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L. — R &, ke NFRIRAE Y, o2 A-BAK, Tk BB & QKLAT E £ 84 .74~ 64
A-BHRIE , R, Hodr, P 342 1 S0 B G 22 A-BITRN- K iy 7 Ak FTA-BC— R i ke 2t

2 MRIEACHE SR LT IR E ), Horh, FrikA-BRikE 5 A A SEQ ID NO: 1-10H4F—
FIT R () 7 1) 660 ik, G 34 His%k F9 QKLY (SEQ ID NO:1) JHQKLV (SEQ ID NO:2) \HQKLVF (SEQ ID
NO:9) FIQKLVF (SEQ ID NO:10) .

3 ARIEAUR] R 182 iR B BRI E4 , Hodr, BT MARAL & P 2 R IK

4 AREBORELR L 239 AR — BT BRI &4, A« 1) FEAH N B L &1
WR S5QAREL , A FASE R GG = 0Q, /8 1) 5 AR B S A EL , 38 I8 2 1) Q
A/ BKAN/ BRI R 52 0 10% VB D20% B 2025% E/D30% E/035% E /040 % B
EZA)

5 RIERCFE R AR — BT iR KRR S, Hordr, Bk A-BIIK /2 QKLV (SEQ 1D
NO:1) .

6. tRIEBOFE R 1 5 F — BTk I MRG0, Hodr, Bridk A6 & 0k A 2 T A A
ice

T ARPEBCRE R RO AE— TR L&), Horb, Frid i3 7 5 -8 = AL R A/
SR DRE B 3 1 F1 /B — AN B 2 AN TT B R ES 7 » B HLZH A

8. MR ZL R TR A&, Forbr, P il e 4 1 BE PR e | AFNG , A/ B b Pk ]

HRefb s AC,

9. MRIEBHNZE R B 8HFAE— BTk A&, Horh, Frid i #2152 AL R GCGELCGC,
Bl A R

10 AR PERCRNZR 1 29 AE— DT R AL &4, Horb , Frid & 3 7 5 PEGSr 1.

11 AREACRIZ R LA IR IR A 4, Hor, Bl MRAL &40 5 DA T 4544«
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12. —Fh i 5, HoA A BRI B R 14 LT — TR RS

13 ARFEAUCR R 12 iR 1 G g% SR, Forbr, iR FOIRAL S WA B 22 3 a1 o el o %2 IR
P 358 5

14 AR BURELR 13 B i Fe e Jt, Horbr, prid s i 3 2 4 1f3E B & 5 (BSA) BT
TS A 928 i P 49 e )2 B FLAM 5 AR 1 (KLH) &

15. — M A, HAESHRE R B 1TTHE— D FTR P A A PR R 2R 12 8 144 E:
— IR 1 e g S

16 AR PEEUCRIEL R 15 TR M H 59, Foab AL & 157

17 AREBRZR 16T IR I H S, Frid e 71 2 i PR R sl &L A A 4

18. —Fh A B PR, Hd: Sk 45 & B QKLY (SEQ 1D NO: 1) J5 41 B AH & AL 5 F1I I A-
Bk, [EEH HISEQ 1D NO: 1-10F4F— AN

19 ARIEACH ER I8P R Pk, Horh , Frid Hifdsde e 45 & A-B B R AL, Horp, Pk
KOAE FES 5EGHUAR 2D WA B LRI EL, o, ik 2 /b AN E 4L 2 B 1R
JEHNQKLY (SEQ ID NO:1) P HIQK.

20 AREBRE R 1I8FT IR I Pifk , Horbr, irid R A7 83 £ QKLV (SEQ ID NO:1) JHQKLV (SEQ
ID NO:2) \HQKLVF (SEQ ID NO:9) 8QKLVF (SEQ 1D NO:10) , 8% H4H .

21 ARERANER 18 20 AF— WU iR ) idls , Horh, Bl PiAg 2 s e it B R 1 55 &
AEDVERAFAE T FIRAL B 40 1 FH 5 R A IR 1) 74 GRE S 1tk A/ Blde B ME A, Fr iR B R A&
YT IR AR ZE R 2 LT AR — TR I PR E A , i A B A WISEQ 1D NO: 3fr7R ()
I ENEZ RN

22 RIERAN LR 18 R 21 P AR — TR R Puak , Hor, 5A-BHELARFN/BA-BJR LT 4EAHLEL
Frid Pk Bt 45 A A-BRE R AR

23 ARAEAUH R 21 Fr ik B pida, Hor, BT 126 3 M 2 WFA-B5E BEAR 1) 1 $E L A-B R4
A1/ B A-B IR LT 4 0 g 2 /035 B 5% L B 1045 2045 L = A 304% &= 4045 & /D50
£ 2010065 2050015 . 2 /010001

24 FRIEACRNEE R 18 R 23 AL — AT IR R i fa , Horp, Fral Prass AN RE = v A/ Blak 25 14
S5 P HIQKLY (SEQ 1D NO: 1) BRAHSC AL ELAERL AT H b, EAERLI P51 2 T
FEAEPUARI IR G P 0 B EE T AT E A QISEQ 1D NO: 3F /R 7 FI I ELAENK -

25 MRIEAUH ZLR 18 2 24 AR — TR iR I Pofd , Horb, Frid Hifh sk = s B A 7] ZH% 1 5
A-BEAPR A/ B A-BR AT 4k PELRL I JR AL 455

26 R IEAHNER 18 B 25 AE— T IR () pifds , Horh, Brid Puag /2 f s B Pk al 2 vl
k.

27 FRAEBUFEE R 182 26 F AL — T iR Pk, Horr, Frid Hifd Nt diig .

28 ARIEHCFEL R 18 R 27 AE — T Fr ik (M HiAk , Horh, ik HifA 22 ik H Fab . Fab’ \F
(ab’) 2.scFv.dsFv.ds—scFv. AR GRPUAR I BTk BT R I 2 BRI Biik s &
F B,

29  FRAEAUH) EL R 18 22 28 W AE — T AT iR Pk , oA, 25 22 ik ] A% [X 3 R 22 5 m] AR [XC 3
ARG Rl G, BT I 25 B A] AR X860 7 B AR 8 X 33 CDR-H1 . CDR-H2FICDR-H3 , AT i 2 45 m] A%
X 38,49, 2; H A 5 [X 3 CDR-L 1 CDR-L2 FICDR-L3 , 3F H AT iR CDRI & K88 /7 51 A & UL T )5

4
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1
CDR-HI  GYTFTDYE (SEQ ID NO: 11)
CDR-H2  IDPETGDT (SEQ ID NO: 12)

CDR-H3 TSPIYYDYDWFAY (SEQ ID NO: 13)
CDR-LI QSLLNNRTRKNY (SEQ ID NO: 14)

CDR-L2  WAS (SEQ ID NO: 15)
CDR-L3  KQSYNLRT (SEQ ID NO: 16)
CDR-HI  GFSLSTSGMG (SEQ ID NO: 21)
CDR-H2  IWWDDDK (SEQ ID NO: 22)

CDR-H3 ARSITTVVATPFDY  (SEQ ID NO: 23)

CDR-LI  QNVRSA (SEQ ID NO: 24)
CDR-L2  LAS (SEQ ID NO: 25)
CDR-L3  LQHWNSPFT (SEQ ID NO: 26).

30 AR AF R 18 B 29 A — T IR B Hida , Horbr, B oA A0 & =1 55 T AR X 8, P
IR F A AT AR X 30 B 2 1) WISEQ 1D NO: 18Ek 28T /R R IR 741 ;11) H 45 5SEQ 1D NO: 18
Bi28% /050%  E/60%  ET70%  FE /80 % Bk /90 % [ I [A — MR R IR R A, Hodr,
CDRFHIUISEQ ID NO:11.12.13.21.22f123 7, 8i11) {5 sr BV A 2 L8 7 511) -

31 ARFEAURE R 18 B 30 AE — T AR (P, Hodr, prid Hii A0 ek vl A8 X 88, B
B AE AR X AL E 2 1) WISEQ 1D NO: 208k 30T~ Z LR 741, 11) B 5SEQ 1D NO:20
H30E 50% = 60%  ET70%  FE /80 % Bl 2 90 % A [A — MR R IR R A, Hodr,
CDRFEHIHUNSEQ ID NO:14.15.16.24. 2581267, 8iiii) ff P BUSHI R BB F A1) «

32 RIEAANER 18 31 AT — WUl () s, o, i ik = 5w A8 [X IR 2L 1R /7 91 1
SEQ ID NO: 178427 From A% R /3 51 B 3L 2505 7~ 1 H s A A 8 X i s A/ i 65 i
SEQ ID NO: 198K 29 Fris A% R J3 51 B 25 05 7 18 H B A % X A 1) 5 ] A3 IX 3
BBR T

33 AR AR LR 182 329 AE — WU FT il () oAk , Forpr, ik H B ] A8 X 33 SEQ 1D
NO: 1884 28 T 7~ 1 & 24 R /77 41 B b L 2H Bl , A/ B3 AT i S ] A8 X 3k B3 £ SEQ 1D NO: 208130
T 7 1 28 B8 7 471 B pH L 2H i o

34 ARPEAUREE R 18 R 28 AE — T Fr R P fA , Hordr, Frid budk 56 & insk 6 71 /5K 8
1 25 I CDR P I Pk 5a. 5+ 455 NA-B.

35. — MR G, A SRR B SR 18-34 AT — T BT ik A 7044 A0 A G bR 10 B 40 g
B

36 AR HEAHN ELR 35 PR (1) G L G-, Hor, Firad Al A A 1o B 2 R SR TRUR PR A% 2R 1
1B AT 3 B T8 WnPET A% 1 3238 3 1

5
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=il

37. —FALEW), A E BRI ZR18 2 34 AL — TUIT IR 1Y) P BIBUA 2R 358536 fir i
R S R A ATk 3 B A MR o

38. — FIXIR 73T » FL A RGN ZE R 1A 14 AR — T T I8 1) A & W s e 8 i 1) 2 1 T o
I3 A EE SR 18 28 34 7 AR — T A8 1) 7 A4 BRUBUR 2SR 35136 i 1Y) 8 1 o S e 2 540 o

39. — MR, HAL S BRI ZER 38T IR X IR 701 o

40 — P At , R TA BN ZOR 1 R34 AE — TR M PUIR AR b e b, i 4 2
BRI ER3IFTIA IR 4R K A4 AR

A1, — A&, F A S BOR Z R 1-11 AR — BT R AL & ) BOR EE SR 12- 144 —
TG IR FR) G 2 Ji BRI SR 18 22 34 AL — T BT (1 A4 AR 2R 35 B 36 FIT i 1 S e 48 15
P BRI ZER 3T R (R A4 BRI ZE SR 38 ik AR A% IR 731 UM SR 39 BTk ) 48 A B BUR )
TORAOFTIA I 20 o

A2 — T if) & BRI ZER 18 2 35 - AL — IR IR ) AR 1) 075 92 » A 38 17 52 1 it PSR
FOR1- 149 — TR i AL S P e e 2 i, B8 & ik Ak S WA S i SR I & 90 BL Sy
B HUARRN/ BT XS P it FH A B 0 B G 26 iR AN/ B A-B IR S A4 B R e VE B PR LA
(I 20 L, T M B = B EL A R 208 1) 56 A-BIK 1) BB K 1 &5 4 N/ sl = sl BL A ) 22
RIPEERE 5 o

43— Fhif e LEVIRE L R B A S A-BI 1% 125 R A -

a [ AR bt SRR R 18 22 35 A — T BT I AR BOBUR 25K 36 837 T i 1) e 1%
LEYEA; UL K

b ATMMET IR R S YIRIAF AL

A4 RIEBUANZERA3 IR 0 J7 3%, Fo T8 5E Frid ZE WD FE dh 2 15 & A A-BEEIRAK 1205
EEREE

a. fESCVF LU  A-BEERRE SRS F T AEFE i S XTA-BEE R AR B ARy S A/
B PR PR R BOM B SR 18 A8 35 AE — T i ik ¥ A4 BBSUA ZE5R 36 B3 7 Pk 1Y) S e 4 45 W 45
fio s LA K

b ATIAENTE S PIRIAFAE s

Horp, PR N E S A7 LR W T b A il T RE 5 A-BEE AR

A5 ARYEBURE SR AP IR 1 7598, Horr, M E Frid E S &

46 . ARYEAUAN EE R A3 A5 PAT—TRPTIR I 75 3, Fory , Bk o oot A 5 o 4 2R s L SR )
AL L3 L3 A/ BRCSF

AT RAEBUFZR A3 A6 AE— TP K U532, Fe b, B o2 A A o

A8 ARIEAUAN ZERA3FAT AL — I IR K 77 3%, Ferp R R i 5500 JRE, AR a1 5 e i A
dh AT LA

