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Alzheimer®s disease: Exploration of combination therapy with food-derived

amyloid-beta peptide modulators and environmental therapy.
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To examine whether combination therapg further modifies versus single
treatment, we treated with an alpha-secretase promotor and a beta-secretase modulator to the model
mouse of Alzheimer®s disease (AD) (PSAPP mouse). Combination therapy further remediated most
behavioral outcome measures versus either single treatment. Moreover, double-treated PSAPP mice had
further amelioration of cerebral amyloidosis compared to single treatment alone. Combination therapy
elevated nonamyloidogenic soluble APP-alpha and ADAM10, and downregulated expression of
amyloidogenic B -carboxyl-terminal APP fragment and BACEl. In concert, the ratio of beta- to
alpha-carboxyl-terminal APP fragment was decreased. In toto, combined treatment shifted APP cleavage
toward the non-amyloidogenic pathway. Further co-treatment effects included amelioration of
neuroinflammation, oxidative stress, and synaptotoxicity. Therefore, we offer preclinical evidence
that combination therapy is a promising AD therapeutic approach.
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