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Microdomain-dependent acceleration mechanisms for amyloidogenic processing of
amyloid precursor protein induced by endocytic membrane traffic impairment
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Aggregation and deposition of amyloid 3 peptide (AR ) in the brain is considered
central to the pathogenesis of Alzheimer’ s disease (AD). AP 1s produced through a sequential cleavage
of the amyloid precursor protein (APP) by B - and y -secretases. Increasing evidence indicates that
membrane microdomains play an important role as a platform for the vesicular transport of APP in the
secretory and endocytic pathways and in the amyloidogenic ﬁrocessing of APP. Recently, accumulation of
B -secretase-cleaved C-terminal fragment of APP (B CTF), which is the direct precursor of AR , was found
to cause endosome dysfunction during the early phase of AD that could drive AB overproduction. To gain
insight into the underlying molecular mechanisms, we examined the functions of endosomal proteins in the
APP-containing microdomains. We identified a candidate protein that causes impairment of endocytic
membrane traffic through its interactions with (3 CTF.
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