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Elucidation of the mechanism of Sortilin reduction by prion infection and its
application to therapeutic method development
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In this study, it was suggested that one of the mechanisms that reduces the
expression of Sortilin by prion infection is that the interaction between Sortilin and the retromer
complex is restricted, which suppresses the retrieval of Sortilin from endosomes into the

trans-Golgi network and causes excessive influx into lysosomes. Consequently, it was thought that
the expression level of sortilin was decreased by prion infection.

In addition, it was found that ethanolamine and Liver X receptor agonist (T0901317) upregulated
CH25H expression, which converts cholesterol to 25-hydroxycholesterol. It was also shown that the
25-hydroxycholesterol has an anti-prion activity and decreases abnormal prion protein, and recovers
Sortilin expression level. Furthermore, it was shown that these compounds prolong the survival time
of prion infected mice in prion infection experiments.
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