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Research progresses on the structure and function of y-secretase

YIN Xiao-wen, LIU Hou-qgi*
(Department of Histology and Embryology, Second Military Medical University, Shanghai 200433, China)

Abstract: y-secretase is amultiprotein complex responsible for the intramembrane cleavage of type I transmem—
brane proteins. Research on Alzheimer’s disease pathogenesis lead to the identification of y-secretase, because
it mediates the final proteolytic cleavage, which liberates amyloid B-peptide (AB), the major component of senile
plaques in the brain of Alzheimer’s disease patients. It was recently found that a GXGD motif around the active
sites of PS is important for the y-secretase—cleavage and the water—-containing—cavity made the intramembrane
cleavage in the highly hydrophobic environment possible. This article reviews the latest research progresses on
the structure and function of y-secretase and the cleavage of APP, which releases AB. y-secretase is the potential
drug target for Alzheimer’s disease.

Key words: y-secretase; GXGD motif; water—containing—cavity; substrate—cleavage; Alzheimer’s disease

73 WA I N D) FI 1 53015 (intramembrane—
cleaving—proteases, I-Clips) [T, S HIRGHI AT
CALE G R 53 1 J2 e A B AR A T o oy o0 i g
PAFAET RN AL g, w825 T 885
A, B- WERAEZ IR AT AR 22 1 APPL Notch
wEZGE, CDA4 M E- SR A% . AW
(R 7 T R R B ey 20 A el DU I B4 i, &
114354 PS (presenilin) . NCT (nicastrin) . APHI
(anterior—pharynx—defective—1) FIPEN2 (presenilinen—
hancer-2) ™, PU/MPIEFE L 1: 1 LR LI 5, =%
A KB A HRE AR A NPENEPS, NCT,
APHI. PEN2 HIfRRRE thRIENFPS . NCT,

APHI MIPEN2, FFFANy /-l HI ey, nl LIS
FEYIFEAR, ZING A HIE B A DY N 7L 5
2] DAL G A TR y 20 W . R A
AT A 1) S ) ) AL e 88 AT o)y 43l i)
WEPE, X EOR T OR A E A Al e . A
KPS WA PST M PS2 Wik AL, APHI B A
TP APH1a F1 APH1b. i APH1a XA C KK
ANFAFAEP R B 24544 APH1aL (1ong) fl APH1aS
(short) . 1T PSFIAPHL ¥ LA A W B AE— AN

i HHEA: 2010-02-26; f&[E HER: 2010-03-10
*iBifl{E& E-mail: houqiliu@l126. com



