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Lo RES PR A B L1—x IRV 5 v BEpT A, HORE St YU b ez SR B — 4 Wbl 11
SR SUIAT 5-7 N ARZEEERL, B Seq Td No. :1 Fl Seq Td No. :2, 8 B - 70Ul _11
FHEAT RURTHT 57 /N2 FEER, B Seq Id No. :3 F1Seq Id No. 4, HrpHu il nl 45 14
FRic, B2 /b —Fh 294558540 e J&JPRD/hA B 11/1 F1 J&JPRD/hA B 11/2 ik, ‘EAI1T 2002 4F
8 H 19 TRyEAE LRI T AE M R b2 » fR I 5 733l 5 LMBP5896CB i1 LMBP5897CB.

2. BUFIEESR 1 FriRk P iR, Herh al de i ok b ic 4 8O TR C  BERRIC « & Oehnid 398 Yebr
o

3. BURIEESK 1 &2 2 WP ARA— I BT ik i d Ak, Fopk i) e 72844 b

4. WREE SR 1-3 AR — TR 19 A B 11—x Ik (B0 78 545 B T 1 52 ks R o o
A B 11—x RIS il 75 v B n & i 3%

5. BURIEE R 1-3 H AT — TRl (1) mT A D A e I BT AR LE il 2 B A D0 4L 230 S A7
7E A B 11—x JRAEAF & A i

6. BOFESR 1-3 H AT — Il (9 ] A I M AR 10 BT AR A Tl 46 FH A I R o Hh A
76 A B 11—x R & i H i

7. RMZEK 1 & 3 PAFAT— IUT IR IPTARLEf & H T2 W B Ukt 88 I AH G0 I
AR P&

8. WA AW, HASBRE K 1-3 PARF— I TR KBTI 255 En] 82 I3k

9. HHT12Wr B Vet 8 I AH G0 1) e e A ) &, LA dE AR 2K 1-3 AR AT —
TR R HTARF H T HUR Ak T A,
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N-11 im&22 /0 B - IEMBEEAMNE R EIAE HEW. . FE
IR

[0001]  AXHIIE 2 AR HUE 70 S HIE < g H 2003429 H 9 H, H1iE5 5 4 03823116. 6 (
B FE 2 PCT/EP2003/010092) , b1 “N-11 S0 11 B — JE MRS (1 R va Bk 418
W) TTERHIR”

[0002] AR BH¥S R BT A EL FERE & 30 2 BB A, S0 e b X 22/ RN B - JERT I AR
A N= Ao 1AL I A B 11—x 2 ik 3B E T & AUEH Brid ek ik, R IT7
M5 A 2R 4%

[0003] REHT =

[0004] AT, AR R B - JEMFFRT AR O R BRI TEMAEGY . BRI
s AR BV Bz 7 A G IAE S BB R i BRE RIS B — SRR B A O YR TT
FEOC RIS W T A0 MR 4 R I R S DL AR A 67 B B2k g BORE FIL e B - Je M FE R (I AH
SPTI B T35 I FF BIBUIARAE 4% B0 fo e vh BRI

[0005] [ HE- Pk g BRAE (AD) 2 — iR A i 25 6L FLm PRI AE R IR A 342 DA 0 AR 2
SR I A e ME R S B T O, SRR R 308, smATET . AD 218 L N3y
DIPIR (IR ) (198 DL R, 76 56 B LA DAk 2 DY R A i DL JE IR AR - AD 7E4x T
TN PRI oh B AFAE s A2 IR A0 A R 1 3 4 A e 1n) o ANAE 26 [, B Ay TH X Pl i
HAarstsem T2 =5 AN, Bl AD 2 LA AaN . CaIERA a3 AD s7H
Bk FRE DR R v 7 P B

[0006] A AD (#1555 AKX RN HFR 2 o Z24F (Bt ) B e e g m (e
E ERVERMFEUTRR ) FIAEE SR AT YR 25 IR AR B o 7R AR AD (R0 1R DR I oot T3
A7 R0V B B (1) LA DR AR 3 3 A7 E K i 1 SRR , o S A S R A BT e A 8 e T ¢ g
g o AR EAMRIR AD (48 K 25024 NR N E: S5 P kg ARSI A B R IR 7 /b & Bk .
VEMFEBEH AN LI 12 B 21 =ARSEAIE (Down’ s SEAE ) ~RIBME Lewy 749 |
PR 1y 22 RIVE R REAS ME5T (HCHWA-D) 938t A4 1 Fi I 69998 N F) K s KR A o

[0007]  VEMPFEREHRI B2 —2K B - VEMFERT RS (1 (APP) BT B VI A0 B -
R (AB) ZRK. i FAFAESE I T O 5 2 155 DR sl AN AN 2 0] Bk s BREE 1) 45 SR )
PR RN 40, (H T 1 A IR 3R B VSR A BE B B AT AR R 250 R R ILAB £k
7= AR YR E g A Ve R FE AT A B (R 5848, B I IEFE N LA =4 AB £k, 5]
AL SR 5 R Ttk R ] B e BT Vi K AT i 1 25 TR S 1) S e HAIE B T SE R A
AR ey R R E AR L. B ATC S APP BN T (ES0R ) MEF
PR — AR A AR ZRKIX K 16 F1 17 S IEMe 2 [RIZLARI) o — 43 ARG [ 2T 58 1%
(¥ BE— D E SRR R B F AT AR E A A B 2 IRX R I m A B — 2 WA 5
53 SR o

[ooo8]  H i CLiE B BACE-1 & APP 7 +1 AL RARITFH I E 22 B - 70 Wbl . BACE-1 [id 3R
EFEAB LE +11 S RIBSNI R, P AR A B 11-40 FTAB 11-42 B I ke A
AB11-x ZJK. CEAAERAK RAREE ToA M35 FR WA/ L N2a 4 o (1) 4 AR i 7 55 o
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FIXEE AR 2K, HHEARMEATC (3,4,5) HreERIER I APP 24 =4 (H15E R
ST, IXECEGAE K A B BOB L AL T (6) T pUE BTS2 AD KRN T 5 24 A o o ) 2 8
P2, i e e AU E=F 9T (7) MAER] T /5 B AD i BLERe AR Y Down” s ZR-ERE K
PRI . XL SI{EAE RS A B 11-40/42 7E B H- 2 BRORE A& 1 F2 /R FH B vr i, R
R FERIH Glull JFEAIT AB FhREL L | AL TFAAI A B FhRR BN B ARV I 52,
[0009] [ T T A4 K AD FHIE A B AHOCHE I AL L 2 41, I 75 B LS WG 7 X Se
W TR AW . XA, WD SER A BT RS B 40 i in TR Re R s W T iR R
WA 00T R R U ROE L R KR o R I A B R A 52 A 25 5 A5 IR0 A A S, 91 a1t v
B VR (CSF) S5 Hh i e AN PEAS n RN 2 Wi i i B /MR E M T R MR, £
TEEEBUAA, ) Said, T. C. et al. ,Neuroscience Letters215(1996) ;173-176 7 TR 11
S BEH TR AR SR AR AR 2K, (HEZ BRI E wEI AR AR —H
SE, IXBEHT IR AN B AE A S M TE 25 2 3RAT I N A mh 7 228 R DAy T RS P2 WA i ) ]
RN T H . Beah, A8 2 SR BRI AR 5 M 45 A RE I &1, 78 Western BRI AP [ HE
PR TRAR .

[0010] LA WAL T2 nl BERIRT BRI EAE RIS Wi tE AR i . AR A BHRR LB R T & APP
HHE B - /- WBERAR SRR A B HTIRER B A R IR R i v B IX b i m] B
/ BSHES WA 7 iE— A . S W R L PUEAE ] W CSF Ly (M2« I3 PR
PARIRFNZH 2R ARSI Y, LA 8 F B/ IMR S5 2 W v

[0011]  FIT A B 11—x R iy e S I 7 2 AL e A% 7 B 5 AV B2 VAR RE S LA AT B 5
(R0 43 20 BRI 7 AR A B 11-x, I REME X 734 5t AT BEAE AR A B 11-x ZJIFIEH & APP
F B

[0012] X L FE RN R A R B4 AN 7 TH o

[0013] R HEIMEIA

[0014] AR B4R AR MR AR IR A B 2 IR B v B, iR A B 2 JIKJE APP
FAE T BACE-1 7E Glu—11 A7y 1S3 20, Bl AB Z KB AB 11-40 F1 A B 11-42, Ik
JERRZ N AB 11-x ZJIKo IEFEAH ™ A B v B BT AR (1) 2% A T80 41 i LA K% il £ i A4 R 2% A2 8 40 g
(1770 CABOEIE 564 730000 A B 2 IR S e i e 2 B A FH B LA I e 0 7 75

[0015] A% BRIt B sg B oA, HORAE A B — 70 g 11 BY P07 s B HT 5-7 A
S, W EVHHQ-C( A AB _11(6AA)-Seq Id No. :1) F1EVHHQKI-C( A AB _11(8AA)-Seq
Id No. :2) BUEALH] B — ZrblE 11 MR A BIHT 5-7 A/ UL, B EVRHQ-C (/M i
AB 11(6AA)-Seqld No. :3) FIEVRHQKL-C(/NELAB 11 (8AA)-Seq Id No. :4) {E Ky Hhyzfa
H5 1. FridPiihs AB 11-x ZIKEr Rk NV, e APP B IGAE XN, FEAH Y. 4 A
TVPO R B PR B (R R L RE A A B 1 1—x O I S e il A

[0016]  7E—ANEERE A B 7 &, BoalEPiiA S AN AB 11 (6AA) Sz i g I I H 24 AL
J 4 J&JPRD/hA B 11/1 F1 J&JPRD/hA B 11/2 Kik, ‘A1 T 2002 42 8 H 19 H AR AE LA
I A PR 2 > 25 B R ARIER 5 9 LMBP5896CB il LMBP5897CB. {EIE— 2D (15t /7 2+
ARG SRR A AR e W 5 v B B A2 140 T 3R % A e 4 o

[0017]  TEA R BHE 55— J5 1 A BT BRI A TR A B 11-x 22 IR 0 0 1 25 B
AR, Hob At AR RS T IR B — JE R AR B I AH DS (W AR R S Aok B T
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S0 APP 40 it A I 4 S TR IR A AL B R 5 o TE B IO SR 2 R 2 BT @ AT B R
TGN, BLRE W1 ELTSA Western EVIEZM M7 56 4 PEBIE Lo S i U 56 o b4, B AN
SEEAAHOE T HUR — Bk S 2 AW G JCR I B TE 150 R4 1 W scss M B Ex
PEARIC AR IC » B[] o2 7E AN PR b T B A A

[0018] AN % B A 45 A e BH () N IR AL BUARAE 2590 il 2% i i N a2 25 W F T Y697 TS
BRI ] PR U ERRE L Down” s Z5A00E « HCHWA-D K M RE M A e sk e B - JE M RESR A
AN s FHTYRTT  T0S7 B30 e W AR R s ER 0 %) B - 2 BRORE  Down” s £R-5E  HCHWA-D
R IRGE R 1005 P RN SR s B P AIVE M AR BRI T i BT s E Bk A B IRAE A
HER .

