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Accumulating evidence suggests that the continuous conversion of normal form
of prion protein (PrPC) into abnormal form of PrP (PrPSc) in affected hosts plays a central role of
the pathogenesis of prion diseases. However, the molecular basis of the diversity and

transmissibility in PrPSc formation has not been well understood. Using the protein misfolding
cyclic amplification (PMCA) technique, we found that some cofactors such as heparin sulfate or its
analog heparin greatly enhanced the formation of PrPSc in vitro. Furthermore, we developed an

advanced PMCA system using E-coli derived recombinant PrP as a substrate. We currently examined the
diversity and transmissibility of the advanced PMCA products.
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