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Investigation of the folding mechanism of PrPC to PrPSc and assembly of prion
agents, and interpretation of the of the beta helix scaffold model
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Prion diseases (transmissible spon?iform encephalopathies) are fatal
neurodegenerative disorders characterized by conformational changes of the normal form of prion
protein (PrPC) in neuronal cells to disease-associated form(s) (PrPSc), and cause neuronal
degeneration. The structural analysis of PrPSc has been hampered by its insolubility and
infectivity, but recent technical advances in the analysis have led to proposal of several
intriguing models. The aim of this study was to enhance our understanding of the model structures of

PrPSc. Taking the proposed beta-helix model into account, a series of insertional and deletional
mutants of PrPC were prepared and their compatibility with the model was examined. The
interpretation of the results did not fully support the beta-helix model. The additional outcome was
the finding of a truncated mutant that potentially formed proteinase K resistant aggregates.
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