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The applicant developed a model to continuously administer a -enolase (ENO1)
into the brain of CAA/AD transgenic mice using an infusion pump. They conducted biochemical and
behavioral analyses, finding that ENO1 reduced amyloid-beta (AE g deposition in the brain
vasculature and parenchyma, with significant decreases in insoluble AP 40 and AB 42. Spatial working
memory improved in the ENOl-treated group. ENO1 likely inhibits AR polymerization, as evidenced by
reduced AB monomers. There were no differences in amyloid precursor protein (APP) or its
metabolites between treated and untreated groups. ENO1 was nitrosylated in CAA/AD mice, reducing its
enzymatic activity in vitro. Heat-inactivated ENO1 did not reduce AB or improve memory, suggesting
that nitrosylation decreases ENO1 activity, contributing to CAA/AD progression.
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