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            Abstract
Albuminuria associated with sclerosis of the glomerulus leads to a progressive decline in renal function affecting millions of people. Here we report that activation of the Notch pathway, which is critical in glomerular patterning, contributes to the development of glomerular disease. Expression of the intracellular domain of Notch1 (ICN1) was increased in glomerular epithelial cells in diabetic nephropathy and in focal segmental glomerulosclerosis. Conditional re-expression of ICN1 in vivo exclusively in podocytes caused proteinuria and glomerulosclerosis. In vitro and in vivo studies showed that ICN1 induced apoptosis of podocytes through the activation of p53. Genetic deletion of a Notch transcriptional partner (Rbpj) specifically in podocytes or pharmacological inhibition of the Notch pathway (with a Î³-secretase inhibitor) protected rats with proteinuric kidney diseases. Collectively, our observations suggest that Notch activation in mature podocytes is a new mechanism in the pathogenesis of glomerular disease and thus could represent a new therapeutic target.
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                    Figure 1: Expression of the Notch pathway in human and rodent models of glomerular disease.[image: ]


Figure 2: Conditional de novo ICN1 expression in vivo in podocytes leads to albuminuria and severe glomerulosclerosis.[image: ]


Figure 3: ICN1 expression in podocytes induces apoptosis.[image: ]


Figure 4: TGF-Î²1 treatment increases active Notch1 in podocytes.[image: ]


Figure 5: Effect of podocyte-specific Rbpj deletion on the development of diabetic nephropathy.[image: ]


Figure 6: GSI XX treatment ameliorates glomerular disease in PAN-induced nephrotic syndrome.[image: ]
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