49 RAE BRI ZR A3 A8 AE—TRPTIA K U532, Fe b, 38 I SPREGTA-BIKI /KT

50. — il 52 i T A-BACPI 7 T VA

[ XURS: H BPRJ5E AT AD BB AT ADIY) 32 158 3 it FH 25 ORI 2R 35 836 Fir i HL A 1) 4 2%
B, b, Prid A g & 2 ek AR s B A IFR 10 AR e E S AT AR I o

51 ARGERHM ZR S0 iR () 73, For , BT AR ic A& S U R A% 2R (1 IR FEL 1

52— FIAESZ G i i LK U5 i, FA A 1) 32 3 Tt P BOR) SR T A 11—

I

6
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TR 1 Stk &2 & AT A 5 QKLY (SEQ 1D NO: 1) AR < AL jE 77 51 () FRoIR
e EY) G SR AN/ B Fr BT IR AL S BT e 02 S A S s UL R AT 3 Hh 2y B Rk S PR e
PR S5 6 Bt FH 1040 S P B 492 5 P IR A-BIK ) 40 B R/ BB

53— PPN Il A-BIE R AR BEFE ) T v, 1% 7 AR R IEA-BR A iR 0 2 5 75 2
Ak 1 ik Bl 1) HL e A R4 A ASUR) B SR 1 28 36 AT — T T IR 0 A—B I SR AR S i gk %
PEHUR BRI S 51, LA A-B IR S A/ B SE B AR S 5

54.— PGy T ADFN /BRI B A-BYE M A B 1 AH DS R I 7 3, 1 O R BLE ) A 7R B %
B 1) A R AURZE R 1-36 AT — TUAT I () FLAR B S e 28 &4 AT 1 HiA-B T 5 4
K5 S M BE B PUAR , 5L & BT IR B IR 25 4 640 5 2) Tt FHAS 2 QKLV (SEQ D NO: 1) 5 AH
KZRALF FI 5595 S 1 70 B AR A B L & BT iR PR S I 294 54, 503) i A
5 B 5233 it gD L I AR Bl 2 1) 28 S R AL IR » BB 5 BT R G 1 44

55 AR FE AN ZE SRS AT R 1 7%, Hod , A A SC AT IR (R AR R ok B 6 7 52 30 1 4R
YIRE i PR A-BRI A E SR T

56 AR YRR R 532 55 AT —TUAT IR (1) 51, b, it 22 T — Fh o AR Bl e 128 I

57 AR BRI R 53 Z 56 AT — T IR 1) 7735, Hodbr W Bk s 869 s i VA
A D ENA% TR B K B B it FH T 0 sl ONS T e 354

58 AR HEAURNELR53ZE5THAT—IUAT IR 1) /7, Horp TR A S W2 B & 525 Lol i
2 IR R BB R VR A TR B sk S 2 R K 25 0 AH 50 o

59. —Fh4r Bk, HoA A HANSEQ ID NO: 1-107 73 8 41 (AT — AN T FI 2 R T ABJK

60 . AR Fa AL ZER5IFTIR 1 73 B I, Forbr, BT 2 B0, e 12 7 B FRIR K, Hod, Fridk i
BT I AR A-BIAN- R i 7 2 A1/ BA-BC— R uifg 7 22

61 . R B BRI ZE SR 5986 0 FTidk 1 7 5 ik, AL ml A bt

62. —FL IR 7 51, FL g AUR B SR 59261 HH AT — T BT ik (19 43 B 1K o

— PR IR R IARUR)ZE R 18 Z 34 AL — T AT i (1 P AR
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TER R HBRALKEE TR

[0001]  FHICHITE

[0002] IXEEPCTHITE 2R 2015511 HOH $25 1 3E [ & R H i /7 51 '562/253044 ; 201642
H1H A ZEE LR H i 75 '562/331,925; 2016457 H22 H #2232 1 35 [F & R B i 751 5
62/289,893; LA J2 201649 H12 H &4 3£ [ LR H i 7 41°5:62/393, 6 1 5H AR S AU &4 s
% B 5 AR .

BRARGUE
[0003] RN JT0 Moy bt 8 1 B (A-BERAB) R AL S HepidA, I HSE B AR S AEA-BER
AR R B AT R K TN RA-BRAL , DL AR BT &) L i

EREA

[0004]  {ER36-43 R IEER IKAEAE M TE M FE R -8 (A-B) A2l i BAN v 3 WA R FH Ve K0 FF 117
PRER 1 (APP) BRI P4 o FE R JR P HE BRI (AD) BB vh , A-BRT AR T AT I M AR RS 1 IR
LR TIPS R AR A AR S, A-BUL T BN AESE KL I 2 KBS T A7 A 72 TR 4T
A3, A-BTT LA AE AN ] () F 285, 3 TR R T R o 3 B 55 ) o 11— 6 2 48 38 o [ Z5NMR
ME .

[0005] {5t , £E 85 1 £ 4 e (PDB) A vl 3RAG JLAH SR L1 4E s AR G5 0, J5 1 0 e 8 =4k 45
PR ) o AR 2 0 o LG — E X RRABZS #4 (PDBAI N , 2M4J) 5 AB—40 5 4% F) XU X6 PR 445 44
(PDBHi N 2LMN) FIAB-42 BLAA ) BLEE AT 27 A7 45 25 74 (PDB% A 2MXU)

[0006]  2M4Jf 45 ¥4 FRE T J.X. LU, W.QIANG,W.M.YAU,C.D.SCHWIETERS,S.C.MEREDITH,
R.TYCKO,MOLECULAR STRUCTURE OF BETA-AMYLOID FIBRILS IN ALZHEIMER’S DISEASE
BRAIN TISSUE.CELL Vol.154 p.1257 (2013) 1, 3 H2MXUR &5 M1 TV . XTAO,B. MA,
D.MCELHENY,S.PARTHASARATHY,F.LONG,M.HOSHI,R.NUSSINOV,Y.ISHII A BETA (1-42)
FIBRIL STRUCTURE ILLUMINATES SELF-RECOGNITION AND REPLICATION OF AMYLOID IN
ALZHEIMER’S DISEASE.NAT.STRUCT.MOL.BIOL.Vol.22p.499 (2015) #1,

[0007] W RA-BRERART RILET FE W B4 RAIFRE T, H HAEY) v 85 F= M A 4k
A F PR A T2 ) OB R A B (BRI AR 358 (LTP) )

[0008]  Z=4 ARHff i B R AR A S5 4 o Ak , NMR AN H: & E 4 26 B 3 SR AR ARNAEAE T 30— I 7y
FEE R R, TR AFRAE T B PR AR () 3 G nT 8 vT S e g ik b o i L, B 5K
A T A 1 R P AR T B A B A A 1 W B (T 2 B AN R, (H R 2941 T 81 771000
%) 453X A H An A LS

[0009] [ EH5,766,846;5837672H15,593,846 GEid 5] I AA ) #iR 7 P A= 41 %A
B O &5 R BT B PR T P . W00 1 /62801 Hfiid 1 AE R FE R 13-282 A 45 & A-BI Pk
W02004071408AFF T N AL 44 . W02008088983A1 ik T 45 & vE M RE SR 18 (A-B) ik 34
HERRE AN EZANR G (PEG) 47 FRIPUA 7 B, Frid$iik v B w4 A 2 R &
13-282 [a] f) AA-BJik . SolanezumabfCrenezumab%h & A-B_F 1 Z IE/L 16-26 . Crenezumab 5



CN 108350053 A ﬁﬁ HH :I:; 2/51 71

B SR IR RN 2T E AR AR o R B X HTAR (B dfisolanezumab (B2 BE 2K 2% A A7) Al
crenezumab (G EE/RZEAN 7)) fLF-Lse 4l & s ikA-B 1] .
[0010]  fitife mide i 45 & A-BIE IR AR P A Je FEAE Y

LZRAR

[0011] A SCHEIR K2 AR FEQKLY (SEQ ID NO: 1) BEH:#B 40 2H s I A-BHR ) 26 7 ({36 Hhu A
RRAL) e HAUR AZRAT L 8 NIR B H B R T HA-BRE R MM 5 AR X A3 FF I B
HA-BEE SR

[0012]  — AT EFELEY) RIEH IR EY) , A E A-BIK, PR R A& QKLA 2= 2
8ANVTAN6NA-BERIE , AT, Horp, ATid i 12 7 S0 8 Bk 23 A-BAN- A iy 7 L AIA-BC—K
Uiy R i

[0013]  fE—Fhsizjiti /730 rh , A-BAki% H ELASEQ ID NO: 1-109AF—ANFrid 77 51 () ik, HoAT:
e HI%E F QKLY (SEQ 1D NO:1) JHQKLV (SEQ ID NO:2) HQKLVF (SEQ 1D NO:9) FIQKLVF (SEQ
ID NO:10) »

[0014] 75 55— Fhsicnti 77 2N, ORGP 2 FRARIK .

[0015]  7E 55— st 7 =0, BRI S0 7 - 1) FEAH L) AL S 15 00 T 5Q4H
e, b TANE M G 2 /0Q, F /8 1) 5 AR BB S YA LG, 38 I = 1 QAN / B KR/
LR ZED10%  E/020%  E/025% B /30% B A35%  E /040 % i L 24,
[0016]  7F 73— Fpsiit 77 20, A-BIK/ZQKLY (SEQ 1D NO:1) .

[0017] 78 55— Fhsihti 7y =, B A& Y0 00 2wl e AR 1c o

[0018]  7E 7 —FpsLiiti /7 sUH , FTIR 82 780 & 1 -8 R LR AN / B0 55 [R) Th RE 1) 43T F1 /B
— A ELE AT E RS, B H A

[0019]  7E 5 —Fhsiti 7 b, B i 4 1 2 BRIk H ARIG, A/ B H b ml B BE AL EE 70 Cs
[0020] £ 5 —Fhsiti T b, i 3 -0 5 M R RR GCG B CGC , B L ZH Rl

[0021] 7% 55— Fhsichti 7y U, Brid &8 7B 5 PEGH T

[0022] 7% 5 —Fhsicntiy =N, Bk MR A& e H DL T 4544 -

IRK (CGQKLVG)
O

HN~/< o)
ORI
T

[0023] 0" 'NH HN

H
H2N \\‘H?/N\/go
11)/ O F

it

NH;

#F : CogHs51NgOgS
73 :685.84 4
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MK (C-PEG2-QKLVG)

_SH
oS
0 N
I
Sl HN

NH,
ﬂ;#it . C33H59N901EIS
SFE: 77394
[0024] Al
Wik (CGQKLV-PEG2)
: W o
? (0] \
H 7
PN
01 04{ i o~ NH,
0" 'NH O Oj’NH
HS_ ..\rrm\/”\N
o) i J\(o
NH,
HF3L : Ca3HsgNg040S
NFE:773.94 o

[0025]  —ANJy AL HE L& A ST I FRIRAE A D S I

[0026]  FE—Fpsii Jy SH , BTl 4k & WA I 22 A4 B 1 o B e 92 o P 1 568 711

[0027] 75 i —Fp st /7 sCH , BT M4 2R 11 02 4 L3 8 1 (BSA) B A 92 5 2 3 5 55
AL EE A KLH) .

[0028]  —ANJSTHIALFEE & A SR AL A WA ST ik G 2 TR 4540

[0029]  FE—Fpsii g S, AR SCHTIR A G Wik A5 157

[0030]  7F A —Fhsi 20, i R B R FR s A A AL AR

[0031]  — N7y [ A 35 4 S 1t 45 & B QKLVE #1) (SEQ 1D NO: 1) B AH I 247 ¢ 51 iy A-BJik
4y B PR, HAT R UISEQ 1D NO: 1-10FAE—/NFTiaR

[0032]  7F—Fhati 7 a0, Piik R R g A A-B L RA, b TR R B S EES S
SEE PRI Z DN E SR IR IR AL, Hor, Brid 22 /D AN S E FE R A2 R A QKLY 4 QK
[0033] 7 55— st 7 X, Frid R 478 & QKLY (SEQ 1D NO:1) JHQKLV (SEQ 1D NO:2) .
HQKLVF (SEQ ID NO:9) B{QKLVF (SEQ ID NO:10) , =% i1 H2H ik .

10
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[0034] 7 55— s 75 U Hp , PR S M Bl R 1 45 A AEDV (SEQ D NO: 1) 8i /77 T
R AW (T HU A SCRTR ORI &9, i F A 0SEQ 1D NO: 3Ffrow [3 A1 1 PR IK)
HH (R A 9 AT IR B AG) GRs Sme M R/ B R 1 A

[0035]  7F 53— s 5 b, HA-BEAATN/BRA-BIR LT 4EAHLL , ik Hiik i B vE 45 & A-B
SERAR

[0036] 7 57— Fhsiziiti 7 b, B i 5 A2 FA-BBE SR AR (1) 18 3¢ b A-B B4R A/ B A-B IR 2T
HewH = 2 /D3E B0 B D 10M% 202045 203065 L 2 065 L 2 D506% . B2 /01004
Z /050015 £ /0 100045 .

