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Elucidation of the molecular mechanisms of Abeta economy in the brain of
Alzheimer®s disease
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Massive deposition of amyloid B peptide (AR ) as senile plaques is a
pathological hallmark of Alzheimer’ s disease (AD). In this study, we aimed to elucidate the
molecular mechanisms of accumulation of AR and neurodegeneration in vivo in brains. We identified
three AP -positive peaks by size-exclusion separation of soluble fractions of brains of APP
transgenic mice. Among these peaks, we found that the ~200-300 kDa peak (peak 1 AB ) is comprised of

AB oligomers and had a potency to induce amyloid deposition upon injection into the brain
paranchyma. We also found that targeted replacement of the mouse apolipoprotein E gene with the
human apolipoprotein E3 suppressed the AR deposition induced by injection of peak 1 AR . Peak 1 AB
was detected also in human AD brains. These findings should provide a clue to the mechanism of
spatiotemporal spreading of AB in AD brains.
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CLAC (collagenous Alzheimer amyloid plague component)

(Hashimoto, et al, EMBO J, 2002)

CLAC-P (CLAC precursor protein)
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