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B-secretase (BACEL) is a membrane-bound protease that is essential for the production of B-amyloid
protein (AB) and is an important therapeutic target for Alzheimer dementia. We investigated the
relationship between lipid raft localization of BACEL and A production, and demonstrated that BACE1
cleavage of amyloid precursor protein (APP) occurs mainly in non-raft membrane domains. Our study
on the regulation of BACEL1 by its interacting proteins revealed that LDL receptor-related protein 1
(LRP1) negatively regulates BACEL protein expression through physical interaction. Furthermore, we
performed exploratory studies to search for BACEL inhibitory chemicals and identified novel candidate
compounds.
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