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Identification of a host molecule inportant for prion infection
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We identified sortilin as a novel PrPC-binding molecule in this study. Sortilin
is a transmembrane protein playing an important role in protein trafficking. Immunocytochemical staining
revealed that PrPC is colocalized with sortilin mainly on the plasma membrane. Knockdown of sortilin
using siRNA caused increase in PrPSc levels in prion-infected mouse neuroblastoma N2a cells. On the
contrary, forced overexpression of sortilin reduced PrPSc levels in prion-infected cells. We also
established sortilin-knockout N2a cell lines and infected them with prions. Compared to control N2a
cells, the knockout cells were hi?hly susceptible to prions and produced much higher levels of PrPSc.
These results indicate that sortilin functions to inhibit the conversion of PrPC into PrPSc.
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