&= C-19
HEIREMAEMRARBEE

PRk 22 4 3 H 31 HIE

MEIER : $FEEEME
BT EAR : 2005~2009
ZFEES 17025008
MZEEEL (1) reyL4—F0BRFMNMEEDMERA
WZeiERER (HEX) Characterization of the enzymatic properties of y-secretase
MERERE

F#E FX (IHARA YASUO)

RS KE - EMEREE - BiR

MEEES 60114386

IR RO (Fn30) -
bivbiui, y BZ7L2—BI12ks APP BCTF) OUIKHE, ¢ I I -7=H LI, TMD O o~V

JAMEE (12— 1336 F8IE) ITE - T3 LITHERIITE Y, Z DR AB P ELDEE X T,
CHAPSO-reconstituted y-secretase assay system Cld., 5 fFEFHD R~ F R IAT, VIV, ITL, TVI,
VIT 23 y B 271 2 —RIZ Lo THR RSB T<HT &% LC-MS/MS I THERRL T2, EHIT, AB42 PE
AR IZ U VT AB42 735 tetrapeptide, VVIA 23RN T AB3S IZIT<RRIR N DL % RUELTZ,
PLEDS y B Z—FIZED CTE DD AB FEALT € SIS stepwise (2 y BILICHET e S FEFRS L
7= (TR,

WHIERCR OB (530)

How the cleavage proceeds within the membrane has long been enigmatic. We previously hypothesized
that BCTF is cleaved first at the membrane-cytoplasm boundary, producing two long ABs, AB48 and
APB49, which are processed further by releasing three residues at each step to produce A42 and AB40,
respectively. To test this hypothesis, we used LC-MS/MS to quantify the specific tripeptides that are
postulated to be released. Using CHAPSO-reconstituted y-secretase system, we confirmed that AB49 is
converted to AB43/40 by successively releasing two or three tripeptides, and that AB48 is converted to

APB42/38 by successively releasing two tripeptides or these plus an additional tetrapeptide.
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