[0037] 7 3B —Fhsiiti 5 b, PUARAE J MR R/ Bk B 45 A0 5 R BIQKLY (SEQ 1D NO:
1) BAH DGR AL 1 BB K AT st e H , ELE IR 7 21 2 F T P AR U I R AL & P 1 L B
T AT 2 A TISEQ ID NO: 3FT 7~ I F1 1) B Ak o

[0038] 7 55 —Fpsiil 7 b AR B Z Bl H A AT ZE (1) 5 A-B LR A/ B A-B R £ 4 Bt
BRI EE A

[0039]  FE—Fsiziiti /7 = , 4 FHASCATIR I FRARAL B4 (TS M A ST BTk R FAR) A =gk
[0040]  7E—Ffsizjita /7 A , BT iAo B v HiAA B 22 ve B P dd

[0041] 7 i —Fhsii 7 =, Brid fufkse NIRAGPiis.

[0042] 1% 5 —Fpsi 77 20, Frid ik &% B Fab.Fab’ \F (ab’) 2.scFv.dsFv.ds—scFv.
TRAR GURPUAR R B UL L AR PR SE A F B .

[0043] 75 7 — Pt /7 3 AR, A SCRTIR (1) P A 75 e m] AR [X 3k R B m AR [X 3k, Tk
HiFb 2, Bk 25 ) AR [X 3864 Rk 5 X 38 CDR-H1 . CDR-H2 FICDR-H3 , FT ik 4 % ] A% [X 35,
A, B AN 5E X 38 CDR-L1 .CDR-L2F1CDR-L3 , 7 H_F iR CDRI 2 L R 76 41 AL 5 LL T 41 -

CDR-HI  GYTFTDYE (SEQID NO: 11)
CDR-H2  IDPETGDT (SEQ ID NO: 12)
CDR-H3  TSPIYYDYDWFAY (SEQ ID NO: 13)
CDR-LI  QSLLNNRTRKNY (SEQ ID NO: 14)
CDR-L2  WAS (SEQ ID NO: 15)
CDR-L3  KQSYNLRT (SEQ ID NO: 16)
oo CDR-HI  GFSLSTSGMG (SEQ ID NO: 21)
CDR-H2 TWWDDDK (SEQ ID NO: 22)
CDR-H3  ARSITTVVATPFDY (SEQ ID NO: 23)
CDR-LI  QNVRSA (SEQ ID NO: 24)
CDR-L2  LAS (SEQ ID NO: 25)
CDR-L3  LQHWNSPFT (SEQ ID NO: 26)

[0045] 78 55— Fhsi bty A, Frif PUaR A & EE n] AR X 45k, ik S g nl A2 X055+ 1)

11
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SEQ ID NO: 18828/~ & IR T4 ;11) BA 5SEQ ID NO:188428%2/50% 2 /060% .
2/070% 2 /080 % B8 2 090 % 7 41| [F] — M I 2 R R 7 41, Hodr, CDRJF A1 WISEQ 1D NO: 11,
12,1321 22H123 7~ , 8 1 1) AR5 BRI R LR 7 51) 1) o

[00d6] 7 —Fhazitiy b, Bl Bk o & Fe s vl AR X 38, Frid B85 v AR X 35 - 1) 4
SEQ ID NO:208&30F /R R IR IF 4, 11) BA 5SEQ ID NO:20530%2/50% 2 /060% .
2/070% 2 /080 % 1 2 090 % 7 41| [F] — M 2 R R 7 41, Hodr, CDRJF A1 WISEQ 1D NO: 14,
151624251267~ , 8 1 1) AP BRI R IERR 7 51)1) -

[0047]  7& 7 —Fhaiciti 7y b, B4 i) AR X3S 24 R /7 91 HSEQ 1D NO: 178527 B/ (A%
1% 17 5 B8 L 20 7 1 SR A T i s A/ B PTAAR B & B SEQ 1D NO: 198829 Ffr 7 [ A%
P2 7 51 B L 0 7 ] H A S G ) 42 B ] AR X I s R 7 41 o

[0048] 7 5 — At 7 sUH , Bl B5 4% n] AR X 3B A SEQ 1D NO: 185k 28 Fr s I & 2L 1R )7
F Bk A R, AN/ B i B % W) AR X 60 5 SEQ ID NO = 20E 30 F 7 Y 28 FE 8 57 1) 1 i G
R

[0049]  7F 55— Mt 77 0, ik 56 5 k6 F /sl K8 it 51124 1 COR 7 B A P AR 7 4 &5
4 ANA-B.

[0050]  — N5 T A 6 A 5 AR ST IR P A R e G b 12 BR 4T B 25 70U S 25 A
[0051]  7E—Fha it 77 sHb , mlA AR 1060 B A SO A% 2 1 T 7 AT 3 Hb A T4
PETRRAZ 1) 52 8 A5 -

[0052]  — AN THIELHE AL AR SCRTR I PUIRBA SCRT IR B e S A M H &), AT L H
AR

[0053]  — 75 THI A 45 4w A A SCRT IR A0 W B 928 SR 1R B 13 050 2 « AR SC T B4R B AR ST Al
ARE AR R E VIR T

[0054]  — AN THIELFE AL & A ST A% R 1 2044k

[0055]  — AT TG RIEAR ST IR LR AN AL , ARk st Hodb, irid 40 i 2 B & A SOk
BRI AT

[0056]  — /N5 THIELFE 0 & A SCHTIR B B9 AR ST 1) e 928 iR AR ST AT IR 04k AR S
B ) G 551 AR SCHTIR I 0 A4« AR SCRTIR IRAZ R 91 A SCRIT I (1) 30 AR B AR SC Tk
(1 20 P P R

[0057]  —/NJ5 TR AL ) £ AN SCRTIR I BUAR 1) 77 ¥k 5 1% 5 L A4 1) 3203 it AR STk 1t
1A W Bl e 2 SR B AL BT i AL S W el e 5 TR I LA 5 LA R oy BS P AR R/ 8 3 08 %ot il e
(A0 A Bl 92 A/ A - B3 SR Ak LA e i MR B B PR O LR I 2 P, AT i M e = sl LA
] 2 T 5 A-BIK IR B IR ) 45 6 A/ Bk = B R T 2SI BSR4 A

[0058]  —ANJ5THIELAE 2 A DRE R T B B A-BI V2L T VLG

[0059] & fFAYFE S 5 AR SCRHTIR B B BCAS SCRTIR I e 28 45 & W8 fi s LA K

[0060]  b. K MEf] HARSE S D IAFAE

[0061]  FE—Fpsii 5 sCH , AEWRE b & A A-BEE SRR i 1B HE -

[0062]  a.fE VI PUIER: A-BIEREE EMII KM T AR SXTA-BRE A R AR 7
PEFN/ B B 1 A SCRTIR B BT AR BRAS SCRTIAR (1) B 3 28 6 W Ee il s DA K%

[0063]  b. KT S WIHIAFLE s

12
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[0064]  Frpr, WG &R A MR A7 AL R BIRE Al T RE 5 A-BEERAR

[0065]  #£ 55—FhsgitJy sNrh, MER SV &,

[0066]1 7 53— Fhsi it /52U, A6 i 60 35 4 A B B 4 I I 9%  IfL 35 A/ B CSF
(00671 F£ 55— bty sUrp , A A2 AFEdh o

[0068] £ 5 — Rty A, R A i S I ATk 5 SR HTAE i EAT LR

(00691 £ 55— Fhsic it s 2N, 38 I SPRAGTIA-BI¥I ZKF

(00701 Ny T AL A5 U B 32 1 Y A= BT IR) 5 92k 5 1205 10 B 47 T JXURS: F B PR S F8 T AD
BB AT ADIY 32 10 Bt AL & A SCRTR LRI S B2k 4, Fovb , BT IR LR 28 & 28wl A A
s BLRAS AR D AR e 5E e AR .

[0071]  #E—Fhsiiti AU, bR ic R A SO A R 1 IR 7

(00721 —/NJ7 T B4 £ 32 1 FH 5 3 G 2 i L) 5 92k » FL A5 1) 32 U It FH AR SCRT IR )
WA WENA WA ATIEHALEQKLY (SEQ 1D NO: 1) SAH IR AL L 5 PR AL &4
B AN/ AL P i A S VBT IR e SR K B W s DL R AR e b 7y B A M B R 4
Pl FH A 5 ) B30 A0 2 Jir r 1 A BJBK ) 40 0 AN/ BT A

[0073]  —ANJ5 I B AE N HIA-BEE SRR E TR 1 U7 i, A AR R IAA-BII 4R Bk 21 5
A7 5 L SR B e e 1) HL i A R (A SCRInIB R A- BB SR AR VM Bk Ff PE A B O
LAY, LLAMA-BIREE AN/ B SE R ARG I

[0074]  —ANJ5 A5G T ADA/ B EA-BIE M 8 E AR SSR B 05 1%, A AR A
i LK) 32 il ) A R B AS SO IR IR LR B e 8510 » A e S A - BIE I ARy St 1 B
MNP, BUAL & Frid TR 25 ) &) ; 2) it P B 5 QKLY (SEQ 1D NO-: 1) BUAH IS RALF?
A B G S 73 B IRAL S P el 8 55 Bl iR SAARAL S W) 250454 » BE3) 11t 221K 32k
it FH A5 1 TR B2 1Y) e 2 BRI AR IR S B 3 AR 1) 38 A4

[0075] RSt 5 2, A A SCRnR I PLAR R R B iy 3l 0 AR W RE i DA A-
BIFIAFAE Ko

[0076]  #E—RhsiitiJy s bt I 22 T R PR sl e e it o

(00771 fE—Fhsciiti 5 2N rh B HUAA S BE RS W G R 2 B W R IR A AR LA i P
TR ECNSH) F B #

[0078] RSty 2N, FriR 4L S W02 008 5 255 1 m 2 1) M B A T 1 AL
R/ E SN IESE HIREg B

[0079]  — AN AR RS B AISEQ 1D NO: 1-10F775 FF FIl A AT — > 5 51 4 B ABJIK: 1 9
Bk

(00801 Pty A, o2 A S IR T RO MR, For , iR B T AL Ik 22 A-B
FPRN= 2R S Bk i A1/ B A-BC— A i e 2 o

(00811 bty 3, A SO IR 7 B R & AT A bR A o

[0082]  — /Ty Tl R HE G A A SRR 1) 70 B BRI A% IR P 471

[0083]  —ANJ5 T RLAERIE A LA I PR I 245208

[0084]  HRAELA T PEAIR , A2 IF ) H e RF AL ANE RO AT S 110 5 L o 1T I 127 B g 1)
T AE RIS TF I a2k 552 it 7 2R P 9 20 4838 ANV S St ) A AN o DA 810 g 345
(R DR AR A 2 PR AR S LE A 2 DT IR A RTYE FR PY FR 2% D A2 A A B0 T A U B RN

13
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’3 15 BR

[0085] IR &G G Bt B R A A JF I S it 7 =, Hod

[0086] P12 HAZ: k7 AR S 2MAT () H HHREMES A

[0087] P24 ¥R KA S 2MATHIMESR I , BRI{E Tkeal /mol .

[0088] &3/ 7 HA AR Him ke 4 5 11 i 2R 1 7 3 B o K i S ORI, S A A TR ELBE MK
[0089] &4 (a) & oR ¥ R B HEQ 15 I B% =5 IR 7 14 B - THD A 10 1T AR e AR TR R BV
K14 (b) A3 QKLV (SEQ 1D NO: 1) fIFRIR Bk~ &

[0090] P52 R b I K16/ M6 25 J5 11 A FE I T A o A i

[0091] K672 Eon b S L1 TR M6 28 J5 11 A FE I T A o A i

[0092] P72 R Je VIS K M6 28 J5 -1 A FE I T A o A I

[0093] I8 7 FH EE A AL b 5 V2 1 2 1Y) 2% % 1T BB A T 471 R 50 ) TS o UL MR B LE AR 0
FRIETTI T

[0094]  [E9J2 oRA-BA2 K I A R FE SR 4R E I

[0095] || 102 1 7 AT 422300 (1) R T AR (SASA) AL ISASA o5 © SASA; Fllo; « SASAi— (05 »
SASA) pepi?) 25 B o i SR RN B H B IRIR S

[0096]  PE1187R T ¥R IEQKLY (SEQ 1D NO: 1) [rA0%E i) 8 J S50 4 (I SASATH B . 5
AR VR B R AR S5 14 o

[0097] 122 B/RE & QKLY (SEQ ID NO: 1) KRR &I RV R

[0098] &I 132 i v 55 Ji £F 2 v IS B 2 1) A IR JG AH EL , BAOIR BRER IR (CGQKLVG) (SEQ 1D
NO: 3) FTE 8% IKCGQKLVG (SEQ 1D NO:3) H1QKLV (SEQ 1D NO: 1) FIREANERIE R AL
[0099] P& 1452 SR PR A AN B B Ik 2 8] 1 QI 8% HH 1 Ca—CB—-C v —CO8 Jif - [l f1) T £
AFEPIRERE .

