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INREBRTHBIEMFFEFLW, FLLBBORRE, LEBOKEEZES
O LR ERVWIEDORRTH>TH LW, HEERRFE. HRYE
IR TEHELWL, HBEMOBTRIEETEIMNINTVTHE LU,
Cyclo (Leu—Glu) XIEZFDIEIX. 7304 RBODEERUV /X
FERNEO-ODEWRDE LTHEERTHS, Cyclo (Leu—G
lu) XIZZDEEBEMEDELTED, 7304 RBOEERT /XIEE
BIEIRHERYE. ARBICEEINS, —BRICBWT, 7304 FBD
EEMEIISEFNE AERYIE. 7304 RBOEEMFE KT/ XITER
MEIFEW>TEHTES, Cyclo (Leu—G 1l u) XEFDEIL.
BIZIE, BRICHBITH7I04 FBDEBEREZMHOIXIET7 IO FBOERICE
HT 2RETEBOFHXIEHEDIOICERTHD, TDLIWDIREX
FERBELT, HIZE ZILYNIT—F (FILYNAI—BERMEESE
) BERNEEENETFLND,

Cyclo (Leu—Glu) XIZz0DigIE. B—tI LY —EEEDLD
DEMEDELTCHEEATHS, Cyclo (Leu—G 1l u) XixZnig
Z20. Bt/ LY —CHERMEBMEAFRRBIIGEIND, B—tIL
Y —CHEERMEAMIEZ. B—t/ L4 —EHEFREVWD IEHTES,
704 RBOEERY/ XITERINGIFMERY. B—t/ L4 —EHER
R OIFE LWREBER, FELWESE. BESREEIL. LEORMEED
BETHHIXIGREREXDERB L TH S,

AERI. UTOFERCEREEET 5,
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[0043]

[0044]

Cyclo (Leu—Glu) XIxzDiEA%E5T 2. REEEEDE TN
ISR REDNE &,

Cyclo (Leu—Glu) XIZZzDEEES5T 2. 7304 KRBOEE

IMH RV XISERIEI A,

Cyclo (Leu—Glu) XIFZEDIEEKS5TS. B—t/L45%—FEH
=H%

ERAIMBE DR T A I IS ERAMEE A HE T 272D D, Cyc lo (Lewu
—Glu) XIZZDEDFER,

704 FBOEEMHRT / XIFEBIHD/LHD, Cyclo (Leu
—Glu) XIZZDEDFER,

B—tI LY —tEEEETHLHDD, Cyclo (Leu—Glu) X%
DIBDER,

FEAEIE. AENAFETH>TELL, IBAENAFETH>TEHELW

o LERERIE. AENAEATH>THLL, IBEENAERTH->TEHL
(A

Cyclo (Leu—Glu) XIZZDERAEHRSTDZ&ICLY, REMES
OETIEIEHENTREE 4D, ChICLY., BIZIE BEAET. OIS
h, KEE. K17, K8, BITHERES. £SHHET. FENET. HEFHE
. ZEERENET. BARHEET. FITHREET. BHRUEEREER TR
EDFHRISHENTREE DD, —BRICBEWT, Cyclo (Leu—G
I u) XiZZmiRIF. BEMKE (BR) OETIHEIXIEHED/OHICIFEIIC

FERIN 3,

—RBRICBWT, Cyclo (Leu—Glu) XIZZFDEIF, B—toL
Y—EHEEILL>T, 7I04M RBOEEEIHIT B0, R/ XL, &

BEMGITRHDICERTZIENTES, flAE B—t/ Ly —HHRE
IK&>T. 7304 FROEELMFIRY/ RISEELMGIT 2 ENTE

NI EY . RIABEOR T ZIMGIIEERIBEENEZET D ENTE DS
—RBRICBWT, Cyclo (Leu—G1lu) XIZZDEIF, 7304
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[0045]

[0046]

[0047]

KB DEBERICH D RIBREE T OB IEHED-DICFERINDS,
EREAERRGCERICSVWTE. 1THICTERE, Sl 18 1E8~%0 (
BzE2~3@) . Cyclo (Leu—G | u) XIZZFDE4NRICER
IHBZNEEETEHEMNTFE LV, LEDOFERIE, FFLLIFE PXIEIE
b NEZLEW. JYBELCERE MIBITZERTH S,