[oo19]  ff Kl fajik

[0020] P& 1A VRS TAVEN GBI B~ Wbl 11 2N SR HT 5-7 AR EER, B
EVHHQ-C( A AB 11 (5AA)—Seq Id No. :1) FI EVHHQKI-C( A AB 11 (7AA)-Seq Id No. :2)
BUE B - 4r bl 11 RARAL SRAT 57 AN/ 2 R, B EVRHQ-C (/MR A B _11 (BAA) —Seq
Id No. :3) F1TEVRHQKL-C( /ML AB _11(7AA)—Seq Id No. :4) HI/NREIIMIE R . 13K
BAEHTE N 2.0 g/ml B hA B (11-40) (American PeptideCompany) »

[0021] 3% 1 7 4F EVHHQ-C( A AB _11(5AA)-Seq Td No. :1) W/ PRI LA mEE 1)
P I FEA TR) 2

[0022] % 3 SR AD BRFE ) A A B L1-x Z IR AT Western ENEL; .
[0023] & 2 fif FHAfiAL ) Bp e B PU A JRF/A B N/25. J&JPRD/hA B 11/1 F1 J&JPRD/hA B 11/2
YE N IEBLIR, JRE/cA B 40/10-HRPO 1 4 4G I Pt M4 1y Je 0 ELISA. H 5 A AB 1-40 FIA
A B 11-40 (American PeptideCompany) [/ MR VEN LA S -

[0024] A :JRE/ABN/25 F1 JRF/cAB40/10-HRPO 5 A AB1-40 ¥ S T &k N, &~ 5
hA B 11-40 A XN ( FHF A B 1-40 K00 () BHME X )

[0025] B :J&JPRD/hA B 11/1 FI1 JRF/cA B 40/10-HRPO 5 hA B 11-40 %% 5 1 e b, A 5 A
A B 1-40 &2 X R

[0026]  C:J&JPRD/hA B 11/2 F1 JRE/cA B 40/10-HRPO 55 hA B 11-40 4 ¥ M, A5 A
AB1-40 AL o

[0027] || 3Western ENF 7 J&JPRD/hA B 11/1 4% A APPswe FII A BACE1 £& 52 %% & 1) HEK
o P A XA P ) APP 1) B 11 R CTF v BE IR Stk W . C6/6. 1 A2 %X APP [ C
A IE 5 APP [¥) B 1F1 B 11 24 CTF B B MY o

[0028]  VE4H L HH

[0020] Ak BHHRAERE SRR AR R AB 2 K B og U, R A B 2 K& APP
| A BACE-1 7F Glu—11 72513 3. AKHMPAREE S AAB 1 B - 7 Wi
11 BARALSIRT 5 T ANEIEREUN L AB [ B - 0 IEE 11 WAL SRR 5 B TR
FEMR FAFAEI — B E PR o RS S

[0030] A% B Ry ol B2 Ak A vl B B A, oS AT A EE B - WA 11 SRR AT AT
5-7 A N 2K & W, HJ EVHHQ-C( A AB 11(6AA)-Seq Id No. :1) I EVHHQKI-C( A
AB _11(8AA)-Seq Id No. :2) BEALH B — 73wl _11 AN s (AT 5-7 A/ IRE IR, 1
U1 EVRHQ-C (/ML AB 11 (6AA)-Seq Id No. :3) F1 EVRHQKL-C( /ML AB 11 (8AA)-Seq Id
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No. :4) 12 BRAE A 28 J i) 25 T o

[0031] A IA (1) 22 SR nT LA TE ik A8k 0 001 16 77 425 il 2% 9 an B ) Merrifield [ AH A B
FoAR, Hoh G BB R I 0 B R K BE (Merrifield (1963) J. Am. Chem. Soc. 85 :2149-2156) .
AR TP T BRI AR Bei w40, 83 ml LS A B 28 A B3 B R TR S 1
JEA o A A G JEUAS I, bR A %) 22 JIKRT DS oA FH Bl ] DU 4 3008 & 1) S e v
B RARBA B R b, 48] 2 -5 SR I IV Jide v A 10 4610 G A= A R0 N BRI L3 4 () 13 iR
s a4 e NFNERE IR FLah ) 1 R IR B8R 1, DL R FLm i i 8 1 (KLH) Bl g
BIELFE R IR E W NIRR B G LGB EWNG RGN A BE SRS S
(R A AR o 7 St gk — 4 U B S B R

[0032]  — H3RMG T AR i S IR, i ml DL ik 450 A R AR A sl ik Y B AR AN R 7 vk
Hil X A B 11-x Z KR 2 SR RSN AR TR T 40 M 2 87 T e 22 I, i A4
WA T B e e e S RIS S s e b . @AM e E R 4EAR, B
AN KBRS LSR5 IRPE PISE Hoe M7 58, ¥ S IR v 5 2 sh W, e 45 5 P
I DA 381 72 252 1) B AT T o PR 7 R R S M A0 IV o 93 AT ISR UL PR 9 B B P VR T
AR, AR, Bl Freund” s 5 &4 F)8E Freund” s ANsg 5], v] T Insapi ki =
Aefe . MR PR 03 I P KT 7 VA AL RE AR UER ELTSA B RTA KvE . il an{E ELISA
f R, IMIE A A B L1-x ZREE 58k (440 BSA) AR A B 11-x 2 IR
(R AE (BAnBFLIR IR ) b SRS AN S g Bk ER LT po ik (Y S i & A7/ B e
DL/ A ER E AP, Hlangs E o/ Ak 8 (Ie) , ZPiik s — AR i br
TCABYIER, M8 AN, FIL IS O b A B sl dn T R P TR 2R

[0033] 4 A BE, AW A TS 3 B RN 5 Fr s R B B, IR I IR 7 B R A
P R S e 4 a0 /s BRI HESD A AE 325 BeAE A il & e BE P . SR R DU B ME
BW1E FAR 7 E B N E bR o5 U e 22 () B A Bk H ke . BUBY IR TR R S SR I 2-5
T IR 4 R, WOER L JB A RAR 2 45 , Al G o A, 3 () 7 AR AR I 4 Bk AR AL ALK A4k
(177 AR . HAT, & AR AR S 5 B8R 4 a5 e G . Ba R E A
SR O N 7 R T, 40 Kohler #1 Milstein (Nature, 256,495-497 (1975)) 771, H
EHAELAE EBV F 4k, PG G J25 (8] | 30 4 SR 75 55 (48 DNA B 4L, BB AT L e $R I R ¥
9 FR A e A A8 o FEBUIAR R 7. T DAE A RE 5 & — 1% (PEG) 1 Sendai i &5 1) fil
AR T . R A PEG. B 8 40 U 1 9 1604 NS-11.P3U1.SP2/0 FI AP-1, LIk A
FH SP2/0 41 .

[0034] HAMHEIETEEGESNAB I B /3 WHE 11 Z4EM SR 5 2 7 MRIERDL
INEAB ) B - LB 11 ZARRAL S RIRT 5 & T NEIERR L AFAE R AR F I B T DU
(K 735 1 e 10 7= A 28 S8 (K sh ) ) 4n Balb/c /S BRI T S A7 AE T Freund” s 4E 5 [
H b G2 R AT H i o S e Ak, Bl 0 R D sy o AR A0 AR I 8 TR RN 7 SN
AT E AN 43 B IR R, PUIERYE Kohler fIMilstein MR 7532 (Bur. J. Immunol. , 6,
292-295(1976)) 18 H SP2/0 4. A#fE HFE5 AB 11-x Z K BAR: 7 HERHUAm
J A5 968 240 O 1R 075 126 T DA SR FH BT R (AR v ELTSA BE RIA v=. 2B 7 B AR5 va B BRI 24 A5 8
0 0 P Pk R IR R I AR B R IR 3 (131 Dulbeceo’ s P KR I Eagle” s 15775 (DMEM)
ot Bagle’s fo/NMEARTFEIE MEM)) ST, iZI5 IR ANE T 10-20% R4 1385 F H & Ak
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43 B AT HAT (2% SR MR | 2, Ik M A R i U e g A% 1 ) B0 ESG ARG IS INR)e AH MY 1T, 7
AW — AN S5 Z 0 A IR IR AT JRg 4 L J&JPRD/hA B 11/1 A1 J&JPRD/hAB 11/2,
BAITT 2002 4F 8 F 19 HAREAE A IS A A P P b 2%, 5 B IR 5 A LMBP5896CB Al
LMBP5897CB.