[0100] P15 AHAUR% 7% BB o b SR B AT ELE IR (BIA) DA X A-BE R AR FA-BEAA (KIB)
1) 2 THI 25 38 TR LR (SPR) EL3E45 4 5E

[0101]  [&]16: Lb#:SPRELFELE & s HELTSAH AL EARE 77 LIl 45 4 .

[0102]  [RI17: 3k a5 SEORAK  BELEE AR A-B AR FIA-B I SR 1A SPREL 245 & 72 .
[0103] K181 FH6E1OFH X A Fifd (A) At Xt FRAR (CGQKLVG) (SEQ ID NO:3) f=A: firik
PERNAL R PTAAR (305-62,8H10) (B) X ARADAN H 1) BEBR3EAT S 93 2H S0k 2 e f

[0104] P19 14 FISPRIAI#2 (itigh) &5 & e X i £ A alifb i ok b 47 IR i i - A-BSE R
R SR YU SPREE 5 M I8 25 A-BEAR SRR BUAR I 25 A 2 ([ 8] 5 SR 5 AD R E &
FHe T R HE EY) (BH) S R BT  SPRES & M Sk 25 5K H JEADXT HET A i $2 ) S5 4l
SRPUARI S G B (AT s 5k B ADEZE & H I E R (CSF) SR PTIAR SPRES & Mk S
F:K 3 AEADXS R A FECSF S IR PUIAR M &5 G B (IE 7 TE) -

[0105] 20 : 5A-BEERARELE & HHUAAR K AL - SPRAE BRI AAS [ 1R 55 1) 7 oLl ol 45 1) s g
A-BEE A 5[ sE A PR SE A 1 25 i B ] A 7R 1 A X BB mAbGE 10/ 45 3 , KB 7R
T B[R Fh R ) FE ) 45 SR BRI CR R 1T XFER AR (CGQKLVG) (SEQ ID NO:3) 7= AE B ik i 5
B DL T AL A QKLY (SEQ 1D No: 1) FIFRIRBK S URUEE IR K BE I A-BIE SR AR P2 A2 1 L

14
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FRETIEBE M PUIAR TR 25 A

[0106]  [KI21A-C: o T 4# AL QKLY (SEQ ID NO: 1) [ FRIRBE 77 A (AR R M HL AR A7 7
(B5) BiAEE (ET ) I B A-BER AR ARS8 5E 1

[0107]  E22A-B: A) &7~ A7 AE BN A7 7E AN [F) BE 7R BE AR 9 14 1) b 2R 56 R (A) B X 1R
(CGQKLVG (SEQ ID NO:3)) f=AEHHifk (B) I, 5 s T F¢ 1 A-BTE R A& (ABO) [ K R JF AR K o
P TO AT 22 1) 8] o o) R A A 4% B b 2 (1) #0226 (CTRL) , FHBLAARIRL & B J0 3 58 A4 1) o
2 6 A AFAE B AFAEAZE AR AR LR M ALK (HNG) B5FR & It .

[0108]  F 1R T k£ 4 4305 9% BB va ke 1 45 & 1

[0109]  R2EIR T X Pk B it PriAR i &5 &1 a4

[0110]  ZR3%IH T 5F 3R (CGQKLVG) (SEQ ID NO:3) 7= AE FI AR i B TR AR &5 &~ fi &5

I
= o

[0111]  RAFIH T FEAE /K AR [E e 20 23 ) a1 o
[0112] R RGIPETEIENE -

[0113] K651 T 7 f£305-61 (TE9) KICDRFF 5

[0114]  FR7H|H T e 305-61 (TE9) f B 4% A4 55 n] A8 471
[0115] 8% T 7E#305-62 (8H10) fRICDR/F 4]

[0116] 9% T TukE305-62 (SH10) f) B 5% AN 55 1] AR FE 1)
[0117]  K10ZA-BRALFHIFEAF IER T HIEFA-BTF IR K
[0118] K114t | 5 BEMA-B1-42 N Z KT 41

BiEiE

(01191 7= A SRR RS S PE DU 1) et 26 02 25 08 B AR IR 21 4 _E AN A7 AR BA7 AR I RE TR
K45 2 HIA-BIIK L A BEAR o X 6 SF SR AARS e 1k SR AL AE W 05 91 vh ] BE 5 S A B S 21 448 P A
P2 Fr BT AR SR T E A IE SR AR 00 N AR R LR AN o Bl A2 Ut , s 58 5 A
TR/ BRGNS EA TR ZIAF R, A AL T AR/ SR 2R
[0120] A= - T e Aok DX 3 ) PO AR T 1) 3 55k B SR AR AN SR e B R A, DR Bt R DL B AR

I
= o

[0121] 25 7R AT A-BR SR ARTE g B B MR i Ad , A%k BN 11 46 5 78 SR 41 4 (1) 15
LR 5 TR I 5Pl e 2 AR SE ORI 1K SR 4R 4 7 51 1) [X 43

[0122]  Wnskta il ik , AR RN C Q%8 1 IR A4S0 T & TR IR B T X 358 . 4 & B
N&IE TS C 5 E RO RGP LA & H ik bra (G s i h 22 | 58 iy 1) 2 5 AR A
N/ BAN ] T A5 AR) o

[0123] W] DLAdf A A & S0 AR X 3 IR IR P2 AR Bk , iz bk S AR R 7 20 ) BELBERK (591 an A5
I ) ELEE T A1) AR L e Bt S5 B PR AR IR - 38 T SRR 45 BRI % 08 1 RALR R A Rk
PP 2R 5 G R AR A L R B 45 6 G O SR AR X T 6 FRCSFAR e 45 Aok H AD 3
(R CSF A/ B850 %k I T ¥ 12 o 2 B I 2 45 R 18 AD A 1 R I 1 o /2 L0 AD i 2H 2 1)
P LB TR BN] S BEELAE A AR, FE HAR SN TT R IR ] AB S IR A b
FHANZRAE .

[0124] T1.%EX
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[0125] A SC AT L, ARAE “A-B” ®] DLR[E U FR N “VE M FEEE Fbeta” , “VEMFEEEHB”,
Abeta,A-betadl “AB” . JE M FE R FH BAE36-43 MR IR I K, I HAEFEFT A P2 BT G B 4
TR TRAARIE 20, 45 A2 AA-B.A-B40ZFR40 N IEM 2 s A-BA2 2 R 42NN R AR T X
& NIEFA T A-BA2I Z LR /7 517~ T-SEQ 1D NO:31H

[0126]  4nASC R AT, AR SCH R T “A-BERAR” J2 48 A-B (1 4n1-40.1-41.1-42.1-43) Ik
BRI

[0127]  GnAR SR F, RAE “A-BIE AR 248 2 PPA-BEJE (1 4E —Fl, Forp, JUAS (Bl &
DA A-BEARAE AN I SR EEAE /N T 2100, B 5 38 5 /N T 21504 BRI A6 5 R M 10 B4
P = 4e/NER T 1, SE R AR T LA A 384 8K 588 5 22 MR . WA SCRT RIS “A-B
SRR A 35 A BRI A-BEE SR AN/ B R AR A-BRE R A4 o “TRARA-BIEETRAK” S 454K P T B
A-BEEIRAAK, 5 L 7E FeoAT ADF 52183 1 i FICSFH

[0128] QAR SCAr A, R TE “A-BJR 4T 487 B a6 & 1R 7 WAt~ Bon4F etk g5 M JE 3t
MM 5% 1) BN A—B IR ) AL AR 1K) 93 T 45 ) o £ 4R 465 M) 3 S A “A8 XUB” 450 T 2 RAR I
KANEA W BRI HLE A2 nr DU & T 30T B 5 AN A Js 4 4 vl DUd it e T4~
FARREE DL IR SR PTER , X AEADK) £ ER B 22 T 2 M 2 —

[0129]  GnA SC AT F AR TE “EBEA-BIK  A-BEAAR AN/ B R £F 45 FR QK LA/ BRV & 48 AR [A]
MR B 5 E AR ML A-BIK (A-BEAMK RN/ BA-BJE 4T 4 (49| 40 £EPDB 2MJ4 A1 & 1470 B
) QI FTIR PR AR A 16 BRI AT R PR R (B a0 7ERQKLY (SEQ 1D NO: 1) [
THOLT) F—NECE A A EAAR IR T 5 R FEQI SR B iR 21 4 A LE (W AN R A B 50 AF
KI5 653 7 27 T B FEK AL I A [F] AU G504, 3 HKAIL AT LA 5 JR 4R 4 F s AR 2 [X O3
T AR R G nT DU SR, b b A G B8 /D BN 2“2 il an B 134ERE 1 BTk Bk &
Y HQ KFILEL FEA-BEAAR B 52 2 A

[0130]  RIE “FEIR” G4 AT A RIAAFIEM TR UL A L - 2 R « A FR I i 7]
DAELHEAN ] 1 [R) AL 26 o 2 25 1R T DA B B IO AU O O - 141 - 15 AT HUA B — 1 21 filk—
13V B e AU AR A

[0131]  ASCHT HBIARE “Bifk” & £ OE e uih 2 oo Pk | Bk B ifibuik N IR
BRI B iR A Uik LI g & B B (B FE B an s Fab A B JFab” 2 B BBl S BEFv F BYD) o
ASCHT R “H A5 5 LG v R 2 R A A IR 2 s B TS W FH TR AT A ) B
BEPTIR . PriR R LAk B 2RI/ SIS (a0 fe 7 2N e e 58) AR = I B ]
DA 522 DR Sl 4y v B A FH AR A0 2 R 7 A BnT DL T Qs A K S 26 16 SCE AR A B N
Pudh o NIFACERFL & i & Puid o] DLALFE SR B — Fhak 22 P E) B2y s i som2Rm 17 41
[0132]  JE i “/r B P B 48 T 2 AL P2 BRI SRR 2B B4R 3 Bl 1 A = [ Bk 461
Wzh¥y ZAc s e i R AP~ PR i) 2 20 R H TR ol 4 B 4D o 43 8 O AT
H & “aifb i) X AR S 2 :80% .85% .90 % 95 % 98 % 5199 % i) 4L JiF .

[0133] WK TR FHIIARTE “456 7 B 0 B0 75 b 56 1 B 58 BE P AR BT A e B /D (1) R 2
Fg ik B 256 B R B0 Se I Bk 58 4 I DR BRBTAR BE 1) — 350 23 BGER 7 AR IR R 25 6 B B
I HEAFR FFab.Fab’ \F (ab’) 2.scFv.dsFv.ds—scFv. 84K 9K Piir B ik Pt
PRFNIL 22 TR . B B ] L JE st A0 27 B A B 56 2 B 58 B () DU BSCP A B T 3R A Bt T
DLid ik 8 20 T Bk A o 9, my DLE IS B B AL ER BAR P AEF (ab) 2 7 B ml DAL B
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R EIMIF (ab’) 2 7 B LLIE JR B 8 1 A2 7= Fab ™ i Bt o AN 1 i H AL 7] DL 3 2 Fab F B T
%o AT PLIE I 5§ 2H R iE H R F @t Fab . Fab’ flIF (ab’) 2.scFv.dsFv.ds—scFv. &4k Y
PO AR R e LR 7 BEAE & i B

[0134] A& A N FIARE “IMGTSw 5~ 8¢ “ImMunoGeneTics i FE 95~ & F6 dn 5 R IE R
BRIE ) F Gt , FLEE PR ) 2 B AR 4 T AR DX Ig ) HL e s B R Bk Ak el L SR A A 4 B T
3 (BIEAE) .

