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Establishment of anti prion therapy by autophagy inducers

NAKAGAKI, Takehiro

( )
2,900,000
FK506 (Tori
nl,Torin2 ) Torinl,Torin2
(Fukuoka-1) PrPSc 50%
(22L) FK506 Fukuoka-1 22L
PrPSc 80% FK506

We focused on autophagy that is degradation pathway of abnormal prion protein
(PrPSc) as a therapeutic target of prion diseases. Previously, we reported that FK506 can be a
therapeutic agent by activating autoghagy. The most known regulator of autophagy is mammalian Target Of
Rapamycin(mTOR). Torinl and Torin2 which inhibit mTOR are well known autophagy inducer. We compared the
anti Erion effect of autophagy inducers(FK506, Torinl and Torin2).Whereas Torin 1 and Torin2 they are
well known autophagy inducers decreased PrPSc by about 50% in autophagy sensitive prion strain (Fukuoka-1
strain) infected cells, they did not reduce PrPSc in autophagy resistant strain (22L strain) infected
cells. On the other hand, FK506 reduced PrPSc by about 80% in the cells with both Fukuoka-1 and 22L
gtgains. These results suggested that FK506 has anti-prion effect stronger than already known autophagy
inducers.
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