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We examined our hypothesis of tubule-podocyte communication by using proximal
tubules (PT)-specific gene engineered mice. PT-specific Sirtl deficient mice were crossed with db/db
mice, which exhibited aggravated albuminuria. NMN, putative mediator of this interplay, was demonstrated
to flow from PT to podocytes by photosensitive labelling. We also demonstrated that Sirtl in PT have a
role in the differentiation of parietal epithelial cells and in renal fibrosis by the regulation of
iNAMPT. Proximal tubules specific dominant negative RhoA transgenic mice exhibited a decrease Rho/Rho
kinase activation by high fat diet, which resulted in the decrease in albuminuria, tubular damages, and
the proliferation and hypertrophy of PT cells. The downregulation of cell cycle regulator, p27
contributed to this change. These results suggested PT damage affects glomerular damages, which represent
tubule-podocyte communication in diabetic nephropathy and obesity-induced glomerulopathy.
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