[0135] AR FR R LS A B UnQKLY (SEQ ID NO: 1) FIRALES , B IR PriRss 7 45
B A R e AR AL A K, B AnQKLV I 22 /b2 sR 3L , A se/NE g, FE HAES &L
5] [ e 2856 R e A B ORI DI 2 I A7 B I8 O 7 471 2 TR X A) o IR AR R P A — i 5 QKLY (SEQ
ID NO: 1) MR s I Ffil, 3¢ H PR R4 A 1 B AN AN S S TR B B O A — 08 1 2 52
DVEEES- AT s IR

[0136]  “HLARME PR NI BRI 45 & v it R R ALFI QKLY (SEQ ID NO: 1) HIRAII , F 5
PRI S & 5 A R e BRI — Ml 2 Pk E M R ELR G H B L. 5 — M R 455 ik
Bk 5 B RS AN I 2 o 90 2, A Bu AR R R D ARG T/ I 1) B IO 36 1tk &5 5 6 15 QKL V B
FEIRRAL IR IR, ik LLLL B 45 & B K 2 /D m 265 1 55 A 145 6 IR K

[0137] WA STl A, R IE “My R R AL” 48 H h 2 B 7 51 A e 8 1) =4 g5 i B 3R AT
Horb AH ) BB AR S A A R AL B R AN AE I = 4E S5 A — AN T3 T R IR PR 0 R
PEZE G W RFE TR R AL PR IR A GRs e MR AL — AN B2 AN 2 R 1 7 (Rl HE 271« 451
i, 546 FHEFEQKLV (SEQ ID NO: 1) A KB AHEL , QKLV (SEQ ID NO: 1) MR KA 451k +%
PER AR I AL o R T PN/ B M 25 -6 M R R AT B B RE P A0/ st B TR ) 3R Ar
JF A — A B AN F IR BRI 23 (A HEA - 45 i, QKLY (SEQ ID NO: 1) #5 SR A7 FR 4 5 1 A/ 5,
R H A TR U QKLY (SEQ 1D NO-: 1) fR AL, 51 405 AH M. 1) B 4%EQKLV (SEQ 1D NO: 1)
AR 220245 345 V545 1045 . 506% . 10045 . 2501% . 50015 5100045 LA b 1 58 vy dk 4%
e

[0138]  4p A ST Ay F Y 56 T+ 2 R IR Bl L M (1) U 1R 7 2 N B0 T 0K 2 ik O 2 2 TR
JF HIARTE: “52 2V R A G B8 AR T A0 L) B4R K7 51 55 41 Bl R 22 K, U R e 1
FAT e % 7 shPERE AR, RECR VR R EH kb o 3 w] DA anie ik #8320 — 10 A 5 AR &
(IG5 B AR B AL, 3 HQKLV (SEQ 1D NO: 1) # 2 il 7E B 137 o 51, 20 3 %) v (s e LA
bE BB IR TE D B S HH T TUDRS A P A1 o 3 by G0 PR ol 2 38 it e e M 77 A T bR B Bt
PRI RIEFEE AT I RIE “S2 88 2 2R 57 B 48— Fhal 2 M i M 50 1 M55 A
(PR VR T AR AR R) LET LA R 52 81 2 2490 2 /010 % , W) i id it 28 IR 491 nQ K LA/
BV B B 8 1 BARTI & £ 52 B8 2 2RI ARR M R AR 5241 QKLY (SEQ 1D NO: 1) AHXS T
JR AR 4 R~ 208 AE (S (22900 —S (BELEE) ) ~F 33 PR AR I 10 %6 B RHE 1L 20 96 B fF 1%
R 30 %6 BRI 40% , >R H A2 LR B SR F , 51 anxd T ELFEIRS (B4R —S (JREF4E)
i (132 7 X MREREAD) -

[0139] LA SC A FHI AR TE “AHOCRAL” B ABQKLY (SEQ 1D NO: 1) [ 2 /DAL, (T ik b
KL H A2 EA-BQKLY (SEQ ID NO-: 1) 8 /b N5k J (1) N— 2R i A1 / B3 C— AR v 7 A 7 1 B2 AN B 2k
FRFR I LR A AL/ BT 2 o A B R AH S R AL v LA HESEQ 1D NO: 1.2, 941109 Ay 7= I A-
BT,
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[0140]  4pASC By R O T BRI ARAE “To ki n] 2R B &5 57 B “Bh = 5 B 7] 288 11
BEeh &7 SRR R A S (B R A B B R R BRI S e, I H
K5 R TgGIIME (B nAS FH Q1) [7) 0 2456 REE 2] (1) 7K~ AH 24 BAN B i 2%

(01411 R “/r S IR 2 Fa 9 fnod b =6 20 B8 A OB AR AR 77 38 AR P2 IR SR (T 25 40 41 g
Bk AR IR R LA BRI . 2 B KT e b A2 it 1) X B FE R :80% .85 %
90% 95 % 98 % 599 % 1) 40 & AT i 25 R AL FE

[0142] iR SC A FH I ARAE “al R AR 107 A2 48 1 WK 51 (B dimy e AR 25 HARR 25, VHFR 2
BUNEARZS) , AT 43 Pt I ak 51 N 24 SRk i) IR B AL & 1) ELRE 8 B 2 sl TR) 422 A 7 n] A A
SR ICEE A, FRid o] LU ARG 261 (radio—opaque) , IEHL TR SHRUR HZ 2 (61
WA FPETEAZ) SOBUR R 2 (B A0°HL PNLHCL PRV PP S 2T I ) s 50k R D)
B RO Ok B &9 N R SR 2L 3R B P EEDORER) - B (sl 4 i B2 1 . -
e L LT B B BRI SE A ) 5 RS s B S S T o TR IR A0t T LA T A 0, 451 G
FH & A

[0143] @ A I RIE “RA” B HURRE R R LR R I PuiR S G AL, 1l 2 2
JOR X B o AN A ST By I “Fefr” 38 AT LR A8 FH BT I8 1 86 6 AR FR T 1A AEA-B E 2 8 I R L TR 7
GBI 53, A4 FH AL & 3R A7 7 H 0 B AT A= AR B0 o 5 G, 15 5 0 B 4 5 B A X 3QK LY
(SEQ ID NO: 1) IIFRIRAL G P AHRE R 43 B K= A= B A4 T 3R ) Bk SR A 7 271 1 8 70 B 4
B AEA LB T R S0, R A T T g B g A, R A AT .

[0144]  4uASC R I ARTE “BE SR 77 e HiiaX S HEFRZ B sl th 25 A (Kon) F1/BLEA H
AINERI AR S A (Korr) FIPUAR S A AR RE BE , I HAE X M DL T TR SEARY A L XS Z 58
KRBT T o [FIRE A SO AR TE “BARSE AN 77 R Fa PR X S BEARY B AR R FE b &5 & A /s B
LU BEARZ B ORI i 25 0 B PR 45 & AR L, F HLAEIX PG OL T SR Xoo SRR Y B A LE X Z 5
RSB AN T Bk 5 B FR TR 2 18] 45 A 158 A e AR IR 9551 /Kol Ka Fo A, KoBE Fkon/
Korr o kon FHkore{E AT LS FH 2 1H1 55 &5 AR SLHR BRI & , 1] 408 FMolecular Affinity
Screening System (MASS-1) (Sierra Sensors GmbH,Hamburg,fEH) . 5 B8 AN F
H (B EERAL T F1) AHEG B W PR S RIEEROIRAR) o 23 R B A R BRIt
IEXTIARAA ) (B FRIR IR BA T KL 7.

[0145]  [R)FEANAR AT RIS “Go e I v 2 T 51 R TR AR = CBOE BT X G 92 S5 e S5 38 40
F1°) T P AR LB e %7 1 e 2 A4 P 20

[0146]  SCT IR AW HIARTE “FM. B B8 EY)” 258 A8 8t 5 AR &P 1R (1)
J7 3 B Ak 2350 S AH R AR 91 Gn B A L DA I R AR A B ELRE (RPHEERE) TR A& 4
(T RK) , 1 A A8 B 1) B R S mT DL R & RO

[0147] R SR B R THURE) “Re R 4567 S bl AR 4607 713 DL S /N s 7
GEG HAERRYUR B, 2N PR E D le-6.E b 1e-T. B D 1e-8. F /D 1e-9m E /D 1e-10
[FIK&h A Fo B AR o KT 22 /D 1e-8HU2E A1 )1 ] BE A& P 1) o v WL & — Fhm] AR S5 M3 1) Fab
Bpts g & 7 BoaT LLBAEE 538 BeAb BiAs i 2 A LA FARL0F5 BR100F5 (1) S5 N 1 456
FLRERR o

[0148]  GnASCA H IS¢ T IR FEME 45 & A-BIE 20 () i R 41 4 F AR B0 5 R AA) SRR &
IR TE RS Bkl 2 Do 203 . B 5 5 2 01045 . 2 /2100
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5 22501 | 22 /05001 5L 22 2100045 55 =y 19 58 A prid JE 20 ALk, 55 55— Rl =0R1/
BB ARG, X R e M G (B an SE 5 AA) B8 B BRI TR AR St DL 28 /D 245 S5 (1) BE RS A
145 &R e R A-B.

[0149]  WIARSCHT FHRIARTE “E8 7 S LM EE 2 A 5 QKLY (SEQ 1D NO:1) RALK
(R % B 2 QKLY (SEQ 1D NO: 1) BRN-A by FHC— R Biiy) 19 IR A4 252 358 7 DL A= 7= R0 A
Yo R AT AL TAT R - A0/ 8 — N B AN AT B B A 340 o 380 A B Re AL o0 ) i b 1
AT DA% 42 22 s R B 1 B A R 1 R 491 G A L i B ) (KLH) o

[0150] AR SC Ry I AR V8 “IA1 R+ i i A AnT = e 928 o A B0 O 38 TR 1k 5 22 B A 27350 4 B
A BB BN R B 1% B A RN ity AN C— R g DA A 7= B B IR S B B IR AR A 5420 5 491 2
6] % - ] L2 22 FHQKLV (SEQ TD NO= 1) & s Fy Bk FON— A< i 1 C— A oty LA A= 7= B K FE LE
QKLV (SEQ ID NO:1) J&HIA & K AR AW o tHE0R Ui, BA TR BT (B an 342 L R ik
52 B FRR K EE V5EA T8] B 7 B PR K B A B R P 38 o () [ - T LA FEAEAN R 1 G L ABK
PEGH & 1 3F G 58 J5 14 3 47, 1 4nGQKLV (SEQ 1D NO:4) GQKLVG (SEQ ID NO:5) \GGQKLVG
(SEQ ID NO:6) .GQKLVGG (SEQ ID NO:7) %5 (ki€ St /7 202 WK 12) . [A] B+ 7T DAL 75 Bl A
e — A Z N E RIS, a0 — Fhak 2 M ez 1R (C) Ak , o mT DUHKCA 7 (A1 RE - 4 5L
S5 1] 5% 7 19— AN B AN R om AN IE B o 24 AnChR 2 1 v B BE Ak 5 R0 i 4 & (W) B 11
—ANELZ AN R i 18] [ 5 TR 42 A0 3% 482 2 Ko 1) [ 3 ] LB T8) B 1B 2+ 1 ) B
RSy, W YR T 5N B B TR 1B

[0151] WAL Ry IR TE “Al B e AR 707 2 18 B “B ReH]” 4k 2 54k, HAE A SO H
B A2 Fi 5 — i 7 22 A B A i T S LI S — b 2 BN SR T (BB “ AN E R
H17) DATE PR AN 5 B 8 R 7 2 T8 b S AB EAE F o A R R R I 1B B Be ] vl BAS m]
DA N T B T B () —SHoo PR b, 451 G322 827 1 BASZCCC o 5 57— i 7 22 A (1) S B v A 3
Wi el sm AE S i, B dn ] DL B Kd ~ le- 4R B Z- 5 B R E A BTSN A
B R AR i i B B b 1e-9. B /b 1e-10. D 1le-11. B D le-12. 8 D le-138 &
/D le-14HIKA A H.AE H .

