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Elucidation of the mechanisms of the prion protein misfolding
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The M232R mutation of the PRNP gene, which is the causative mutation of a
genetic prion disease, did not affect the GPl-anchoring, GPl-attachment site, GPl glycan structures,
and brain distribution of prion proteins. Meanwhile, the M232R mutation increased the amount of
prion proteins localized in mitochondria. The induction of mitochondrial distribution of prion
proteins may accelerate the development of prion disease. This is the first time to show direct
relationship between the mutation in the GPl-attachment signal peptide and development of disease.
In addition, the present study revealed the detailed GPI glycan structures and the GPl-attachement
site of human prion proteins for the first time.
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