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Analysis of the mechanism of amyloid-beta toxicity using model peptides which
displays metal ion-dependent aggregate formation.
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Amyloid-B (AR g accumulation and aggregation are important factors in the
pathogenesis of Alzheimer®s disease (AD), and several studies have shown that metal ions such as Cu2
+ and Zn2+ play important roles in the formation and stabilization of neurotoxic AR aggregates, but
the molecular mechanisms of AR cytotoxicity AR cytotoxicity has not yet been fully elucidated. We
have previously shown that the amyloid peptide AR 1-29 undergoes a conformational change in the
presence of Cu2+ and exhibits neurotoxicity. In the present study, we performed CD spectroscopic
analysis using peptides in which the His residue, which is important for AB 1-29 to bind Cu2+, was
modified to an Ala residue, and found that there is a secondary structure common to amyloid peptides
that show toxicity against neurons. Furthermore, human islet amyloid polypeptide (hIAPP, Amylin),
which is associated with the development of diabetes mellitus, may exhibit neurotoxicity by adopting
a similar secondary structure.
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