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            Abstract
The sorting nexin (SNX) protein family is implicated in regulating membrane traffic, but the mechanism is still unknown. We show that SNX3 is associated with the early endosome through a novel motif (PX domain) capable of interaction with phosphatidylinositol-3-phosphate (PtdIns(3)P). Overexpression of SNX3 alters endosomal morphology and delays transport to the lysosome. Transport from the early to the recycling endosome is affected upon microinjection of SNX3 antibodies. Our results highlight a novel mechanism by which SNX proteins regulate traffic and uncover a novel class of effectors for PtdIns(3)P.
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                    Figure 1: SNX3 is enriched in the early endosome.[image: ]


Figure 2: SNX3 localizes together with internalized anti-TfR antibody on its way to the recycling endosome.[image: ]


Figure 3: Preferential association of SNX3 with tubularâ€“vesicular structures and tubular extensions of the early endosome.[image: ]


Figure 4: Wortmannin-sensitive endosomal association of SNX3.[image: ]


Figure 5: PX-domain-dependent direct interaction of SNX3 with PtdIns(3)P.[image: ]


Figure 6: Overexpression of SNX3 results in alterations of endosomal morphology.[image: ]


Figure 7: SNX3 overexpression causes the formation of expanded tubularâ€“vesicular structures.[image: ]


Figure 8: SNX3 regulates endosomal traffic.[image: ]


Figure 9: SNX3 mutants defective in interaction with PtdIns(3)P fail to associate with the endosome and to affect the endosomal pathway.[image: ]
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