[0035]  HTAB 11-x PICFEPUAR 7 B 5 2 v FEHUAR I A5 2 R a4k B VR AL,
N ERYTVE - SBEYTVE 55 HL ADTE  HLVK S B ACHe A B (4140 DEAE) (/)W B AR Aige e B e
B0 B M Tk AT FE DT S5 4 A T AH RN 8 11 5 A B 1T G SIS AT RS S e 8 26 R0 3
BHEAR. @EEREARAEARLED Methods in Enzymology, Vol. 182, Deutcher, ed.,
Academic Press. Inc. , San Diego, 1990 F1 iR, X B H AT KN BIENSF .

[0036] Al AR i BH 1K) B (1) A2 4 £ R AT 11 212 A2 989 40 o 3 18 11) 73 25 1) B2 ve B B A, ik
PR RENS e S I FUM A B 11-x 22 Jik. IX 4855 B 1) 5 Sl B B A DL 1k HH 2% 2098 40 e J&JPRD/
hA B 11/1 F1 J&JPRD/hA B 11/2 Kk, BATT 2002 4 8 H 19 HARJEAE LLAI I 5 A= 40) OR 5K
2>, % H R 5 4 LMBP5896CB Fi1 LMBP5897CB.

[0037]  JoiR AT A5 e AT A & B BT A4, DUR IR G 22 7 B RAG I A B 11-x 22 iR, 45
AFEH TR B — e AR FAH DS I AR e ok B R T Ha 30 APP 48 i Jin T (1) 48
MR TR ST IR IR . 18 WA P RO R AN U AR 53 ZVEN T, 4545 4 ELTSA
Western ENIZE/#T Se - PE BT eI /0 B %e . T /M B2, AR TR — Prik
T35 AT G, SLAIN B IIAE T U A9l 19 Wses 1 B L A6 S b i S5 TR 14 A
0B [ 8 AR AR BRI AS e B ) B R S A T A A e A B 11-x
2 BRI G BRI 5 322, AR A R B A B 11—x 22 BRI BT A S5 A S AR A, IS0 B T A A
AB 11-x ZJKZ MR BB Z W Tk KT s fEA R 5 S sl# 7E 1k
VBORE it b STt 30 A 45 I 32 AT LA SR EBURE it , 5 Pl i it B 1A% A 280 B mI A 00 A
AR R BT AR AR 2 i RS AR i AR A AP AE AB 11-x 2K,

[0038] il Fl A S W PRI A BRI 7 V2 A Rl Rl o U 55 3 it PR e ARG B B A4 T
JRECE PR - BB SR &, Rl 2 Rl A B 11-x 2 ki & ] DUR I A6 2 s
F-BORA I, FFRR P58 FH & 0 B BTSRRI B 52 bR 2ok v 55, AR AT 5
HRAT AT R o 490 G by s 5 4 PRV S B DN A NI DA R TE ) o 25 18 31 R AU Ay
P e ORI T IR R 0

[0030] R FH A i 49 5 i 0 8 77 v T, TR M (R A7 32 L I OB BT RO B REAE b
R B EA A TS TV T CH A e, BRI R S HE S R E R,
SR JE AL AT ARSI ) S Nk SEBRAS N ) o o9 g an B — R FLBE R . B — W AP 1
ok T B TR T O AR AL D IR S SR TR I S, DR IE B A . RO SR RS ) an Ol
VB KERT Y BPOLER ROCEAMZOLER. WA IiEMRED - VR RGH
REH SRAPRIC A & B DA M iz I

[0040] =44 25 JR B HTAARAE AN AL FRIN, W] DASR A 38 FH T8 1 Jo0 sl A v Ak 2 53[0 Ak
(R4 B B BRAL 22 25 o ZRPR B R0 15 90 B IR B 0 w4 2= I ANV 1t 2 B L 451
WEE IR L0 BRI R AR S UE 2R 5 WD B Bt i L B 353 o

[0041]  FEJLTTVES, LR S B RIPTAB L1-x ZIRPUA RN (B— RN ), brid i)
AB 1-x ZRHUAELE— B RN (M), SR 5 AN 3 A s il om) B90s 1%, it
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RERE 2R AB 11—x ZIKIIE . 58— ROVRIEE = RN ] LARI I AT BUK R IEAT -
[0042]  FEFE—DHEELH,  Ti2Wr B — JERAE 8 I AH DS , B A5 B AR i, B0 6
YZR ARV, A9 G CSE MR L3R L MV IR SE, S0E &3S — DU e i e 261 . LAY
(R 0, A o N B — U R B IR T AL b o A 5 230 — P AR A v T R &2
GBI AR B SRS K E AT LM . R E A0 5 20— F
XN TR b PR e AR S —hU A A, kA SR A WP IPUR . TP SRR
ZRALNE, BB PUARER S BT v AR LS S — B N AR . A BT bR AT
DIASE 58— Bl —HupmT LIRS . 55 b s 5 58— R 28 PR g & AU B 5 WARE A 10
ARSI BT AT DA A AU A AR 5 BRI o 8 R AR AR ) 6 R B
il R IR I 45 AR LR, T DA E A B 11-x 2 IRIZKP R Az .
[0043]  AHN AR A BH I B AR A B2 A — o St Lo I v, 2L 7p 38 — PR A ol [ A 5 5, I 5
PRz A AR, IR AB 11-x 2K A B 40 % A B 42 [MHUIRLLR, 5 —Hiikss 7
PEUUA A B 11-x ZRRIL R WTRIT . PLdk, BaPmiEm A AB 11-x ZARFIAK 1 A B 40
B AB 42, TEHARIERISEHE T b, AAPUIR R S PR U A B 11-40 FIAK R A B 40 5
SLIEBUAR JRE/cA B 40/10 201, JITd B 5e FE Bk IREAEAE T A48 20— A R LR 75
SEQ ID No. 5 [FJEFER] AL X / 82 b— A HA LR 741 SEQ ID No. 6 [KIFFERAZ X (11
JatRZ e EBUA JRE/cA B 40/10) , B RLIEFE IS A Bl e e 300 A B 11-42
FIAKR) A B 42 [ BR TEREFIAA JRE/ A B 42/12 41K, T ik 8 50 B HUAR R R AE A0 T4 2220
—MNEARER T SEQ 1D No. 7 [EFE X F / 82 /b—N BHARERITH) SEQ 1D
No. 8 HIEHE R AR X ( SLJGEFRC A B swFEHiIR JRE/cA B 42/12) o AHM. HIAE— ML 1) 55 it
TR, B R A4 T & JPRD/hAB 11/1 8% ] & JPRD/hAB 11/2 Fik[ T
BEPLIAZ —, XLl i T 2002 4 8 H 19 HARJEAE LRI T A IR P25, & B IR 5 8
LMBP5896CB Fll LMBP5897CB» A& B 1) H H &It —FPffiE AB 11-x Z K52 KA A B 40
B A B 42 LU DN 2 v e AEIX RSt Ty S, AT T IR A A B 40 FITA B 42,10
JE5 AB 11-x ZIKEA A R NPER 55— P e —hiik. PRIEXFPEE Bk, B JRF/A B N25
AR, HRFIEE TR 20— A BAEERT4) SEQ 1D No. 9 BYHERER[AZ X F / B g /b—
MNEARIERTH) SEQ 1D No. 10 FIRRBE R AFIX o AHRIA K B H 2 $ A —Fh e ot
Wk, L Ay H AR R R RA A B L1—x 26 HEARG 52K AB 40 AR 42 2]k
(RIAZ S N BB AR AL, 4 A4 AT 488 J & JPRD/hAB 11/1 8¢ J & JPRD/hAB 11/2
TR B TO PR, XL iU T 2002 4E 8 H 19 HARJERAE Lo B I s E iR b2, & B
{5 4 LMBP5896CB A1 LMBP5897CB, LA AR s M 1FM A B 11-40 B A B 11-42 155 —Hifhk,
a0 BA BT AE ) JRE/cA B 42/12 8L JRF/cA B 40/10, 7E—FhRe 7] 61 55 e 77 %8 » 048
Prik J&JPRD/hA B 11/1 4L, 45 —Hufhk stke 5 k00 A B 11-42 I A B 42 [f] JRF/
cAB42/26 A . Frk B swEPUARRHIEE T B2 — M BAREKR T4 SEQ 1DNo. 11 1)
EREATAR X / B A b — A B R IERFES) SEQ 1D No. 12 MR X (W E Rzl
FLE PR JRF/cA B 42/26) o
[0044]  FEFE AB 11-x Z K5 2K A B 40 5% A B 42 [ LA {1t 4% 28 1 S Lo I 2 v, £,
PR e R MR A B 11—x 2 IKIPTARZL B PiiE A A B 11-x 2 JIK, ARSIl 28 —Hifk
SRR ZIKAB 11-40 5L AB 11-42, Rk N AB 11-40 BN AB 11-42, fEiZ A& 1A IO
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R BT 2 AC R4 ] & JPRD/hA B 11/1 1 J&JPRD/hA B 11/2 FRIK K H i i i
B K XA T 2002 4 8 F 19 HARGEAE LEA I SR W IR P2, % B R DR S
LMBP5896CB A1 LMBP5897CB, 4 — Rl kil (IR I BT A4 H B BTl FF ik 1) 52 e FE B4 JRE/
cA B 42/10 S FIFEDUIR JRE/cA B 40/12 411k,

[0045] AR BH IR B b B U ARt mT DU T oo dZ LA LSRG I R 4, 6, 556 4t 5 v
ML A T84 J7 2, MRS VR P R BT SR MRS 10 ) S e S e 4 M S Bk S R o Bl
¥ SHUAL G RIPRCHI IR B) SRR ML R (F) 438 B/F 4385 ) o SR
JE B B [Rbric & BL R MR o e IR IR B o TR 28 S N 7 VA RS TS I A4 bk FH et
6, UL & Z B ER GO —Pu it T B/F 4 B IBAH 7 1%, LA B AR AR R e ik
BRI 38— ik, B PV BT R R H VR 58 — BUAR T AR AL e A 4 A 58 —Hu R i) [ AH 4k
Jiite

