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Establishment of Structure-Based Combination Therapy for Human Prion Disease
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Prion disease is a neurodegenerative disorder caused by the accumulation of
abnormal prion protein in the central nervous system. In this study, we examined the inhibitory
effec§ of drugs on abnormal prion amplification using the in vitro prion amplification assay (PMCA
assay) -

Fifty-eight compounds were added to the PMCA reaction as candidate compounds for therapeutic agents,
and their inhibitory effects were examined. Three compounds were found to suppress the
amplification of the Fukuoka-1 strain, an acclimated strain of hereditary human prion disease.
However, the scrapie acclimation strain, 22-L, showed different results from those of Fukuoka-1,
indicating that the anti-prion effects of drugs differed among prion strains.
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Pentosan polysulfate induces latent prion infection in Fukuoka-1 strain-infected cells
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