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Role of Neurexin in slit diaphragm of podocyte
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We have previously reported Neurexinl localizes at slit diaphragm of the

glomerular podocyte, and is downregulated in injured podocytes. However, the role of Neurexinl at
slit diaphragm is unclear. We show that Neurexinl knockout mice displayed alteration of the podocyte

morphology, disarrangement of the slit diaphragm molecules such as nephrin, CD2AP and podocin, and
proteinuria. The interaction assay with rat glomerular lysates showed that Neurexin-1 interacted
with slit diaphragm molecules such as nephrin, CD2AP and podocin. The immunoprecipitation assay with
the HEK cell expression systems showed Neurexinl containing splicing site (SS)4 interacted with
nephrin, CD2AP and podocin. but Neurexinl lacking SS4 did not. It is also found that Neurexinl is
important for the maintenance of podocgte cell morphology and the formation of foot processes. These
results suggest that Nereuxinl contributes to maintenance of the function and the molecular
integrity of slit diaphragm.
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