[0152] & A/ Bl e R0 mT DA B ek (19 A ABIBE) 22 AR K b DA 355 B e 92 iR A2k 5 B
TEARGMIE T 78 9 R ET 9 7% H B, AT LU RS S B0 A ART P B BeAL IR 50 23 (91 T T ok
AN SRR ) o E— PP R AR S T S, AR R AL S R R R R A B
B IO ER I H  J5E _ (R) AR X 1 2 P R s 8 DA T B i B » JE T DA 2 497 Qa2 D 1 3 e
FUGANEAFL M W 85 1 (KLH) , B350 F T4 4 b 72 Bk B 50 138 40 234k 2 I 5 1 8 R i 1 4 1t 3
H & (BSA) »

[0153] WA HBIARE S, ... .. SR I TR AT AR T IR B B L I R
SEE A AR EAE H

[0154]  GnA TR AR TR “Bh#)” 852 0% AAE s 5 B B B R B G FLE0 ), AT
R ELFE BN ELFE N

[0155] AR STl I “Pr 51 2 R AR A2 Horp — Pl R B B e ) — Pl adl PR Wk A Y
ARTTAS T B B 1 TR 75 1 SO P AR o Je e P A AR AL /K P B RTR B B 1) 2 R A T
B AT LA £ A 18 ) PR 7 2 R BR B o DR 7 2 2 TR DA R ) SIS 491 A 3
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[0156]
TR HUR

AR R Al AR S R
FeaK Ala. Pro. Gly. Glu. Asp. GIn. Asn. Ser. Thr
ik Cys
i 105 e Val, Ile. Leu. Met
et Lys. Arg. His
i Phe. Tyr. Trp

[0157] R SC A B ARAE “F3 B[R] — V£ 2 8 9 2% 2 KT 91 50 25 AL BRI 471 2 TR) 1 17 %71
(iRl € N7 N o S R DR R = B - 33k T R e 4 b Al W A e i e S 95 27 s
X LAk B A B H ) (B mT DLAE 28— A2 B R B R 7 F1 I e w1 v 5 A B AL DL 558 —
N IRER AL IR 7 54T AL ) o SR 5 EL B B Z R R A B A% R 7 B i = R R
BRIEBAZ TR - 24 58 — A7 4 AL B 5 28 N F1Hb AR A AR [R] 1) 2 28 R ik 2L Bl A%
TR o5 A, 2R 5 M%7y 7 %A B A A B AN 7 5 2 (8 1) B o b [R) — PR 2 P 21 3R
0 A [ 7 B8 1 5 1 ek 5 (R, [R) — 1 % = AR R E B AL B B H /A7 B 1 2 B0 < I
100%) o fE— st 5 = X AN 7 91 B A FR TR B R AN 51 2 TR 43 EE TR — PR
it 7 AT DA FH A0 RV 5 B FH T LU A 7 0 10 5 Bk ) D0 32 19 AR FIR o) 14 S 491 2
KarlinflAltschul {5 (KarlinfiAltschul,1990,Proc.Natl.Acad.Sci.U.S.A.87:
2264-2268) , fEKarlinflAltschul,1993,Proc.Natl.Acad.Sci.U.S.A.90:5873-5877H1 %
HE X P AALtschul451990, J . Mol .Biol.215: 403fINBLASTFIXBLASTHE /5 11 o 7] LA FH
NBLASTHZ H IR FE ¥ Z 8 AL AT BLASTRL T IR 1 2, 9l an 43 3 =100, K =12 L3RG 5 A H
8 LR 77 AR B R R 7 %1 o AT LA FIXBLASTAR 57 2 3 4R AT BLAS TR H B =R, 9l an 15
53-50, FHK =3LLIR1GF SR TR R 8 H o T RVR 2R 7 5.8 T IRB H T H
(R 23 A LA, AT A TIAL tschul£51997 ,Nucleic Acids Res.25:3389-3402 Al ik [ 45
ZEALBLAST . 8% , PST-BLAST r] -3 47 46 0 7 7~ (]38 2% 5% R IFIERIE R (1d.) - 4 fH H
BLAST. 7\, BLASTFIPST-Blas t#2 /7 i , i UAS & AN FE 7 (51 4nXBLASTHINBLAST) I ER A2
£ (Z WA WINCBIT M 35t) o T B Z1 R B0 SR B oy — PR I i AR BR il P S 5 e Myers
FMillerf 5 MyersFiMiller, 1988, CABIOS 4:11-17) o iX Pk I AAE NGCG I EL Xt
AL — 587 BFIALTGNAE [ (WA 2. 0) H o 2448 FHALTGNAR 7 L B &34 1R 7 H1I B, o] LA A A
PAM120AX B AR FE 3R, 1209 25 A B 11 20 R4 S AL 5043« P AN FF B Z (A1) [R] — PR 4 b aT DA
5 LR AL AR R , B BsA R B0 fE T A L [R)— PRI, 38 Rk SR
UNR
[0158] i FHifhk, 243l i IMGTER & (il inKabat 2 5 15 451) B AR BE $h bb X Hidd 5 21t
AT CAH R B A B R A [R] — VP LE R I i SR S X3 oAk X dak (491 ) 604 B 6 1Y) 5 el st T
A7 X 38) 5 2 BRI AR R DX 47 G B, W) 5232038 0 2 IR B4 X e TR ) & 4 LE e 31 T
— SR AE 2 AN S R TR X 3 b A ) 2 2 1R o 1 o7 B 1) 5 ok DA A X ) L 56
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AL B SE R THE S AL DL 100 LA 45 1 Lt o

[0159]  GrA SCHT AR TE “Re B 7 5107 52 48 B R SR A7 AE (R Bl RS B A0 18] (32 8E) 1B R
A% B T R BRI 3 971 o 2R TR 3 B 475 A 25 AR R SR A FE 1 B AR B HL 573 1 2 A 1 i Y
I R 31 o A B33 A% R 210 T DA I B B AL R e 51) (DNA) BAZ B % 2 7 51) (RNA) 5 3 H.
AT DAELHE R IRAFAE R Bl , 465 R e | Sy M0 | TR neg  Jig EF 0 PR W g o 3 213 AT DA &5 12
T YR T s o 3K T 0 P i 110 S 497 B0, 58 20 0% A I R vy K A L s g 1) A PR s I
FEE M RN GRS o %R AT DL SR B BE 1Y), I HARR A BE Bl SUBE - IEAh , R1E “H%
W LR BAMZIR 7 51 DL L3S 5~ DA B R] SRS 1S540 1) AnAS SCRIT IR “O0 B 1) %
BE 7 507 J2 48 2438 B ZH DNAF AR AL P2 IR A AN A ) P el FR B A R, B A 2 &
G R AR 2 AR B E AR 2 W 5T o 7 B AR B B AR B AN R IR TZAZ IR T R U5 ) A% TR
MFE ) Fe 51 (RIAL T4 B25 A3 R 3 i 2 31)

[0160]  “HYGERE" B ERRIZIRUL RVFIZIREIE B 77 5 2 Fe S8 & a1 % P
FIRT LASKYE T 2 FhoR IS, CLAE A B8 TR AR R FL BN P el B H ) B PR o 1 A Y TR E
FUHL R T B ade £ 000 18 =40, F B AT DL H A U S R N 5125 S L 58 B o XM R )
1) S48 L4 < e 5% R B 1 RIS 0 T BRRNA SR Sl 45 & P 01, iR IR 456 2 (B G B B E 4
B7) o AN MR BT B 1 32 40 AT T A R, R DORE R A 48 0 B AR B AR
DNARR il A7 it s 38 5 1 PG T 3 5155 LI e 21 9 N B ik oAk

[0161]  frA ST it FH I ARAE “BUA” 00 5 F TR 20 1 AR AR vh (R BE 4, FLAE A ik i
4390 T 5 31\ S5 L/ O M o/ B BRI L o B O i
L W R B 3 A (B 1300 SRR B I B, R A OO B A S5 ot ST T IR T
CJPURL” 3 2 4 G 1O AR S84 ) o ) AL AR, A R 2 PRARDNARURE A4, L mp s S7 T e 4k
DNAK fill

[0162] % /D B A () S 58 25 A7 e AR e B A VA b P BLAMZ IR 73 1 [ e 1%
PEIRAE I S5 A o J AT AT LR AEAE A B BB 0 R 7 91 03 1 b o FR S840 K B2 3 0 28 /b Ty
15 ($114120.25.30.408¢50) MZ IR « ASIRAL AN SN RSB, LW BE AR B AR S AR 72
SEVE R TmiR 5E , TmoE 35 BN 2 b 2 A 8 1 VR BE AR FE AT BR K (Tm=81.5"C~16..6 (Log10
[Na+]) +0.41 (% (G+C) -600/1) BRRAATEF) o Rl , B 8 2428 A€ TR ) Be ik A rh I 2 80
BV TR AR O 1 E S ORI IR 2 T AR MEAS AR 231, AT DU 1 %6 S I T 3
HTmfE R 1°C, B an 2R FHR B >95 % [Fl — R RIAX IR 73 ¥, Wl de 2% B Ik il P2 4 P IR 4405
CoHe T IXELH L&, RGN 50K BE US4 5 Mk 35608 24 1) 28 58 2% A o E D0 3k St 7 2K
H B IR A AR A BRI AR S5 A S PR 2R A8 T B4R R, #ETm-5°C
AESXEALIN/FTERER B (SSC) /5x XS BIRF I/ 1. 0% SDS N #EAT 2858, #FH#E60°C 0.2 X
SSC/0.1% SDSH Pk o & ™A% ) 28 A 56 AT B4 #E42°C R 3x SSCHBEAT Y 20 J& - SR 1 , o2
TZFRARR) T A A [R] B 92 v 326 R 5 R DA S 348 [ 0] P 1 o A R R A8 SR AR I L 4
58] WF :Current Protocols in Molecular Biology,John Wiley&Sons,N.Y.,2002, L
J¢:Sambrook et al.,Molecular Cloning:a Laboratory Manual,Cold Spring Harbor
Laboratory Press, 2001,

[0163]  GrA ST FHRA S an A< S5tek v 78 73 BEAR I R 15 U097 248 H T 3R19 i sl B2 45
(BRI PREE ) B 7715 o A 7 F 00 B2 At PR 25 SR m] B A (B AN PR - — Fi e 22 iR IR B0

21



CN 108350053 A ﬁﬁ HH :F; 15/51 11

JiE ) 25 A B L5035 00 R FEE A ek D IR IR &S I R (BDAS &AL, TUBH 2 97 P A% 4% , o 13t
JE& (1) HE 22 B 5% , 5 I DR A 1 e 3 O 2 5 0 B2 O IR 2 DA S 5% F (TG s 2 3508 4 3 A 4
) To e R TR DU S A2 AN AR I o AR AR SZ 30897, “VRIT R 5 T A= A7 A
bb ZE K 1 AR A7 B o A AR STRIT I Y897 I B G TR 146 97 - 49, o] LYR T B HHIADR 52
R CLTRG HEE , °T DL R A SCRTIR A &0 DUk e TR A% R sk 2 & iR 7 DL TS 4 g
[0164]  GnAR SCAT FH AR IE it FH 72 3 1) 40 0 18 52 403 e ¥R 7 B RO = AR A TF 4k
EEH AW

[0165]  GnASCRT H , FAE “F RUE” B4R 70 S I B2 45 5L B 75 16 77 = A 18] B N A 20
o il FH T 52 I A SR v DRI 18 G i RS AR S PR 52 R SR R E T AR
o BT LA RE T8 7 2 LA A A VR 97 e

[0166]  RIE “Zj: Ll B2 17 B #AA BB A1 BB 771 5 1) 7 () L 2 4 o A 25 9 ELX
HEZHEAREAFE.

[0167]  “fu &7 BR “QUFE” — Fhal 2 B 51 25 1) 0 2= B9 240 & P el 07 v AT LA HE R B ARk 31 25
M EIRER B, G 5 OR PRI A A UL E A B bk el 5 5 e s A A
HIE7IRENS

[0168]  7F BR MR A FF (1 G BN , QAR SR FHROARTE “Hh . .. . .. MR R AR & e R
TE FTPR IR R AE o 3R AR 2 B RN/ B00 BRI A7 AR 1 P ORI FLEHERR ek
AR R AAE O 2 AL A RN/ B8 BRI A7 AE

[0169] AL I bify £ 51 2% 14 5B PRl 0 6 73 R A2 el N 1 B e o0 25 (B n 1 %25
fF51.1.5.2.2.75.3.3.90.415) . i& N iZH I A2 , BT A BT A0 BEER BN N 2 RS
“CPABTRE o BAl , NAZ BRI , B AE N 2 B B 575 A48 B 75 0 “— A, “— M7 F9Z |
FEEHFRA ATE ) IR IEAE TS B HE M IES£10.1-50% . 5-50 % 5 10-40 % , ft
17610-20% , BEALE10% 515% -

[0170]  pbAb, 7E4RE 8 30 7 F R 1 e SRS it 5 =X B 78 E T A SCRT IR i 3 e ST it
2, WA EE RN GG BRI SRR, EA TS & T X e st 7 =X 1 an, 78 R T B, 5
FEAN M X7 AR BB AS R 7 T« B A BH B AH S 8 s » 75 J00 G bk e SCH B A 5 T A LA
ST e 7 TV T T2 A o R S 1, i 7 9 L3 BCA R AT AT REAIE 7T LA S8 38 7R ik
BCH R A L S RHIE SRR A

(01711  JE bR 3C 5 A B #ELE , 5 W5 1] “— AN, “— 7 f 92 o Sam 2 B S
R an, RAE “— Mk &7 8“2 D — Mk &7 mT LTS 2 Bk A BEEE TR A
Yo

[0172] TT.RMALEEA

[0173] AKX NCLAEA-BI R IER IR FL15-1840% % T A-BQKLV (SEQ ID NO:1) FHff)
AL ABAIE Gt — 20 % e 7 RALBH A3 7T L R 3R AL, 3 HQKLV (SEQ ID NO: 1) AJLAik
P A-BRE R MR PLA LG

