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Elucidation of the mechanism of cerebral amyloid angiopathy by moonlighting
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In the present study, we focused on a -enolase (ENO1), well known glycolytic
enzyme crucial for glucose metabolism, which is identified as up-regulated protein in brain samples
from AD and CAA by proteomic analyses. Although ENO1 has been shown to possess multifunctional
roles as a heat-shock protein and binding protein of cytoskeleton or chromatin structure, exact

function of ENO1 in AD and CAA pathogenesis are not determined. We identified the novel function of
ENO1 to directly interact with AB and inhibit its fibril formation, disrupt A fibrils, and
further to attenuate its cytotoxicities. In addition, we found that enzymatically inactivated ENO1
failed to inhibit AB fibril formation and disruption of AR fibrils. The proteolytic activity of
ENO1 may underlie cytoprotective effect and clearance of AR from brain in AD and CAA and may be

valuable therapeutic target.
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