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Role of autophagy in the pathogenesis of diabetic nephropathy
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Diabetic nephropathy is a leading cause of end stage of renal disease. Thus new th
erapeutic strategy is urgently required. Hyperactivation of mTORC1 signal In podocytes has been reported t
0 be strongly associated with the progression of diabetic nephropathy. However, the detailed mechanism und
erlying diabetes-related mTORC1 activation has remained unclear. In this study, we have revealed that satu
rated fatty acid _is a potent activator of mTORC1 and subsequent inducer of apoptosis in podocytes. Further
more, autophagy insufficiency related to mTORC1 hayperactivation was strongly associated with the progress
ion of podocyte dysfunction and subsequent proteinuria in mice. The results suggest that inhibition of fre
e fatty acid-mediated mTORC1 activation and activation of autophagy in podocytes are new therapeutic strat
egies for diabetic nephropathy.
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