[0174] Ay BEAZ BRAR R4, J 2 2 ] DL 2 5 A A AR SR S R 1) (1) AH ELAE F A R o X
RA IR B A AEAE G 18 1t i 4 4 35 Th 5 85 JF ELRe o 5 i A e 8 A ELAE (R
IR FRAR) B A2 AR o SORE BB A7 7R I A B B 5 i pHAE 38 IR A, SR AR 45 T R
S5 R AR 4E IR , AT 5 303 B T T 550 R X3 AR 5, B DS TN L 55 45 e X
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358, R I L TR >R A BR T U1 AT BE S ) E AT PO o 78 SR A 4 o nT e R 1 X ekt rT
RE A TR B PP B 8 X R e e o

[0175] Tl st [ T e 1A 3% 482 2 1 o X 3 22 T AL RB AN 77620154211 H9H
FEAZI) 3 B L H A 75 62/253044 “I ik 5 A AL by i 22 T 405 85 1% 1R Bl R ALY R4
J5iE7 HAI20094F10 H6 H #2532 1 “ T Bl S = 3 B0 & A R AL 75 KRR i,
BN HI A N 28I 51 H AR ST an s it 451 0 B , H 9% 28 07V 8 T A-BH 4 T A
(-8 R NS S B S I Y AR

[0176]  fmsijita il v frak , FRAR BEHFOR (CGQKLVG) (SEQ ID NO:3) A LA 3R AH XS T B4 Fn/
B SR A 2 PRSI S TR AR R AL PR G 22 5 o 9, I T MR T FRIR (CGQKLYVG) (SEQ 1D
NO=3) A LAh - TH] A 0 75 T B2 3R T AR il R0 T A o0 A 1) 2 S S A-BERAR RN R 2 4 55
FANE , RFRBEIRAL T 5 B FE ARG AR AR M R RAL

[0177] 5 HfRA-BAIA-BJF£F 4EDEHAH EL 4 AL 3 #4R (CGQKLVG) (SEQ ID NO-:2) 5 y%
JE 7 A= R AR R T B AECGQKLVG (SEQ ID NO:2) i B 45 & PRIk (CGQKLVG) (SEQ ID NO:
2) IR BEMELE G A A/ BUOR IR TEIRA-BRISE . S8, 77 4R T 3R4K (CGQKLYG) (SEQ ID NO:2)
[P BE 0% 41 A-B IR B2 I AR SN G TE I H | b 22 A R A Y vh A- B SRAR S S I B o

[0178] i) QKLV (SEQ ID NO:1) “EA1” &

[0179]  [RIgk, KA FFLEE T HXT N TA-B LA IERR IR IE 15- 18 Z LML QKLY (SEQ 1D
NO: 1) BRI 7 2H BT A-BHR IR G A7

[0180]  —ANJ7 AL FE L B A-BIKII AL &4, Pk A-BIIK AL B QKLY (SEQ ID NO:1) BliAH
KERALI T H R/ AT AR FiF R 1 35073 2HL A o

[0181]  7F—#eszji 7 =, 49, 2-QKLV (SEQ ID NO: 1) [FIA-BRATT 4135 QKLY (SEQ ID NO:
1) (I 4nHQKLV (SEQ ID NO:2)) [JA-BN-A uiii F1/ BL.C— R I 1 1 2B 3N BAM ks . A-B
QKLV (SEQ ID NO:1) N— i i) 3/ 28 JL iR J& VHH, QKLV (SEQ ID NO:1) HJC—AK i 3N 2 iR /&
FFAAE—FhSZ it 5 S A-BIK R TN Z R 6 R LR BN R AL R 1 B K AH

[0182] 7 —Fhsiiti /7 30 , A-BAKEL & 7EA-BH N C—A i #QKLY (SEQ 1D NO: 1) ffj—A~5k
PR EA M F

[0183]  7E—Fpsiil /7 sUrh  iZ AL S &R 107 B 1 P41

[0184]  FE—Fhsiiti 7 N A VIR B ER T %GB T8 & H 6T /23— E
AR REAL I BBy o B T 0] AN AL 210234456 TE8AN S L e F1 /B 4% [8) ThRE R 43 1+
N5 £ — g (PEG) #843, /BRI & o AE— Pt 77 =X, 18] Bg 2 3 IRk A Fe g i 14
B AP SR P R 2 () R R FR TR A L 19 NG ANA , 451 4 1] B ¥ AT LA & GGG GAG . G (PEG) G PEG-PEG—
GGEE . ] LLELHE — AN B2 AN 0] B BeAL 50 70 (9 a2 B Re T W & 24 ) 491 an FH T4k &40
IR 22 471 B8 AT A AR 25 Bk A4 (WIBSA) B8 G 2 Jir 14 36558 751) (4IKLH) .

[0185]  7E—Ffsijifa /7 =\ , %8 T4 & GC-PEGPEG-GC . GCGEY PEG-C-PEG.

[0186]  fE—Fpsiti S, 1 T4 571.2.3.4.5.6 . TERS MR LR

[0187]  #F—Fhsieiti 77 xUrp, Forp 0 27QKLV (SEQ ID NO: 1) [A-BIKAL & FEA-BH R I HIN-
ARt A1/ BEC- AR 5 FIQKLY (SEQ 1D NO:1) (% 4nHQKLV (SEQ 1D NO:2)) 1. 283/ M7k %
AL S W ()i 1 T3 15 42 2 A-BIR B IN-R i A1/ BLC— R s (51 a0 2= B ZEHANY) o Rk
G LG O EEE T SR AT - i B 2 A5 QKLY (SEQ 1D NO: 1) f IR
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N=R i 3 C— R Uiy o B, TEIMU BT 8 710 — 320 e i B BNy, — #7082
2Ry (EAE—1H LN, EEEL AN W LL Sk b (B an Bt e s R 4k) FRAK. o

[0188]  mJ LA F & 1 Ak 27 AR BT A ) R (] A G s B350 AR 6 i) a4k 2
A R &L AR TR

[0189]  FE—Fhsiti /7 s, iAW IR A W) o 7E—FhSZ it 77 s, BRI S P2 30
TEIE GRARIEK)

[0190]  ZASCHE K “BRARIE” mT BA$E 58 A 85 AL &4 (B an e A i 8 7w an o 1. 2.3 .4
5.6 TE8MNEIEIR) o B I AR 1) A , AT AN LE St 451 o i (0 B0 0 R K BT I 1 12 o 3 N
BEFIERERIERE T P e &Y @l e w9 .

[0191] Rk, — A5 R AL 7S IKQKLY (SEQ 1D NO: 1) (B4nABIK) FliE 2 T HI 3R 1k
AW, Forb ki B 7 LA RIS 2 5 QKLY (SEQ 1D NO-: 1) i Bk (fFi% H 24 ik H1 QKLY (SEQ
ID NO:1) HFH , QFIVEREL) AT Hor , 2 /DQ7E AL £ QKLY (SEQ 1D NO: 1) Fy B4 14 Jik
AbTANF A G, F0 /B AR AN/ BRE AR 4 R QIR G o I BLAT et H b, &8 /bQEk & /DKEL &
DSLIEFRAL S W L ZE A9 2rQKLY (SEQ 1D NO: 1) B AH 262607 )5 71 1 B8 ik 5 R 1 i 4
THEZLIRIIS .

[0192] (& A-BJFHM B EER T LA & 7E BEEL & o 75— st 77 =0, R LAY
BUALETQKLY (SEQ D NO: 1) [ T Bl Fob A AF S (1) LB IR o 7 55 — st 77 s b, ELBE AR R L
QKLV (SEQ ID NO: 1) FATAr] < B B A-BIK , 045 1 a0 & A-BHR J5 1 -35 1) B K Bl L 4 /N iR
4y (INA-BF#%3£10-20.11-20.12-20.13-20.10-19. 10-18%%) . 78— £e 52t 75 = , B Ikt
APl A KA-BAk.

[0193]  7E—Fhsizfiti 77 =0, Bk FORAL & P06 456 2 5l QKLY (SEQ TD NO: 1) FiEH: T
YRR Fod, BT O B B R 2 T R N A S AN C— AR i (9140, 24 ik QKLY (SEQ 1D
NO: 1) ZH Ry, QFIVER L) o 7E —Fhaleiti 77 b, ZERR IR A& P 22 /0 QAk T 569 2 QKLY (SEQ
ID NO:1) B EEEIKF Q.5 R I R A R G o AE — Pt 77 0, fEFRIR G 2
QAT 5 BRI/ B R AT 4 QS A RA R A G

[0194]  FE—Fpsizja 77 A, AR G Z LRI A

[0195] 7 —Fhsizjiti 7 20, 5AE QKLY (SEQ 1D NO: 1) i ELEEAK 7 JE I A R AL  fE %
Hh Boph 2= /DQE H 5 B /KSR B DL S T2 H L2 ARk %,

[0196]  fE—Fhsizjifi /730, 55 QKLY (SEQ 1D NO: 1) B ELEE K & A R AHLEL , QF/
BQ 5K, LA/ BV 1) — AN EZ NI A A R LA R R (R P32 B8 2 2R 5)
BETELEYIH .

[0197] il 4n, AR R G o] LAFEFR 2Q ((RIEAEQAN/BXK , A1/ BLLAN/EV) A a4 5 B KA/
BFE ARSI LT 1R B T A A I — AN B AN A R T A

[0198]  AN[AJ A4 w] LA ELFE AR T B AR RN / s A-B IR £F 4k , SRALI — A8 2 N2 I R 4
(1) —ANBRZ M BE S 73 B 75 AT B2 R SR TR AR (SASA) 3G InEsus /b G sl 2 &1 X QUL K2 XK
L) .

(01991 4, 10 (L) FIE 1R T BT B 562 i, QRILI B 72 IR IR & Wb L 7
FLEE MK 2 R R TV X RN TR B LR TR B R SRR 4, R EHQ
(I SASARE M=K H Cy HoJik [ A1/ BN Ho 5 [4] . AUk HE , 7] LU HE LA SASAE Jin>k H Ce1Ha Al /B4 Cs
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oH3.

[0200] 7 —Fp s 77 2, AT EAERRQKLY (SEQ ID NO: 1) ,Q (fFikihib & HH (IKEkL
H ) — AN Z ) BISASART SN

[0201]  AN[F) A4 Gk v] A0 45 DL 2 L R BRI AR IKQKLY (SEQ ID NO: 1) g Gy il S AHX T H
BEORN / BA-B S 4T 4 1 38 T

[0202]  7F—Fhsji /7 R, ANEIF G QKLY (SEQ ID NO: 1) AT T B QKLY (SEQ ID NO:1)
FLA B0 2R o s 5 R i, s Rt 454 v BT, BAIR 2R A 2 04 il 2R AR T B BE AR
SR AR 0T B i 2 (B]3) .

[0203] il 5E ¥R (CGQKLVG) (SEQ TD NO:3) , ELFECGQKLVG (SEQ 1D NO:3) FITE L £f-4E 1) 15
SR IQKLY (SEQ ID NO:1) HHQ K L VAR 2248 o an sS4 ik | X L 2 .

[0204]  FfIRAK:1.248 1.566 1.422 1.46

[0205] B %Efk:0.870 1.355 0.931 1.303

[0206]  JRZF4E.0.740 1.159 0.796 1.188

[0207]  JXUEHF-EME A

[0208]  FAMRAK:1.42

[0209]  HHEAK:1.11

[0210]  JH£F4E:0.97

[0211]  [Rit, 5 EEERRAAEL , ASE R G b QAN /BRK LA /3R V b () — ANk 2 AN Bl R 38 0 1
F/00.1.0.2.0. 385 2L,

[0212]  #F—Fpsiciiti 77 :Crh , 49 40 5 9E 5 SR A G b 4 X B B i o 8 () AH L, QKL QKL AN/ Bl
QKLV (SEQ ID NO:1) &b FARFE G,

[0213] 5 4nt T-QAHK , AHXT T~ B FE AR B LR 4E b IR, PROPR TR b ¥ A B2 DA (¥ SASA R Jin
[0214] oAk, AT ELAEAK , FAOIR B A A A0 B 095 A ARG , e 75000 B Ak T+ b T 8 JOA B 45 R0 AL 1)
MR,

[0215] RGP IRER 1S 5 B IR EUR 2R 48 Ok I RAR  BARTT S, Q) il
HE 1) Ca—CB—C v —CO8 Jiil ¥~ 8] 1) Tl A AE PR DR RN B B Ik 2 TR AN R o X AE B 14 8L A2 P€4.5
e 7R H

[0216] R 14, SE4 & Sk Rl w FEMR IR o 48 10 10 A, R T Sk Ron s A H
IR 5 PR 0 T A EE 1235 5 s N R

[0217]  GnASSCHTIE B, PR R AT 1T il 2R ARG T BB R B 41 4 175 00 1 R R 38 m (B 3)
MAERH T AR FEQAN/BRK A/ BL AN/ BV ) — N Bk 2 AN i 5 B IR R A 4E i 5 0L T Ik
() T A7 3 2 AN TE] o e Ak, R TR A B — AN B AN IR R, R 2 QK SRR A 4EE DL T
) JRAE EL, , EADR DR o A0 (%) 35 770 P 422 1) 2R THI AR (SASA) 3G o 6 T-iX HU 2 B IR , AHXT T B 4F
o PR K, PR A B A S DA T SASASE N BB A1, ARG ELEE K, FROIR B I S A A
fEAFOEE AL T L B KSR Stk A Rrp (B]13) .

