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Elucidation of the pathogenic mechanism and screening of therapeutic compounds
in prion disease
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In this study, we produced transgenic (Tg) mice expressing either
attractin or sortilin and intracerebrally inoculated prions into them. Attractin-Tg mice developed
disease earlier than control mice and sortilin-Tg mice succumbed to disease later than control mice.

These results suggest that attractin could promote the pathogenesis of prion disease while sortilin
could retard disease progression. We also found that golgin-97, which is expressed in the
trans-Golgi network (TGN), could interact with sortilin-containing vesicles. However, golgin-97 was
reduced in prion-infected cells. These results suggest that prions could reduce golgin-97, thereby
disturbing the retrograde transport of sortilin to the TGN in infected cells. We also identified
ethanolamine as a new anti-prion agent.
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