs with high glucose condition.
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