—BEICBVWTC,. Cyclo (Leu—Glu) XIFZFDEIE, B—tIL
Y—EHEEICL>T. 7304 RBOERBICEET 2IREXITEERE FHX
BHETZEDICERTEENTES, Cyclo (Leu—Glu) X
XEDEZHRET S, 7I0O04 RBOBHICEET 2REBITEBDFIHX
RBRBEHFEEARRBICTEZIND,

ERFERGERICEWTIE, RAMBECE TR IGHEDRIEOND
E (BNEEWS>2E3TESZ) MCyclo (Leu—Glu) XIEZFD
BEFEAITIELN, LEEVER., 704 RBOEAINFIRT/ XIEE
RIEIZIRDAEOND L ODBRETHD I EMTFELY, T LRBUEE
BTV LY —EHEURIEONDILDBRETHEZ2IENLYFELL
o Cyclo (Leu—GIlu) XIZZTDIEDHFE LWIREE. k5HE
BENREE LR UAFEBOHBEMERLTHSD, Cyclo (Leu—
Glu) XiZZDigEIF. ZOFFEMXFHZSELTH L. ThaSTHEK
e L TERXEZRSELTELW, AIZE, AEBOHERYEZERXIIRES
LTH&LL,

Cyclo (Leu—G Il u) XIZZDIEIE, FRABEEEDE THNHIXIZFRAD
BEOHEDLOIERININER. EXEMR. EXNNL. AREORE
DIDIFERTZIENTES, /. Cyclo (Leu—-G 1l u) XiF
ZO/IE, 7I0O4 FRBOEEMFIRY/ XITEBINHEOLHICERIND
NEMR. EXLH, EXENARD. ARZFOREDLOHICERTZIENTES
o —TREERICHBWT, AFERFIZ, SBAHEDE TG IFHNEREXDORIE
ILHIF3E,. Cyclo (Leu—Glu) XZZDEDERLETEY %, —
RBRICBWT, RERIE. 7I0O4 FBOEEMFIRY/ XISSEMNSI A
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[0048]

[0049]

[0050]

BRYDEEICHE TS, Cyclo (Leu—Glu) XIFZDEDFERLE
B892, AEBIZ. Bt/ L5 —CHERERMOREEICH TS, Cyc
lo (Leu—Glu) XIZFZDEDOFEREEEY %,

Cyclo (Leu—Glu) XIZZDiEIE, 7I04 KNBOEREICEET
ZIREITHERBOFHRISHERERYOHEDDILERTZIENTE
%,
AEMEICBVWTTIREE LREICEL > TRINTWAHESER. B15 T
FRIE~LMRE] X, ThOoTFRERVCLIREESE, FzE. [1~2]
SYRINZEHRIE, TUE2UTZEKRL. 1 RU2%Z20, KIAHEIC
HWT, ERRUTRIE. WIThOHMAEDLEICEZEHEE LTHLL,

=Bl
AT, AFEBERBHICEIY ISICFHELCERBAT Y. ThICLYARFERPOD
SFHEEZRET 25D TR,
<EREFIT. 2 RULEEBI1 >

(B—tV L4 —EHREEEEHEZET 2SO
MR EFE
WRIEEMICTOWT, BEV LY —EHEEFHEAN, BRIEEWICIE.
o047 5=v (Cyclo (Leu—Ala)) (HLEHIT) &
vrooRA YN T A=k (Cyclo (Leu—Glu)) (EfkEH
1~2) #BAW/, Cyclo (Leu—Ala)ldBachemahd,
Cyclo (Leu—G Il u) IIMIXUERTF RFTRMAHISEAL 7
WIhE B -t LY —EREFEOTMICIE. TmROFy kBeta S
ecretase (BACE1) Activity Assay Ki
t (abcam) ZAWVWEA, v MIBEKOBFZEICK>T. B—EI/LH—
CTEREMOREMDR % HE L 7,

96 Well Plate (Corning) ETCHYTIKR (RERILE
MiAR) CBERRERALLE. 37CT1O09BT LM vFar—bLE
o TDE, EERERML., 37CT6 OpERIBI R, RIGHABEEZOD
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[0051]

[0052]

