©
2010 2013

Development of a new therapeutic strategy for Alzheimer®s disease: Exploration of am
yloid-beta inhibitors derived from foods and environment enrichment therapy.
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In the clinical trials for Alzheimer®s disease (AD), designer drug approaches have
serious negative side effects and adverse events. Thus, we focused on a class of plant or food-derived nu
traceuticals with pleiotropic activities as secretase modulators. We orally administered the phenol compou
nds such as tannic acid (TA) or ferulic acid (FA) to the transgenic PSAPP mouse model of cerebral amyloido
sis (bearing mutant human APP and presenilin-1 transgenes), and evaluated cognitive function and AD-like p
athology. Principle findings were that TA or FA could prevent or delay 1) behavioral impairment, 2) cerebr
al amyloidosis, and 3) neurcinflammation. Moreover, in vitro and cell-free assays showed that the compound
s effectively inhibit beta-secretase protein expression and its activity. If results in these pre-clinical
mouse models translate to human AD, these findings suggest that dietary supplementation with TA or FA may
prevent or delay AD evolution by modulating beta-secretase activity.
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