[0046]  {EELydy b, E HUIR — HUMAE B SO T S AT B AN T DT0E 7 W) )
BEAE SRR AR 2D, R4/ 8 UTTE , tHOE A A8 IO G AU I vz

[0047]  FEFIANITT I, AR K—Fiif gy A LE AR IE SR B - ek e A
(RS R AR R AE IR TV 1 T AR 25 7, IR A 45 T, 5 B ARy 1 N LR Y7 R
T A5 A A BT N5 B e [ e A s I G i o O B, SErh iR R M A S
BN AB ZRKET B 73 UhRE 11 RN RET 5 B 7 D2 IR AR — AR AL
L5 G377 T8 A5 B R A S A A DR R I MG e A A mh Sy A0 DR L1 O V2%, 1207 7%
0545 T T BRI A 5 DU R AN JEA DU, iZ BT RR A B 2 IR AE MLV A
FH RS EES K, 5 3 R UL P DA B B3 M R K i A B TS B o AE LB T T, R K
XA NV HTIAR, A48 A0 22 2 TR 7, BA R EAT T i 2 7 1%

[0048]  “ AYEAPUIA” e 4G E0 70 A HAT A B APUARN R M2 LR 741 P A, X b
AR B R AR N HAMIGEX (CDR) WIHUARIFF41 . “CDRs "4 E W AE R S 3k e A
LRI B ) e R ] AR DI BT AR B AR P8 X 2 R IR 7 41, 22 L9 Il Kabat et al.,
Sequence ofprotein of immunological interest,4™Ed.,U.S.Department of Healthand
Human Services, National Institute of Health(1987) . fEfu ik A n] A5 A
ANEFEN =ANREE CDRs (B CDRs X ) o IX HAF K1 “ CDRs "2 45 3 — AN E4E CDRs BT
A =AMRBE CDRs (8 WU TR E 01, G ERERI 5% CDRs) o

[0049] 5 fia] B FAAX A 5 A2 A0, 465 FH Bl PR s X R N BTAAR OB X, AT T LA A i
T B 25 IR AR S SR BN/ /D Bl & Ao SR, D0 1B K Bt A4 F8) m] 2 DRI EE %2 /& CDR
A G IR AE A S AN IR AR AT A4 . FAH R R HE B X BT AR X R HE AR X, 3
¥ CDR AT AT b BB 22 p AR R AT AR 7 COR. A ABUAHTIE RS
CL2R D58 A AH RN R 28 52 0 R 25k BR800 () /D B i) 2% o B B3R T VR il , A% R W 1)
T3 A A T R A R ) S e e e R B HOh A R S AR R B

[0050]  AJsALHTARtTia 055 AREZR A2 b —Fik B AE ABUARE COR BBt ik, L AP 4R
FEATEE X 5 NG BBk 8 AP E X IR ACAR [F], B 42204 85-90 % , Hik 42 71> 95 % AH ]
U, NEALHUAR I BTG 343, R BEI CDRs 2 4h, 5— A A RAR N I ERE E 75111
AR FEA F AR R o 2, RS A YAk S e 3k B AN BL I S /D BT AR X/ A
TEE X Tk
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[0051] 5 3E ARG PUAFHEL, ANJEALHUIALE H T A 389657 i B 20 = A 7E
P

[0052] 1) HHTRUNVARA 5 A2 AN, BRERS 5 N Sz RGE R B3 B AH EAR L (49
3 A A O 48 i F 1t (CDC) Bl B AR MR I 40 M5 M (ACDC) B AT R b A O S 4
M) .

[0053]  2) AN#Hufz RGNS NIEATUIRRIAESLER C DR IIA 8 A SIS P ), R ik i
TE S IO BB O B LR B 5E A AR B EHE N BT AR B 30 MR I R S iR B
(NSNS

[0054]  3) CL&A M S BIAE ADUARTE ARG IR th K2 3 B LE AP iR i - 2 0 45
% . FHNEAHUARA 5 RN B NPT AAR R385, 7T DU SR A A %
IR

[0055]  FEVAIT TP CATE et & B — JE ¥ AT a1 AR BB e Aik R0 i (1) 7 v, A8
TR 25 580, Db il FE bk R B It & B2 LI Bl DI O T Bl e rl 45 24
A2 2577 X (RIAG G RITP AR MR REG) , MV TEBERILA A B AH IR B0 T 25y
HE, 50l PR 553 755 A8 B R B i BRIE . Down” s S5-500iE BI PR BV V5 0 1 Ve B RE I 85975 1Y)
WHG Tl (AFEREE RN B  REDUAT LB 0= B B S Ik S8 i 2y
24, 2RI SO S A7 I A A A2 AR AT BN ), (AN — 2 BT A X S A B 7. Y
B HEESN R R AR B SR E AL 25 I, AR PR AR . A& B AR 5
AAERMT SR AR G A B RN P2 R 80, DLkt ge i RO H A 2 R8s b, Ak
L 20 UE B 2 ok o i B B (R B AR I 200 << 0. 1 % UL 2R 7K1, Ak BH I BT 7k B A T R 41 B 4
p A B IBES, JFRENE DR ONS FIIMLAE P TE A B IITERR A,

[o056]  ARHEEFEHI25 2577 it A &4, IR 75 B A0 A 25 % b nT 4252 R 5], 41
W43 BRI G2 1 8 3 T 2 ) 7 301 ) S ) AR e RS . SRR Remington” s
Pharmaceutical Sciences,MackPublishing Co.,Easton PA fEMGIA/E NS, HA N4
T MO 2 FR I A D o

[0057] P57 AR R BB AR (R At e e, Aol G B SG IR, 490 oy 0, s A T 5 A v Bl 5 P M
MR, LA

[0058] Lt it itk IS B R T V3 6 IO B R G2 2 o T B X R S (KA O 2B L
AL, 25 25t n] DLIE G 2 SRS B S 2 R AR 2 o 8 i R 2 25 7 IR IR A2 23 T
G L R R L (R 3 5 2 1 T 2R T TR ) o K SR TR 9 P R R S AR AR T R 1 B
e FHE 7 g 5, 4 N=[1-(2, 3— —ihBL) %L 1-N, N, N- =24k (DOTMA) B3 5] 4n
JIEL [0 P e R AR 6 L T 1t H v S AN R AL S 40

[0059]  fill3f)H AUSALTUIAR IR B H 2 B = v, MR 29 0. 1% 2 =ik 16 8 20%, FEAR
PR I AR R RE B2 55, R0 R e FH I 8 1 25 2507 Ak 18 DALt SR fp v S5 254
EAI LR ImL B RR S i A= T R 7K B i IR DG 11 2% i K R 1-100mg FRIA A BH ) A5k i
o HIFRHI R R RT Ll e i gE, Bl DL 77 OR B A B2 A AR b v o 3L 2R PR
MR AL S D EIAR TR 250mL, B A1 JE B Ringer” s W, JUARVK N B ml 1-100mg BT
1] o

[0060] A BH IR 77 77 REME ARV 1R BIAR T4, A58 AT P 3 & B0 T AR L ) R 1A
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Pic il B T B R FE A B g e R (B InTE B L) S e Bk 8 1, TeM Pufk Ll 16 Pk
WK Z IS ) o DR BRI RER IR AMI R . BRI E pH {8 DL Bk A e T
(AL2E IR BRI ), AH 25 25 i N BIET I8

[0061] ¥ AT 5211 pH 7E 4 & 8 2 [,

[0062] SV HITIR (1) 75 iEAE T i NS AT ) B 1 45 25 T & = A g 98« fe i B ), {H
JE I AR, HeB A 2 BOR, ) 4nd B 45 25 R0 0 REA 2 ] LI A, 5 8 -3
[0063]  JhAh, th ] LAAK F AR 405 mT I AR S R I I B TR 05 AR | B T T SR R L
R £ B S PR A 38 22 4 A 47 TR U3 I8 B8R

[0064]  JEMIT 5 2 AT FH T AR BH BT 24 B il 502 AS AN 1Y, ] LA 2 k. A
FH B PR A e A A A i R FR 50 7K ST, 328 30 551 2 7 ST e MRS 145 24 1) 7 =R A
(1) 5 A2 A

[0065] Ak BHILHRHEAE bk 7 v A A F R &, E— NSt 7 P, WA S E— A e
ZAFE TG AR DU, AR AL B, SEARIE SR SR B, FE R SN th AT
4N J&LPRD/hA B 11/1 F1 JGLPRD/hA B 11/2 FIE P73 B 1 B e BE UK, IX L0 s T 2002 4F
8 H 19 HLRIERAE LE R Ik A ) AR ek P 25 25 B IR A5 5 oA LMBP5896CB F LMBP5897CB, 7E
— AR B S T b, AR AR S A EAR EaEm Ik, 2 A 5 a7
& BT ARRE R R N I BUR Pg ik . AEIE— D SE T B, PR BOE R IE BIEN
G ) B — 3 WAmE 11 23T s BIHT 5-7 N A E IR, B EVHHQ-C( A A B _11 (6AA) —Seq
Id No. :1) FI EVHHQKI-C( A AB _11(8AA)-Seq IdNo. :2) B3 B — 7rubEg 11 ZLMRAT 151
W 5-7 DN/ ILR, B EVRHQ-C (/ML AB 11 (6AA) —Seq Id No. :3) HI EVRHQKL—C ( /],
AB _11(8AA)—Seq Id No. :4) . PRIEA K BHRAFRGEH T I 0MEkd, i —PasA
5 HbR 2 IR R N A B . MR R S T e A TR R A B 11-x
Z KRR A B 40 5L A B 42, LG Z B BHUA AN AB 11-x Z KA KA A B 40 57
AB A2, fEBEAREMITE LT , A PUAR R e PE R A B 11-40 R A B 42 (1) 8 riBE BT
& JRE/cA B 42/10 ( BLATRAERT ) s HRF S MR AB 11-42 FIA K A B 42 [ o B Hi
& JRE/cA B 42/12 (SLRTRAER) ) AP 764 B 28 1k By Je Lol sz v, il &
AFEEE SRS AB 11-x ZHK, LEAN AB 11-x ZREIAREHIA, B AAFER S 5 A B 40
ok A B 42 It C R, RN AB 40 5k AB 42 (1) C K iHiik. EHRIEMRE T, W&
H 6 2% A2 S8 40 i J&LPRD/hA B 11/1 F1 JRLPRD/hA B 11/2 3R 1K ¥ 53 &5 1) 52 5T B HUARAE N
BRPUR, IX L4 L T 2002 4F 8 F] 19 H O A5 LA I S A= O th 25 % H R ORGE 5 A
LMBP5896CB 1 LMBP5897CB. R Tk JRF/cA B 42/10 (ULHTE X)) FIEEEREHIIA JRE/
cA B 42/12 (JLHTE X ) VBN Z ik, Ja38 5l il fbsic R E % .