[0053]

NPH60RETENTEIL, ¥4 /07 L—h)—4— FlexStat
ion 3 (Molecular Devices) T. RISEDHMLAKE
(RFU) (Ex/Em=335nm/495nm) ZfEL], n=2T
RISZTVW., RIGROERNSEEDFHEZANEEE L,

AHEICHITE2ERBREEMORE (RRIRE) X, R10EBY & LTEREL

7=o
[&1]

=E
Control JERIn —
#4511 Cyclo(Leu—Ala) 20
E&fHl1| Cyclo(Leu—Glu) 354
ZEH2| Cyclo(Leu—Glu) 17.7

EEREMEOFMICIERIGED ARSEE (RIGKTROELEE (6 045)

—RIGFEREIEALEBE (09) ) 2@EALEL, BRILEWFERMEEZCon
trol &Lk, BBRRILEWOBEEEMEIE., Cont ro | OEFRENE (
AENEE) 21 & L TEMEET =

LEES

1i&, HBREtEMOB -t/ L 4%—+ (BACE) EEFEHERT IS
TH b,

fERIZ. FHEBEREZ (n=2) THRLE, B1IIRTBACEGEM®IE,

Control BACEEHY (Control OABRMEE) #1& L7~
mED, HRIEEYWDOBACEFEYE RBREEMERML ERBED AR
BE) OHEMNETH S,

EHIT & LTRELAEY 27042 ILTFS5=Y (Cyclo (Leu—A
| a) ) TIHESEE/ EEINAN LA, o004 IV TILd A—b
(Cyclo (Leu—Glu)) (FEERFIT1, 2) ICD2VWT, B—tIL
4 —EDOBREFHEOETIERI N,

UEDRERELY., BRYRTFRTHBCyclo (Leu—Glu) B
-t/ LS —EHEEFEHEBLTWB I EMNPELMIL ST,
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B—EILI—EDOEEICLY, BNBEETOREAELZ27I04 KD
EEZNHEIRG/ XEEREZIF TN TEDLDHD, Cyclo (Le
u—G Il u) RUZODED. BNBECBETIEISHEICAEDTHDEE
Abnad,
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[E5KIR1]

[55K1R2]

B RIA3]

[5K1R4]
[E53KIR5]

[E53KIE6]

[E5KIR7]

[E5K1R8]

R ) ]
Cyclo (Leu—Glu) XIZZDEEEDELE LTED, 2
FNEERE DX T HNHI X 13 E FRHE R,
704 FBOEERT /RIFEBZIGIT 5, FXKIE 1 ICEBEHOM
778
B—ty Ly —FEEETEH&ICLYT7IO0NRBOEERT /X
EEREAIHT 2. BERIE 1 XIS 2 ICBHOBE.
RIECHARRYID,. ROBTH S, FEKRIE 1 XL 2 ITBRDOMERM.
RIECHARR D, MBRNIEERRTH D, BRE1 X 2 ICEEHOM
5778
AUECAERRH DS, TERFIMEE A= 2] . [ERAKEDETEZIA 5]
MERAMEEZ RIFICRDL . TREANEZEDZ] . [EEHOET
Mz 51 . TRBEAERFICRD] . (REOEEEZSHZ] . T
RREEEAFHTS] . [EEEEARETS] . [RHMEEO—E
THHIEENEMRTZ] . [BRAOETHAKUCADHITELH
BEl . TERAMBED—BRTHIBRADEE LY OERI 2R LY
t2] . [ERORBXIIKEEHRET D] . [RABEDE(L & H
B92] . IETHEELERETS] . TERNEEFNERET D]
FBENERET D] . [RUBEME - RET D] TINERICH
DRAMERTEZELEY 5] . [RERCRBEREZRETS . T
ERBMRUHETEEREZRET 5] KU RENEZENEZHET - XS
T2 AORDIELYBIRINDG 1 XIZ2ULOBEODRTE[NIN
EDTHD, FRIE1XIE 2 ICEREBDHERY.
ERABEE DB TIFIIEHERERMOBIEICH TS, Cyc |l o (
Leu—G Il u) XIZZDEDER,
ERENMBE DR TIHIITHED /DD, Cyclo (Leu—Glu
) XIEEFDEDER,



