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We have identified a novel prion (PrP)-binding protein, Sortilin, and found
that it mediates trafficking of PrP to late endosomal/lysosomal compartments. Sortilin dysfunction
causes delayed degradation and accelerated accumulation of abnornal prion protein (PrPSc).
Remarkably, prion infection reduces Sortilin expression by inhibiting retromer-mediated retrieval of

Sortilin from endosomes to the TGN, resulting in its overdegradation in lysosomes. These results
indicate that PrPSc is protected from lysosomal degradation and accumulated by reducing Sortilin
expression by itself. Moreover, recovery of Sortilin function by oversxpression of Sortilin
significantly reduced PrPSc in prion infected cells. We also showed that Sortilin deficiency in mice

accelerates PrPSc accumulation and reduces incubation and survival period for prions.
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