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Aggregation (oligomerization) of amyloid B 42 (A 42) is considered to cause

the pathogenesis of Alzheimer®"s disease. We identified the toxic turn at positions 22 and 23 of AR
42 which could play an important role in the pathogenesis of AD, and developed a new anti-toxic turn

antibody 24B3. Using 24B3, we proposed a new diagnostic method against AD by measuring the amount
of the toxic conformer in cerebrospinal fluid. Moreover, administration of 24B3 to AD model mice
mitigated their cognitive impairment.
Based on the significance of the toxic turn, we synthesized the toxic dimer and trimer models with a

linker at the C-terminal region of AR , and showed that these models existed as quasi-stable
oligomers with significant neurotoxicity. Cumulative investigations suggested the usefulness of
flavonoids in AD prevention, thereby offering three structural features involved in the suppression
of AB 42 aggregation.
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