[0066]  {E 5 — MRFERSEE T b, AR R S EFRERNbAS Bir2 kg4 (6
Wtk ] LL S0 e Sk A4 B T4 S U AL A B AL A B AT RS T A 5
G W — BRI 3 —HuR el LS RT3 I R 256 ) TR Rl 2, &
FERBAR S AB 11~x 2R EW TR, iZ TR S5E R B - 2B 11 2R 5
(BT 5-7 S AR & FEER, Bl EVHHQ-C( A AB _11(6AA)—Seq Id No. :1) FI EVHHQKI-C( A
AB _11(8AA)-Seq Id No. :2) B # B - /FWABE 11 2R 2 AT 5-7 A/ A TSR, JY
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EVRHQ-C(/NELAB 11 (6AA)-Seqld No. :3) I EVRHQKL-C (/ML AB 11 (8AA)-Seq Id No. :
4) BIPUR PR E L G o ERTR I CVET, Al (R R B DA A 2 B pi A
[0067]  FES ARG DL T » AR B AL HE 0 16 A 8 4L 2R AR5 an CSF IR I 2% I
PREE IR KW & Frd EFe il AB L1—x Z k. 2WridiEt&iEAa b
SPEEE AB 11-x 2Rz RNV IPUE, ol e S HAIEEH B - Wl 11 2%
BF RS ET 5-7 AN A RS FERR, BV EVHHQ-C( A A B _11(6AA)-Seq Id No. :1) FIEVHHQKI-C( A
AB_11(8AA)-Seq 1d No. :2) B # B -4yl _11 ZAMEAT m AT 5-7 N/ = FE R, |
EVRHQ-C (/N A B 11 (6AA)-Seq IdNo. :3) FI EVRHQKL-C(/NELAB 11 (8AA)-Seq Id No. :
4) H R A PR PO R S RN, PRSI B S S IR S A B . TE— N SE T
ZErp, BUACKS B TR S R b o TERR B SERE T Z6rh, JrikmT LU B s FE B, e A2
FATTEANM ] & LPRD/hA B 11/1 i1 JRLPRD/hA B 11/2 KK B s LA, X Le41 T 2002
8 H 19 HAARTEAE LA AE M R 2, 5 B IR 5 4 LMBP5896CB A1 LMBP5897CB.
[0068] 71 & (A I F B T LA 456 FR ad 19 5 — B s B PR, A 1B AR IR I 2R —hi ik
£0.45 JRF/cA B 42/10 B JRE/cA B 42/12, Hr dif i () [ AH 4k 1 55 50 [ Pt A4 5 e S P 1A
AB 11-40 15 A B 1-40 ToAZ X Vi) JRE/cA B 40/10 254, A (1) [ e AL i S e b Bk
W MR AB 11-42, T 5 A B 1-42 TEAZ X R SR JRE/cA B 42/12 £54 , 48 1k Hb, BRI
T HSHMN] DAL FEbRId )5 S PR

[0069] LA 77 v i FH T B 1 JBURS LR B T (1 42 S 3 4 () 6] A 2 i ) A2 AR AR 2
AR 1, B B AW/ N R VR 4R4 (dip stick) <96 FLERERZ e Bl . X LERE B Ty
EIE AL HE S SRR I R B T SRR b s E 5, O R U A, A
SCREY) BRI AnIE A B RS R I B S AL A I NV IR A AN S . ik M, BEESR S R A
B IFLAR BE A H T 5 A = A b g #z .

[0070]  IXAFEA I B PR AL — b S 1212 W 7 VARSI 2R 2 sl R o 1R S AL AR R 1
i T AR HISBURISC R, UL TR S e IR 45 A AR T PR ic Ik
[0071] 225 ik 1 S5 14 40 755 87 SE U B A R B o ER ARSI R N IR 3 5 2
fiff TR G S A5 A2 0T S 1T PRI B SR Fh A B 78 43 TR ) 4 i BH IR 7 3 M U B o I 71, A
EPSIH T 2R . X H R AR A RE 1275, LL7s 53 Ul B A8 & B8
SR IRAS o

[0072]  SLCjifafy]

[0073]  JEURLAIT V4

[0074]  FR o BEHUARR 24

[0075] % Balb/c /] B PURF AN [R] (47 4 T 5€ 4= Freund” s R I 2 K 5. AT
PG 2 IRALTE B — 43 WAl _ 11 RO ST 5-7 M AR A ER (AA) :EVHHQ(KT)-C( A
AB_11(6 8 8AA)) « HEMANHTHRIZERZINEE /MR AB _11 2L/ 741 EVRHQ (KL) —C.
{ FH 11 Pierce fJ Imject Maleimide mcKLH/BSA i455)&, A~ RV B (Pierce,
Rockford, IL), H H COOH A ¥ [ - Bt 24 IR K 2 ik 5 5 >k Wt W % 75 46 1K) me (Megathura
crenulata) KLH, B 5 SR WP & i A0 119 21 03 1 8 B R 2 ITa 1 2 k. 799 JA1 /D B
IR 100 v g 1) KLH AR IR 2 0K, 28— IR 2 IRAFAE T 58421 Freund” s #6519, J 161 )47
fETAN5E4 Freund” s 77,
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[0076]  H4 I [/ BT BEE 23 B, IR 22 A B 11 (6AA) 22 JIK 2 (1) /)N B0 O O &1 340 76 Vi
B TR . B S e e LT Vi 0/ B 9 DR Mok L e P FH SR i o E Rl BRI A $2 X
AR ER PO R, BT A /s BRI IS 56 100 1 g 195 meKLH (IR A B _ 11 2 K1k A8 3 3 K
AT N5 . FRHE L R Kohler FIMilstein (8) J5iZ, K/ IR4m o5 SP2/0 40 & . 1E
30X 96 FLAR 15 77 42498 4l i, 10 K i i A% ] BSA B BXH) 6AA I hA B _11 Z Ik H 2
ELTSA HEAT 1%, PRt JEMIBCH A B 11-40 ZMORIGUE. £ XHIFE hA B _11 Z BKIBH 4N
A7 REEEAT W 50 R, 7ER AU DR AT BH I ve

[0077]  7EDulbecco’s B R Eagle’s $5R H BEFR T A A AT SR Al i, 15 R A 8 T
10% KIG 4= 1iE (Hyclone, Europe) , 2. 5% F{) ESG 24T 983 40 oS hn 7 (Elscolab, Kruibeke,
Belgium), 2% [f] HT (Sigma, USA) , 1mM )P4 M B2 5, 2mM ¥) L- 24K, T % % (100U/m1) Al
B R (50mg/ml) » FTAE B FIES R ML BRI 3RS, M Life-Technologies (Payseley,
U.K.) W32, 4nfode v 8% Co2 &/ aah s s .

[0078]  ELISA HLAMIERE

[0079]  AHFASIUHT A B _11 HUIARMFT 5 ELTSA & —FP B ELTSA, , HoAdo 1w g/ml JiF S
N/ /N ECAB 11-40 B BSA fREREIA / /N AB 11 fE A 501 1/ FLALHHZZ i (10mM
Tris.10mM NaCl Fl1 10mM NaN,,pHS8. 5) BJNUNC(Life Technologies) HJ UK & 456 96 LI
WAL T AE AC N A A 3 R LR B 851 1/ FLIKY 0. 1% % £ 1 PBS %7K
1 37°C ALk 60 23 8h LI b AR e & ARG, N 50 n 1 ZA0 8 40 i HiE VR, 48 37°C
NEEFE LN TEVES, S A B TE A 50 v 1/ LAY S B AL BELE 37°C T IR
B 1 /D4R 2EPT/D B Te (Amersham—Pharmacia Biotech) A Fra IR H 0. 1% 1Y
P& ETE /PBS FokE . TEVESLEG I 50 u 1 SR N W), s & 0. 42mM 1] 3, 5,37,
57— WY AR AN, 0. 003% (ARRR / AAFR ) Hy0, (7 100mM 7 B R, 100mM FR AR S — 4k
W (pHA. 3) o JVAEZR N AEFLBGR IR EIEAT, S KR 15 208 BEJS A 50 1w 1/ FLIY
2N [1) H,S0, 2 1B ARAL , W FLAUBAE DR BT AL S 2#% (Thermomax, Molecular Device)
- AE 450nm T4k, SR BB ELTSA A B $E 1 B v FE BT 7R 5 4 K AU S 11 A B 1-40
Z RIS XN, FLrp B T AT A K N ES 1 A B 1-40 2 KA BSA HEE hA B _11 (6AA)
Z IR AL, 15 AR T AR R 7R S AN B IE ELTSA Hh, 6 6 1 B otk 355 5400 i 5 1)
A B 11-40 Z K ETI

[ooso]  AHFAGIN B I FESR g Je0 ELTSA

[0081] A& Jll hA B (1-40) Bk hAB (11-40) [ 45 #E ;B ¥ (American PeptideCompany)
(%) ELTSA 4% iR 75 0 AT 1] 5 1 U, 4% 51 g/ml 195 50 B B i JRE/A B N/25. J&JPRD/
hAB 11/1 F1 J&JPRD/hAB 11/2 4 BH 100 1w 1/ LAY 2% ik i) NUNC P i i 45 & 96 LI
WM 4C TR . o R, fLRH 1250 1/ FLIK 0. 1% [RER & 11 PBS ¥§WLAE 37°C
IR 30 4r8h, Lk DR R R SE A, R 100 1/ FLIY hA B (1-40) BK hA B (11-40)
Z KA BEFE A 3TC NI E 90 43 Bho THEVESLAG B 5 FH 100w 1/ LI HRP Frid f¥) JRF/
cA B 40/10-HRPO B 5 o V& ¥EFLEG, JON 100w 1 ¥ AVE MIEW), Wb & 0. 42mM 1 3,5,
37,57 - DY EEIBC AN, 0. 003% (AAFR / AR ) H0, FY 100mM 7 2 B, 100mM IR A —
B (pHA. 3) o SO AEFLARFE IR LA 238 N T, eI 1) 4 15 40 Bh o Bl f5 50 1 1/ £L1Y
2N 1) H,S0, ZabEi AR 4k, o FLARCE T30 B FLAR 122025 (Thermomax, Molecular Device)
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AR 450nm FEEL.

