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Characterization of intramembrane proteases by yeast reconstitution system
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Y -secretase generates amyloid 3 peptide (AB ) from amyloid ﬁrecursor
protein (APP) through multi step cleavage, such as endoproteolysis and trimming. In the study, we
reconstituted human y -secretase complex and APP in yeast and identified cleavage-enhancing
mutations in APP and the scaffold subunit of y -secretase Aphlal. We introduced these mutants in
yeast and mammalian cells and found that the Aphl mutations increase cleavage efficiency and
increased the total amount of AB . We clarified that Aphl has regulatory function directly acting on
catalytic subunit, PS1.APP mutations acted on AB trimming activity and decrease long-chain AR 42.
It has become an important finding in the development of antidementia drugs that reduce the
production of highly toxic AB 42 involved in the development of dementia.
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