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Elucidation of the vesicular trafficking mechanism for prion propagation on the
basis of our previous findings of the disturbed vesicular trafficking in prion

disease
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We identified that sortilin promotes degradation of prions. Sortilin
interacted with the normal and abnormal prion proteins and transported them to lysosomes for
degradation. Downregulation of sortilin increased the abnormal prion protein in prion-infected
cells. The normal prion protein was also increased by downregulation of sortilin in prion-uninfected

cells. Interestingly, prion infection reduced sortilin by promoting lysosomal degradation of
sortilin. Finally, we intracerebrally inoculated prions into sortilin-knockout (KO) and control
wild-type (WT) mice. Sortilin-KO mice developed prion disease and died significantly earlier than WT
mice. Sortilin-KO mice also accumulated the abnormal prion protein from the earlier stages of
infection, compared to control WT mice. These results suggest that prions could propagate themselves

through reducing sortilin.
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