[0082]  APP CTF [ % y% 4630

[0083] & T # 3% 4 Y CTF (STUBS) Jv Bt, #4 HEK 41 s FH A APPswe HI A BACEL £& & %
Yu, I8 Them” 2750 (Life, Techologies, Paisly, U.K.) F 85775 H R E4, 4R )5 4 40 f 0y
1k, 7E 50mM [#) Tris :pH = 7.0,0. 15MNaCl, 1 % ] Triton X-100 F1w F ) 8% (A B #0055
Cocktail (Roche, Boehringer Mannheim, Germany) HV#A /= AL, FHWEAL =78 4°C F LA
10000g 20> 10min DABR &40 M % e Fr o S22 40 Mo ys AL 7= i o a5 11 i & i & b it
1, FERRAE95°C FAE2x Tricine Laemmli Syl -h AR 1% 5 438, e N TG4 1) 10-20 % [
Tris Tricine SDS#fE#HERE (NOVEX, Introvigen, Groningen, The Netherlands), 7t 1. 5mA/
cm’ IEAF R, &k 45 8T8 N 0. 22 uwm [ Hybond-ECL JE JEfiE (APB) L. /Ny T &Y
| TR w HVE S T2 brdE (MagicMark Western FrifE, Introvigen) » ¥HEH 10% (w/
v) WEIEWI# (BioRad) H PBS ¥REIA 1 /M. AR5, ¥ H 5 50 g/ml 18 4 [ B v FE BT AR
EACTHEER (FrgfEdiik C1/6. L EXT APP [ C RImbilR ¥ €7, >k B Dr. Mathews,
Nathan, S.Kline Institute,Orangeburg [FITHRIEEIE) o 285 MEAE 0. 1% ¥ Tween20 K] PBS
W ATEVE 5 3%, Horp e 5 IR 5 HRP IR WL =EPi/ L (Sigma) 1 & 2000 [RGB
AR T (R BFE L/ EYEE, A B rIUi ] (Roche, Boehringer Mannheim,
Germany) , AL % K OCHE BAn & v 4k . 18 B Lumi—Imager (Boehringer Mannheim,
Germany) HATFI4.

[0084]  AD 5 A KM b APP (1) 4 92 il x

[0085]  F KMty 10% (w/v) BIEIEW ¥y (BioRad) 1) PBS ¥ A1 1 /N . AR5 1%
H5boug/ml EHHHRFEIUALE 4C TR E . REREAE 0. 1% Tween20 [¥] PBS
WWTIEYE 5 08, o # 5 IR GZP . FH HRP ARIREI WL =EHT/ b B (Sigma) 1 2000 F#)H:
BERAE 2T (RT) B H L /NN 3RS, R4 A R Ui ] (Roche, BoehringerMannheim,
Germany) , i tE 4L 272 & 6 B brgc i v M4k . 8 Lumi—Imager (Boehringer Mannheim,
Germany) HEATHH .

[oose] 4R Hifig

[0087] “H H ]

[0088] [ s ERVEST—4H 4 FPAS[F] meKLH BRI 2 K. X TR 2K, Az 3 RAEK
Blo TR — RN SR 8 I » 25 B H /N B I, 43 9 1037 , FH EL A48 110 BSA N hA B (6AA) 1)
ELTSA 7735k F hA B 11 (6AA) Sz /NI 7 V55 A 5 1/ B, Wik 1 i
LEWE La w35 R AAER T KLH_hA B _ 11 (6AA) (SEQ 1D No. 1) i/, | B RIR st
BTN AB 11-40 Z KR MG AL BRI, F hA B _11 (6AA) FfBe i/ L 1 Bk ke il

I
| o

[0089] hAB 11(6aa) [IEHE, MRIF 1

[0090]  FHFiZii S 2 1 /8 BRI A e 20 AR K (ot 6. 5 X 10° R4 ) , 56 FH 21 ZU i 4
M BEAT PR A R . A AN MOAETR N T ESG i3 75 5 rh 393, R )5 30 X 96 244598
FLAR IR A o

[0091]  FEXEEILATI T, fe ] 65 D5 TR LAE N H BSA 515 22 IR ()57 12 ELTSA A2 i
N RITEE 5. IraiX e SRR FISHH TeG R 7 ELISA AT HiF B i 2 ik, H
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1 5 N FIHALE S B, 808 ) s BHPE I FL P AN 109 A BHTE . BT IZ L8R5 9R )
XK AB 1-40 BT, RILHURA 5 hA B 11-40/42 FKmfr 48 AA 1SN

[0092]  SEB[LRERG TRV belE, 45 BRI FRDVR U o 3K 5 A2 HP, 2 N 44 0 29B5 (J&JPRD/
hA B 11/1) F1 5C4 (J&JPRD/hA B 11/2) HIZRATIA A HLR e Eh ve b, o RAE IR o 3K 2%
TN A DAFNE SO IE TR I VR 164K 2, MG T BHPERE 5ol .

CN 101367875 B

[0093] % 2
[0094]
J&JPRD/hA B 11/1(29B5¢11F3) J&JPRD/hA B 11/2(5C4¢c13D6)
J&JPRD/hA B 11/1(29B5¢12F5) J&JPRD/hA B 11/2(5C4¢c13F5)
J&JPRD/hA B 11/1(29B5¢14C1) J&JPRD/hA B 11/2(5C4c15B4)
J&JPRD/hA B 11/1(29B5¢14D11)
[0095]  7rdE AD [ AKEHR /S R A B CSE A A B 1-40/42 DI R A0 A B 11-40
B e
[0096]  FHF-I5E CSF eIt A B 1-40/42 FIARAE A A B 11-40 [ ELISA 41 N4 «faj s

(08, %5 51 g/ml B BEHLIAR J&JPRD/hA B 11/1 B HE 71 A B x—40 1 A B x—42 B 7 Hi
& (Vandermeeren M. et al. 2001 ;Pype S.,et al.2003) JRF/cA B 40/10 A1 JRF/cA B 43/26
TEHA 100 1 1/ FLALAEZ% i ) NUNC P i =i &5 S 00 2 96 FLikch it . 2 =K, 1L
B 150 1 1/ FLI 0. 1 % [F % 85 1 PBS ¥ AE 37°C N ik B4 30 438h, LAy /b A 7 M 45
A, F 5 1001 1/ LI PBS G2 BE 1) CSF A5 AE 37°C T IFE 90 438h. 1EVESLIR, bl )5
FH 100 1 1/ LA HRP $RICHT JRE/cA B N/25-HRPO B JRF/cA B 40/28-HRPO 57 o 1EWESLIN,
BN 100 v 1 IRAE R IS, VW h 74 0. 42mM 1 3,5,37, 57— P FISEIBE %, 0. 003% (14
U/ AR H,0, Y 100mM i BRYATR, 100mM R FR S — BN (pH4. 3) o JONAE FLARFE IR
AEER T AT, mASIAA 16 43%P. B 50w 1/ LI 2N [ H,S04 £ Ei a8 4k, K
FUAR CAE S0 8 LA 25 25 (Thermomax, Molecular Dynamics) F7E 450nm | i2%Y.

[0097] A FHAS A BH ) e B B AA, BT LLE 24500 (ng/ml £ stdev) dFE AD A BE L /NS R AN
JK ) CSF FEAL (n = 6) FEJERT 11-40 B JEMAE S A R AV,
[0098]
A X JBC R,
ng/ml ng/ml ng/ml
AB 1-40 5.70+0.63 5.61+0. 35 5.9440. 42
AB 11-40 0.20+0. 04 0.30+0. 34 0.36+0.05
AB 1-42 0.9240. 31 1.2540. 05 1.17+0. 16
[0099] 4
[0100]  FEEGHL 30, 000 AL ASRE 1, FATTIEEE T A R 2 R U3 L A B 11-40
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Z IR N R Im 2T 40 M v [ o XSS B E BTN T2 KA AB 1-40 2B, K
TV PR R R e B B G R R Ak, TR HEBTUN cA B 40 I cA B 42mAbs
[0 ELISA 7. JRE/A BN/25 Y5k A B 1-40 [ ME 8 se B4R AN JRF/cA B 40/10-HRPO
—EAEARINPTA  JEERER R A B 16 C Ruil o, AN I S5 PERA A B 11-x
Z KB4 JRF/cA BN/25, J&JPRD/hA B 11/1 F1 J&JPRD/hA B 11/2 — 2 ¥k FVE K BB 44
Kl 2A GIESE T JRE/cABN/25 5 AB 1-40 R PE [ W, A5 AB 11-40 A2 X Ve MK 2B il
2C W LA W, Fifk J&JPRD/hA B 11/1 F1 J&JPRD/hA B 11/2 #5 S kR % hA B 11-40, A5 A
A B 1-40 &2 X RV

[o101] AU BH BB 4R e e ME AR i AE AR S AB 11-x 2 iKY RE J7 1 S F N APP I
N BACE-1 £ 7 ¥ 44 1¥) HEK 40 ff iy i 42 5 (11 3) 1 AD Jig A A 58 B B 110 K Jii U1 1)
Western EIZERIGIUE (3£ 3) o AHMNHE, 782,00 ELISA FpAE X SeHT AR S BT cA B 40
FIHTN cAB A2 [E v FEDUIR, HUE B T 7RG A9 PR VBRI R I 50 S AN R AR A o oy
SEMERIIN A B 11-x 22 BRI R A AS I o

[0102] 2% Wik

[0103] 1. Jarrett, J.T., Berger, E.P., Lansbury, P. T., The carboxy terminus

of the beta amyloidprotein is critical for the seeding of amyloid

" s disease.

formation ;:implications for thepathogenesis of Alzheimer
Biochem. 32 (1993) 4693-4697.

