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Establishing quantitative and comprehensive methods for analyzing vesicular
traffic impairment to identify the drug candidates for Alzheimer®s disease

TAKASUGI, NOBUMASA
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Recently, it has been shown that vesicular trafficking impairments occur as
early Alzheimer®s disease (AD) pathology and to trigger other AD pathologies. Vesicular trafficking
impairments are triggered by endosomal accumulation of B -secretase cleaved carboxyl terminal
fragment (B CTF), a metabolite formed when APP is cleaved by AD associated enzyme, [3 -secretase.

In this study, we elucidated the mechanism by which B CTF binds to TMEM30A, a lipid flippase (LF)
component that regulates vesicular transport, and impairs vesicular transport, established an
efficient measurement system for LF activity and a method to analyze vesicular transport impairment,
and identified T-RAP, a small peptide derived from the TMEM30A structure, as a therapeutic
candidate. Because T-RAP targets AD pathologK—specific disorders, it is expected to reduce side
effects and may be a new category of drug with multifunctional properties.
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