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Role of renin-angiotensin system in regulation of brain amyloid deposition
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Midlife hypertension is a risk factor for the onset of Alzheimer®s disease

(AD). Inhibition of angiotensin-converting enzyme (ACE) is a strategy used worldwide for managing
hypertension. In an 8-year longitudinal study, we found that the mean intelligence quotient of male,
but not female, hypertensive patients taking ACE inhibitors declined more rapidly than that of
others taking no ACE inhibitors. Moreover, the sera of all AD patients exhibited a decrease in AB
42-to-AB 40-converting activity compared with sera from age-matched healthy individuals. A clinical
dose of an ACE inhibitor was sufficient to increase brain amyloid deposition. We also generated
hAPP/ACE(+/-) mice and found that a decrease in ACE levels promoted AB 42 deposition and increased
the number of apoptotic neurons. Moreover, we clarified that the interaction between angiotensin
receptor and B -adrenergic receptor regulates the production of AB .
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