[0104] 2. Selkoe,DJ.,Alzheimer’ s disease :genes,proteins,and therapy.Physiol.
Rev. 81(2001) :741-766

[0105] 3. Gouras,G. K., Xu, H. , Jovanovic, J. N. , Buxbaum, J. D. , Wang, R. , Relkin, N. R. ,
Gandy, S. ,Generation and regulation of beta—amyloid peptide variants by neurons,
J. Neurochem. , 71 (1998) 1920-1925.

[0106] 4. Wang, R. , Sweeney, D. , Gandy, S.E. , Sisodia, S.S., The profile of soluble
amyloidbeta protein in cultured cell media.Detection and quantification of
amyloid beta proteinand variants by immunoprecipitation-mass spectrometry,
J.Biol. Chem. , 271 (1996) 31894-31902.

[0107] 5. Vandermeeren, M. , Geraerts, M. , Pype, S. ,Dillen, L. , Van Hove, C. , Mercken,
M., The functional inhibitor DAPT prevents production of amyloid B1-34 in human
andmurine cell lines.Neurosci.Lett.315(2001) 145-148.

[0108] 6.Naslund, J., Schierhorn, A., Hellman, U., Lannfelt, L., Roses A.D,
Tjernberg, L. 0. ,Silberring, J. ,Gandy, S. E. ,Winblad, B. , Greengard, P. , Nordstedt,C. ,
Terenius, L. ,Relative abundance of Alzheimer A beta amyloid peptide variants in
Alzheimer diseaseand normal aging,Proc.Natl. Acad. Sci.U.S. A.,91(1994)8378-8382.
[0109] 7. Iwatsubo, T., Saido, T.C., Mann D.M., Lee, V.M. =Y., Trojanowski, J. Q. Fu
11-lengthamyloid-beta(1-42(43))and amino—terminally modified and truncated
amyloid-betad2(43)deposit in diffuse plaques. Am. J. Pathol. 149 (1996) 1823-1830.
[0110] 8. Kohler, G., Howe, S.C. , Milstein, C, . Fusion between

immunoglobulin—-secreting andnonsecreting myeloma cell lines.Eur J Immunol
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6 (1976) 292-295.
[0111]  9.Pype,S. ,Moechars,D. ,Dillen, L. ,Mercken,M. ,Characterization of amyloid

betapeptides from brain extracts of transgenic mice overexpressing the London

mutant ofhuman amyloid precursor protein, J.Neurochem. 84 (3)602-609.

[o112] % 1

23/01/2002 1 100 ug
ik 4%  |2801/2002 2 1009
23/01/2002 3 100 ug
06/02/2002 1 100 1g
Hm ik % 1 08/02/2002 2 100ug
06/02/2002 3 100 ug
20/02/2002 1
B o 1 20/02/2002 2
20/02/2002 3
27/02/2002 1 100 ug
Hm 3% %, 95 2 27/02/2002 2 100 ug
[01 1 3] 27/02/2002 3 100 ug
08/03/2002 1
B .2 08/03/2002 2
08/03/2002 3
11/03/2002 1 100 ug A AN B
B hnik 11/03/2002 2 100 ug AR A &
. e 3 10049 i.}!?}ﬂﬁ, iiﬁ‘i}i
ERTYOSR in W
hAB_11(6aa).10expbcellen) 2 | 14/03/2002 | | 105.10exp6/F (4 F )
L I T T ) e R T A
_ hAB 116ag)3opl | 1 | ispamooz | . | . 65510exp6.
| A 325%10° B% 4a RS
2k
[0114] % 3
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e Iy Bk & FE
ADEA ry LD P13k o e
-2 S+
-8 BT+ H A B e
J&JPRDMABI1/1 {1 - + - HEFE [and
- 5L+
- & W R f Bt Ao
J&JPRO/MABI1M |5 ug + + - SR HH
' AL
8 BT+ WA J e
JRJPRDMAB11/2 (1 g - - - S E At
B E -
JSJPRD/MAB11/2 |5 ug - + - +OQEMAT R B 4+
[0115] . ;
BUR (AR R ALK S )
AbE R R 5 nBIE " BA P
J&IPRDMABT I/ [1 pg - ++ + a+ (& 51)
J3JPRD/MAB1I/ |6 ug. + +H ++ +4 (F81)
J&JPRD/MAB11/2 |1 - o + - ()
JE&JPRD/MAB11/2 |5 i - e A+ +++ (Fe81)

[o116]  JFHIEk

[0117] <110>Janssen Pharmaceutica N. V.

[0118]  <120> B — V&Mt B e EDUAR AL A W) iM%
[0119]  <130>PRD 32

[0120]  <150>PCT/EP02/11062

[0121]  <151>2002-09-27

[0122] <160>12

[0123] <170>Patentln version 3.1

[0124] <210>1

[0125] <211>5

[0126] <212>PRT

[0127]  <213> AN TJF4)

[0128] <220>

[0120]  <223> BN B JERHEER T BACET ZRAEAL AUAIRT 5 DAL B K iz I
[0130] <400>1

[0131] Glu Val His His Gln

[0132] 1 5

[0133] <210>2

[0134]  <211>7

18
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<223> HA B JEMFES I BACEL RO s IET 7 A2 I R 2H B i) 7 %% i

223> H/h il B VEMFESR 1 BACEL AL i HTAT 5 A2 FE R 2H B I S e Jir

<223> H/h L B TEMIFEEL A BACEL AT S ERT 7 2 FE IR 2 R e 1 i

CN 101367875 B it PR
[0135]  <212>PRT

[0136]  <213> ATLJ¢%

[0137]  <220>

[0138]

[0139]  <400>2

[0140] Glu Val His His Gln Lys Ile
[0141] 1 5
[0142] <210>3

[0143] <211>5

[0144]  <212>PRT

[0145]  <213> N T /%%

[0146]  <220>

[0147]

[0148]  <400>3

[0149] Glu Val Arg His Gln
[0150] 1 5
[0151] <210>4

[0152]  <211>7

[0153]  <212>PRT

[0154]  <213> AN TLJ¥4

[0155]  <220>

[0156]

[0157]  <400>4

[0158] Glu Val Arg His Gln Lys Leu
[0159] 1 5
[0160] <210>5

[0161] <211>136

[0162] <212>PRT

[0163] <213>Mus sp.

[0164]  <220>

[0165] <221>CDR1

[o166]  <222>(50).. (54)
[0167] <223>

[0168]  <220>

[0169] <221>CDR2

[0170]  <222>(69).. (85)
[01711  <223>

[0172]  <220>

[0173] <221>CDR3
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[0174]  <222>(118).. (125)

[0175] <2235

[0176]  <400>5

[0177] Met Lys Cys Ser Trp Val Ile Phe Phe Leu Met Ala Val Val Ile Gly
[0178] 1 5 10 15
[0179] Tle Asn Ser Glu Gly Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Arg
[0180] 20 25 30

[0181] Ser Gly Ala Ser Leu Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn Ile
[0182] 35 40 45

[0183] Lys Asp His Tyr Val His Trp Val Arg Gln Arg Pro Glu Gln Gly Leu
[0184] 50 55 60

[0185] Asp Trp Ile Gly Trp Ile Ala Pro Lys Asn Gly Tyr Ser Glu Ser Ala
[0186] 65 70 75 80
[0187] Pro Lys Phe Gln Gly Lys Ala Ser Met Thr Ala Asp Thr Ser Ser Asn
[0188] 85 90 95
[0189] Thr Val Tyr Leu Gln Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val
[0190] 100 105 110

[0191] Tyr Tyr Cys Phe Ala Gly Phe Tyr Asp Ser Ser Leu Tyr Trp Gly Gln
[0192] 115 120 125

[0193] Gly Thr Thr Leu Thr Val Ser Ser

[0194] 130 135

[0195]  <210>6

[0196] <211>133

[0197]  <212>PRT

[0198]  <213>Mus sp.

[0199] <220>

[0200] <221>CDR1

[0201]  <222>(44).. (59)

[0202] <223>

[0203] <220>

[0204] <221>CDR2

[0205]  <222>(75).. (81)

[0206] <223>

[0207] <220>

[0208] <221>CDR3

[0200] <222>(114).. (122)

[0210] <223>

[0211]  <400>6

[0212] Met Met Ser Pro Ala Gln Phe Leu Phe Leu Leu Val Leu Trp Ile Arg

20
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[0213] 1 5 10 15
[0214]  Glu Thr Asn Gly Asp Val Val Met Thr Gln Thr Pro Leu Thr Leu Ala
[0215] 20 25 30

[0216] Val Thr Ile Gly Gln Pro Ala Ser Ile Ser Cys Lys Ser Gly Gln Ser
[0217] 35 40 45

[0218] Leu Leu Ala Arg Asp Gly Lys Thr Tyr Leu Ser Trp Leu Leu Gln Arg
[0219] 50 55 60

[0220] Pro Gly Gln Ser Pro Lys Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp
[0221] 65 70 75 80
[0222] Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
[0223] 85 90 95
[0224] Thr Leu Lys Ile Asn Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr
[0225] 100 105 110

[0226] Cys Trp Gln Gly Thr His Phe Pro Arg Thr Phe Gly Gly Gly Thr Asn
[0227] 115 120 125

[0228] Leu Glu Tle Lys Arg

[0229] 130

[0230] <210>7

[0231] <211>133

[0232]  <212>PRT

[0233] <213>Mus sp.

