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SNX9 and NPC2 facilitates podocin endocytosis in the injured podocyte
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The irreversibility of glomerulosclerotic changes depends on the degree of
podocyte injury. We identified SNX9 as a facilitator of podocin endocytosis in severe podocyte
injury and demonstrated the expression of SNX9 in the podocytes of both nephropathy model mice and
human patients with irreversible glomerular disease. To clarify the mechanism of glomerulosclerosis,
we analyzed expression variation of proteins in podocyte injury. Our results indicated that Rho
family proteins in podocytes play an important role in preventing the kidneys from developing
glomerulosclerosis. We demonstrated NEFH is expressed in podocytes during the disease course and
that it prevents the reduction in synaptopodin expression and detachment of podocytes. We discovered

that cathepsins L levels and the absence of its inhibitors in podocytes affected by PAN nephrosis,
are important factors contributing to podocyte damage and the development of proteinuria.
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