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Identification of synthetic prion protein-binding cofactors
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Although the pathogenic mechanisms have not been fully elucidated, prion
disease is thought to occur through autocatalytic conversion of normal prion protein (PrPC) to
abnormal prion protein (PrPSc). We demonstrated that recombinant prion protein (rPrP) fibrils formed

in vitro cause the accumulation of PrPSc in the brains of PrP-overexpressing transgenic (Tg) mice.
This result suggests that rPrP can be converted into a PrPSc-like form in vitro. However, the
infectious titers seem to be much lower than that of authentic PrPSc, suggesting that unknown
cofactors are required for the propagation of prion infectivity. Using rPrP-immobilized FG beads,
cofactor X, is known to accumulate in the brains, was identified as the specific binding proteins of
PrP.
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