[0234]  <220>

[0235]  <221>CDR1

[0236]  <222>(50).. (54)

[0237] <223>

[0238] <220>

[0239]  <221>CDR2

[0240] <222 (69).. (85)

[0241] <223>

[0242] <220>

[0243] <221>CDR3

[0244]  <222>(118).. (122)

[0245]  <223>

[0246]  <400>7

[0247] Met Gly Trp Ser Trp Ile Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly
[0248] 1 5 10 15
[0249] Val Leu Ser Glu Val Gln Leu Gln Gln Ser Gly Pro Asp Leu Val Lys
[0250] 20 25 30

[0251] Pro Gly Ala Ser Val Lys Thr Ser Cys Lys Thr Ser Gly Tyr Ser Phe

21
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[0252] 35 40 45

[0253] Thr Glu Tyr Ile Met Ser Trp Val Arg Gln Ser His Gly Lys Ser Leu
[0254] 50 55 60

[0255] Glu Trp Ile Gly Ser Ile Asn Pro Asn Thr Gly Gly Ser Arg Tyr Asn
[0256] 65 70 75 80
[0257] Gln Lys Phe Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser
[0258] 85 90 95
[0259] Thr Ala Tyr Met Glu Phe Arg Ser Leu Thr Ser Glu Asp Ser Ala Val
[0260] 100 105 110

[0261] Tyr Tyr Cys Ala Arg Gly Asp Phe Asp Tyr Trp Gly Gln Gly Thr Thr
[0262] 115 120 125

[0263] Leu Thr Val Ser Ser

[0264] 130

[0265] <210>8

[0266] <211>133

[0267]  <212>PRT

[0268] <213>Mus sp.

[0269] <220>

[0270] <221>CDR1

[0271]  <222>(44).. (59)

[0272] <2235

[0273] <220>

[0274]  <221>CDR2

[0275]  <222>(75).. (81)

[0276] <223>

[0277] <220>

[0278] <221>CDR3

[0279]  <222>(114).. (122)

[0280] <223>

[0281]  <400>8

[0282] Met Arg Phe Ser Ala Gln Leu Leu Gly Leu Leu Val Leu Trp Ile Pro
[0283] 1 5 10 15
[0284] Gly Ser Thr Ala Asp Ile Val Met Thr Gln Ala Ala Phe Ser Asn Pro
[0285] 20 25 30

[0286] Val Thr Leu Gly Thr Ser Ala Ser Ile Ser Cys Arg Ser Ser Lys Asn
[0287] 35 40 45

[0288] Leu Leu His Ser Asn Gly Ile Thr Tyr Leu Tyr Trp Tyr Leu Gln Arg
[0289] 50 55 60

[0290] Pro Gly Gln Ser Pro Gln Leu Leu Ile Ser Arg Val Ser Asn Leu Ala
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95

Ala
15

Met
Thr
Gly
His

Ser
95

80

Gly

Lys

Phe

Leu

Asn

80

Asn

CN 101367875 B in P

[0291] 65 70 75

[0292] Ser Gly Val Pro Asn Arg Phe Ser Gly Ser Glu Ser Gly Thr Asp Phe
[0293] 85 90

[0294] Thr Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr
[0295] 100 105 110
[0296] Cys Ala Gln Leu Leu Glu Leu Pro Phe Thr Phe Gly Ser Gly Thr Lys
[0297] 115 120 125
[0298] Leu Glu Tle Lys Arg

[0299] 130

[0300] <210>9

[0301] <211>138

[0302]  <212>PRT

[0303] <213>Mus sp.

[0304] <220>

[0305] <221>CDR1

[0306]  <222>(50).. (54)

[0307] <223>

[0308] <220>

[0309] <221>CDR2

[0310]  <222>(69).. (85)

[0311]  <223>

[0312]  <220>

[0313]  <221>CDR3

[0314]  <222>(118).. (127)

[0315]  <223>

[0316]  <400>9

[0317] Met Glu Trp Thr Trp Val Phe Leu Phe Leu Leu Ser Val Thr
[0318] 1 5 10

[0319] Val His Ser Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Leu
[0320] 20 25 30
[0321] Pro Gly Ala Ser Val Lys Ile Ser Cys Lys Ala Thr Gly Tyr
[0322] 35 40 45
[0323] Ser Thr Ser Trp Ile Glu Trp Ile Lys Gln Arg Pro Gly His
[0324] 50 55 60

[0325] Glu Trp Ile Gly Glu Val Leu Pro Gly Ser Gly Lys Ser Asn
[0326] 65 70 75

[0327] Ala Asn Phe Lys Gly Arg Ala Thr Phe Thr Ala Asp Thr Ala
[0328] 85 90

[0329] Thr Ala Tyr Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser

23
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[0330] 100 105 110

[0331] Tyr Tyr Cys Ala Arg Glu Gly Ser Asn Asn Asn Ala Leu Ala Tyr Trp
[0332] 115 120 125

[0333] Gly Gln Gly Thr Leu Val Thr Val Ser Ala

[0334] 130 135

[0335]  <210>10

[0336] <211>128

[0337]  <212>PRT

[0338] <213>Mus sp.

[0339] <220>

[0340] <221>CDR1

[0341]  <222>(46).. (55)

[0342] <223>

[0343] <220>

[0344]  <221>CDR2

[0345]  <222>(60).. (67)

[0346] <223>

[0347] <220>

[0348]  <221>CDR3

[0349]  <222>(110).. (117)

[0350]  <223>

[0351]  <400>10

[0352] Met Asp Phe Gln Val Gln Ile Phe Ser Phe Leu Leu Ile Ser Ala Ser
[0353] 1 5 10 15
[0354] Val Ile Ile Ser Arg Gly Gln Ile Val Leu Thr Gln Ser Pro Ala Ile
[0355] 20 25 30

[0356] Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser
[0357] 35 40 45

[0358] Ser Ser Val Ser Tyr Met His Trp Tyr Gln Gln Lys Ser Gly Thr Ser
[0359] 50 55 60

[0360] Pro Lys Arg Trp Ile Tyr Asp Ser Ser Arg Leu Ala Ser Gly Val Pro
[0361] 65 70 75 80
[0362] Ser Arg Phe Ser Gly Gly Gly Ser Gly Thr Ser Tyr Ser Pro Thr Ile
[0363] 85 90 95
[0364] Ser Asn Met Glu Ala Glu Asp Ala Ala Thr Tyr Phe Cys Gln Asn Trp
[0365] 100 105 110

[0366] Arg Ser Ser Pro Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg
[0367] 115 120 125

[0368] <210>11
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[0369] <211>133

[0370]  <212>PRT

[0371]  <213> /i,

[0372] <220>

[0373]  <221>CDRI

[0374]  <222>(50).. (54)

[0375]  <223>

[0376] <220>

[0377]  <221>CDR2

[0378]  <222>(69).. (85)

[0379] <223>

[0380] <220>

[0381]  <221>CDR3

[0382] <222>(118).. (122)

[0383] <223>

[0384] <400>11

[0385] Met Gly Trp Ser Trp Ile Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly
[0386] 1 5 10 15
[0387] Val Leu Ser Glu Val Gln Leu Gln Gln Ser Gly Pro Asp Leu Val Lys
[0388] 20 25 30

[0389] Pro Gly Ala Ser Val Lys Thr Ser Cys Lys Thr Ser Gly Tyr Ser Phe
[0390] 35 40 45

[0391] Thr Glu Tyr Ile Met Ser Trp Val Arg Gln Ser His Gly Lys Ser Leu
[0392] 50 55 60

[0393] Glu Trp Ile Gly Ser Ile Asn Pro Asn Thr Gly Gly Ser Arg Tyr Asn
[0394] 65 70 75 80
[0395] Gln Lys Phe Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser
[0396] 85 90 95
[0397] Thr Ala Tyr Met Glu Phe Arg Ser Leu Thr Ser Glu Asp Ser Ala Val
[0398] 100 105 110

[0399] Tyr Tyr Cys Ala Arg Gly Asp Phe Asp Tyr Trp Gly Gln Gly Thr Thr
[0400] 115 120 125

[0401] Leu Thr Val Ser Ser

[0402] 130

[0403] <210>12

[0404] <211>133

[0405]  <212>PRT

[0406]  <213> /i,

[0407] <2202
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[0408]  <221>CDRI

[0409]  <222>(44).. (59)

[0410]  <223>

[0411]  <220>

[0412]  <221>CDR2

[0413]  <222>(75).. (81)

[0414]  <223>

[0415]  <220>

[0416] <221>CDR3

[0417]  <222>(114).. (122)

[0418] <223>

[0419] <400>12

[0420] Met Arg Phe Ser Ala Gln Leu Leu Gly Leu Leu Val Leu Trp Ile Pro
[0421] 1 5 10 15
[0422] Gly Ser Thr Ala Asp Ile Val Met Thr Gln Ala Ala Phe Ser Asn Pro
[0423] 20 25 30

[0424] Val Thr Leu Gly Thr Ser Ala Ser Ile Ser Cys Arg Ser Ser Lys Asn
[0425] 35 40 45

[0426] Leu Leu His Ser Asn Gly Ile Thr Tyr Leu Tyr Trp Tyr Leu Gln Arg
[0427] 50 55 60

[0428] Pro Gly Gln Ser Pro Gln Leu Leu Ile Ser Arg Val Ser Asn Leu Ala
[0429] 65 70 75 80
[0430] Ser Gly Val Pro Asn Arg Phe Ser Gly Ser Glu Ser Gly Thr Asp Phe
[0431] 85 90 95
[0432] Thr Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr
[0433] 100 105 110

[0434] Cys Ala Gln Leu Leu Glu Leu Pro Phe Thr Phe Gly Ser Gly Thr Lys
[0435] 115 120 125

[0436] Leu Glu Tle Lys Arg

[0437] 130

[0438] 1

[0439] 8
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