
Alzheimer AD さ amyloid-β peptide

Aβ β-amyloid precursor protein APP 2

C ❻ γ-secretase Aβ40 Aβ42

Aβ AD ⒢ さ

γ-Secretase presenilin N ❻ ∞ PS NTF presenilin C ❻ ∞ PS CTF

nicastrin NCT APH-1 PEN-2 4 々

γ-Secretase APP Notch

signal peptide peptidase SPP I-CLiPs intramembrane cleaving 

proteases γ-Secretase ㈻ AD ⒢

APP ㈻ I-CLiPs

よ γ-secretase

さ in vitro γ-secretase

ぞ γ-secretase screening

ば γ-secretase

γ-secretase よ  

 

γ-Secretase ㈻  APPC ❻ ┞ C100 ㈻ ㈻

CHAPSO HeLa ″

in vitro ゝ 707 5 µM 200 

µM 2Ⅴ フ Aβ 20%

γ-secretase 2

ぜ GS155 GS416 Aβ40 Aβ42

IC50 0.5 µM, 1.5 µM  

enone 2

γ-secretase

┞ enone

GS155 GS416 enone γ-secretase  

GS155 GS416 APP

HEK293 37Υ Aβ

cell-free assay CHAPSO

ぜ 0.25% CHAPSO Aβ

GS155 416 γ-secretase CHAPSO さ



β-galactosidase luciferase ぜ

γ-secretase luciferase

GS155 416  

2 PKC

2 ATPase γ-secretase ぞ ATP

γ-secretase γ-secretase  

dipeptide γ-secretase DAPT Compound E LY411,575

difluorophenyl

Ⅴ DAPT SPP Compound E LY411,575

SPP DAPT ば よ

DAPT PS CTF ├ Compound E LY411,575

レ

3

10 ば 1% CHAPSO HeLa

UV ㈻ よ

DAPT Compound E LY411,575 PS1 NTF

SPP γ-secretase

々 PS1 PS1 SPP

 

γ-secretase sulfonamide

sulfomanide BMS-299897

┞ よ ば sulfonamide

γ-secretase々

 

 

compound library

ぞ γ-secretase GS155 GS416 ぜ

┞ enone γ-secretase

Enone α,β-

γ-secretase

γ-Secretase kinase ZM449829 enone γ-secretase

ATP PS



GS155 GS416 ATPさ luciferase

ATP γ-secretase

ATP

さ γ-secretase ATP

γ-secretase γ-secretase

Compound E LY411,575 ば

PS1 NTF SPP DAPT

PS1 CTF

┞ PS1 NTF SPP

㈻ よ γ-secretase ぞ

γ-secretase

┞  

 




