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Alzheimer’s disease (AD) is a progressive neurodegenerative disorder and the most 

common form of dementia. The societal burden of AD is vast: the cost of treatment, 

care and loss of productivity is estimated at US$300 billion per year; in 2010 there 

were 454000 new cases of Alzheimer’s in the US alone and the number of people with 

dementia is expected to double in the next 20 years.1 The cause of AD is unclear but 

Tau fibrils and amyloid beta (A) deposits are characteristic neuropathological 

hallmarks and may be associated with disease pathogenesis.2 The insoluble plaques 

are predominantly aggregates of A peptides of 39–43 amino acids formed via the 

sequential cleavage of -amyloid precursor protein (APP) by aspartyl proteases, - 

and -secretase.3 The inhibition of -secretase (BACE) may therefore represent a 

potential disease modifying treatment forAD.4 

Herein we report on the discovery and synthesis of potent amidine-like BACE-1 

inhibitors (I) which reduce the formation of A peptides in mice and dog models after 

oral administration. 
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