[0218] AU Eom H R TR A o

[0219] 7 —sbszjfi 7 X, A& QKLY (SEQ ID NO: 1) i Bk IR AL & W] DL AL
QKLV (SEQ ID NO:1) EJA1/B FUEIA-BrR 1.2, 3805 2 Nk s  FEIX RGO T , 18] B ¥
55 A-BER AL FIN-K g FIC— A g HL A i 42
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[0220]  #E—#psiit 77 b, AL SV =2 B 12 B &40

[0221]  #fi] & R4k BK 0 77 v 0 AR A 2 0 ) H B HE SS PRk B ok i 34 4k (3k %of B8 i = i 34
1) o %7 VAR SE A5 5 H 3 — 20 IR A, 78 FHEN-R o ANC- R g B A “C7 R A I K (71
CGQKLVGC (SEQ D NO:8)) uJ LAis it SS—3A4k s 3 A A F= 3R Bk

[0222] WL IRRAL EVIE BN B i EML iR B T I e 2 a5 A
BV ) B BRIN= A bty 8 C— AR 3 o B3, 78 Ik 2 HI 2 32 1100 350 0 A JE 2 BN K iy, 3843 Je AR
ERRC- R (BT —1E LT B BB A6 a0 LSk IR (B an i e s 304k #4738
1k

[0223]  #E—&lsiji g S Hp , 38 7 BRI BE T 1] 82 B IE 2 A-BIR [PIN-R i FHC— A By % 222
[0224] skt o4 vh BT ik , VA% B L 2A0 FRARAL B PO %5 58 B A B R AT I AR Ot . B
QKLV (SEQ ID NO:1) K[ PRk G945 tan ] F T 72 AR — Rl El 2 Phoi R B A i B 4t
N

[0225]  4nASSC PR A A7QKLY (SEQ ID NO-: 1) AT/ 58 #520 7] L2 2 5 A-BI A-BH 4l 15
7 S I R AR T LR AR , FE H AR G SR A AT LA FH A 33K el 14 G A Ak
[0226] S —J5 IR SR T A& A SCHTIR I A-BIK 7 H1 1 43 25 K, B0 46 B BE IR FI R AR . B
B K AT DL T3 38 5 LB = 45 A R B . 2 B8 K AT DL AR ST IR 1 B T A
FECGQKLVG (SEQ ID NO:3) EHERAH , 41 n] JLA B IE 2 N-R v 1l C— R g , B0 73 A B 22
N=A i 358 7 A I 22 C— K i o FEIRAR R P 5 382 1 B 1 ol R B AP K 22 C— AR ity ANIN- A ity o
[0227]  F— KA WA AT A ST IR P IR S (1] a0 2 61 4nQKL JKLV
SQKLV (SEQ ID NO:1)) [l G & .

[0228] 3 >4 :th ] % B AL ) 4 928 iR DA it FH 52 303, 49 a4 928 iR ] DA TG B 1 B 2k 1
FE—Fh szt 7 b, $ 9% )5 S AL A QKLY (SEQ ID NO: 1) BAH I 3 A7 8 FI R ik .

[0229] 7 —F st 77 2N, G2 Do A 75 f 2 M 1 5l ) 491 Gn AH L ifn 3 2 ) (KLH) o 5% )R
P 3585 57 R DA 5 G dE o Bk A 4 A B R A A, B0 I E B AR R R RE AL A0 1) 4
BB NED) I T R B E AR TR EENT (B IR A4 1 A-BIK 2 6/ & 24 IR ik
5 ERT AT DU AT B RRA IS 2 (9 o B R TR S

[0230]  mf DLid st fd Gl aiLateef 55 (2007) BTl (1 5 V544 A 52 20 R ALK E PR AR 40
BN S G IR B 5 A AN A FL M AR ) (KLH) Bk an 4 i i A & A (BSA) A== 4
985 5, 1% ik 5| FHENAR ST o A —Fh sz ity 2, 48 FH S it 451 384 v BT IR (1) 51

[0231] 55— [HI & 4m i A SCAT IR A G P B 4 928 o 1) 25 11 00350 2 1) 93 B A o 7 S it 7 =X
b, R B 4 T 9ESSEQ 1D NO: 1-109 o AT — DN LR FF 51

[0232]  7E—Fhaleiti )7 N, B R 43 T S i AR SC ATl QKLY (SEQ 1D NO-: 1) B AH IR AL
Rk iR T

[0233] S —T THI 2B BT AL R 1 A AR ST AR IR T Bl i 344k

[0234] i) Pifk . A FILIR

[0235]  EIRAb &9 CReOE IR RRAL & 9) vl BAFH T 72 AR e 5 1 45 6 A-BH [ QKLY (SEQ
ID NO: 1) F1/8 IR AIA-BQKLY (SEQ ID NO: 1) i A RN Hidds o an S j 45w B ik B (1), 26
RALEPICGQKLVG (SEQ TD NO:3) 2 5 IR M1, 28 7= 140 22 ARG - FH B AR B % e S 1
A1/ B8RP LS A R B EIPLR - 73 48, £ XFCGQKLVG (SEQ 1D NO: 3) 77 AE i P ks e 1k
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F/ SRR S A A-BEE R AR, B = Bl HL A T S R BEH 45 B, 3 A-BER AR AR (1) 3 B I Ak 41
FNHIA-BRE AR S F A R E

[0236]  [Ath, EiRtbE&Y) (Rl EIRIRRAL-E W) v] AT 77 A e 1 45 A A-BH QKLY
(SEQ ID NO:1) A1/ =i 5 A-BH I L 5 B 1) o 8 A R LA, B 4G A SCRT iR I — AN A
22 FERFAE A, 60 B 49 A SRR I A DGR A7 7 F1) (WISEQ 1D NO:1.2.98%10) R4k
E R T PR A R S e R I 45 A QKLY (SEQ 1D NO: 1) MG R A1 ik

[0237]  [Alk, — A7 A FERE R4S A BA P FIQKLY (SEQ 1D NO: 1) BiAHR R ALF 41 ()
WISEQ ID NO:1.2.98 10 {E—"Frw) BIA-BIKIHiiAk (BFEH LSS B -

[0238]  7E—Fhaeiti 7 S, A-BIR AL S FE MR A AT L BRI K R, I BLPT AR R
AV AFLERIA-BER 7 B R 7 M B B

[0239] 7 —Fh sz it 77 b, A6 T804 QKLY (SEQ ID NO: 1) i B Bk (fF 1% Hh 77 B 4
(CGQKLVG) (SEQ ID NO:3) PG Bl anAH M. H 7 51)) , FEFIR (CGQKLVG) (SEQ ID NO:3) [
1B 0L T PUARE PR A RS P BIA-BIK o 51, 78— Fhsiz it 5 =0, iR DLIRIR I
IEFEPES A QKLY (SEQ ID NO:1) , 3 HIPIRM R R HIQKLY (SEQ ID NO:1) Lk HEE 45tk ib &
Y)rh QKLY (SEQ ID NO: 1) HA F /b2  E /3% B /565 . B/ 1045 E /02045 . 2= /03015,
/04015 B /D504% 2010045 £ /D50014% « 21000465 5 & 1K) 3 8B40, 41 i@ i ELTSAEY,
F S T RILAR I 1, BT AE A SCRTIR ) 51

[0240] 7 —Fhsizfiti 7 20 , PUAARAs S vk o/ Bk R 1 45 A IR A R A-B Rk, HihA-B
HAGSEQ 1D NO:1.2.4-10"4F— A FREIFEH] .

[0241]  7F—Fhait 77 X, 5 BB S PR, Frid i B 45 S R SR A7 18
[RIAEATSEQ ID NO: 1-1081 /5 F1I I A-BEB 7> -

[0242]  #E—Fhsita 7 A, AR A P2 PRI o 75— Fh st 77 s Hp , FRAR K A 9 A-BJK
#&SEQ ID NO:1.2.98 107 R4 —AN o A2 —FhSE it 77 b, PORARAL £ SEQ 1D NO: 1-10H (1)
=13,

[0243] L s ot A5 vh P ik , AT LA A FH S T 491 o i o 1) 0 5 e 43 B A — Ml 22 A B ) L
N

[0244]  FE—Fhsiita 7 XA , PUAAZE A L5 7 FIQKLY (SEQ 1D NO: 1) 1) B AEK , AT Hh
W, BRI 7 1 T P A AR ST IR AR P FRR 7 21 1) B8 TR 2 AR IE - nSEQ 1D NO= 3
Fiw o

[0245] 75 —F st 77 TN , BUAA R A G e S 1 A/ SO BRI A-BBT A 51 G, 25 R e R A
PGB HUARTT DA BN A G S PR AR o IX Fhro A o] DA A FH AR ST AT I 1) 77 V130 A7 36 4% 44
SRR T PR AT LXK S 3R ) 8 A-BFP 2R B — 2 AR OCFP S (B dn — 3 A4, — SRR & 5
B IS H—FhRER IR A AR nT DL B A B S SR Ay (19 0 55 A-BER AR ER 5 41 4
FRAEAELL) .

[0246]  #— st 77 s, Pk A /2 73 B

[0247]  #E—Fpsiii 77 b, ik Hidds =& SMIs 1 i

[0248] 7 —Fhsiiiti 77 a0 rb , Ui Tt 45 S A-B B9 RAT L BT id AL A5 5 QKLY (SEQ
ID NO:1) , MHOCFRAL BRI 53 2H B o

[0249]  {yisijiti 5 - Bridk , QFN/ BRQK AN/ BRQL A 22k 32 B v 230 Bl B 5 T 5 B AR / B0 iR 21 4
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TEARA A FIA-BRI R

[0250]  [RIt, 73— T 24 T LS A A-B LR R AL I budh, Hod, Bk R4 B 5 sl by 32 22
S 5EGPUERMN BD—ADNRERRIE A B, Hodr, 20— AN B RR A IR T FIQKLY (SEQ 1D
NO: 1) W HIQ-KBLL.

[0251]  #E—Fhsiii 7 =N, Frid RALE &8 R ES 54 5 PURMN 2 DN E LR
BRIEH R, Horp , 2 /D AN I SR HE R 2 HR QKLY (SEQ 1D NO: 1) PYAQKERKL.

[0252] 7% 55— Fhsiciiti r =0, BTid R A0 HQKLV (SEQ 1D NO:1) ZH A%

[0253] 7 —Fhaiit 77 b, BUA AR F 45 & B ARA-B . 75— Fh it 77 Kb, koA s 7
PELE A A-BEFEBEH, I UnTEAD N 2H 23 JEAL 45 4

[0254]  7E 55— Fhsiiitir SN , 5 RIREE R RA-BAELL , LA Sk B4 & B ARA-B.
[0255]  #E—Ff st 7y XA , PrARes PR A0/ Bk B PR 45 S A-Bik FEPE AR IS, B anA-BIE R
o AE— st 7y SN, BTl e B 1 R X A-B SR SRR e B L 3k F1 A-BEAAACRT / BA-B iR £ 4
/8L F QKLY (SEQ 1D NO: 1) B H L SV HIA-BR IS B i 22 /0345 L 22 /D545 . 2 /D 101
/02015 203015 204045 L & 05015 2010045 | 2 /050018 22210001

[0256]  #F—Fsiiifi 7 R, A-BEE R AR S A-B1-42 W7 3,

[0257]  #E—Fhsiiti 7 =N, Uik = A-BIR AR 4EBEH (AR FBEHY) Yeta, ny DU Ik
FF 2 %5f R G AR 5 1 144 6E10F114G8 (Biolegend, San Diego, %K) 8i2C8 (Enzo Life
Sciences Inc.,Farmingdale,NY) BEAHXT T A-BHZ 2 & i 5 8] Fp 280 6 BE BG4 1Rk
BEHR gL = o W PTARAS BoR UM 1) BESE 25 5 Y 60 3F B AL 8K P 55 F TgGRH PE [ Ff
RO EE BRI KA G BN B I 205 , WA SCRT IR () P sk = 8L R R 200 () A-B iR 2 4 5%
gL e, by B ] LU A 5] Fh 0 REE 1A FI6E107E 104k 1 72 e kP o an Fzbn 5 B
Peft KPS T BUR T2, WIPTIARER = A-BIR 27 4 B B Je 4 75 ST il 5 X, JUAk s 1 e/ i
A-BJR AP, B AN TERTIRAR B b, PRy KL/ N F a3,

[0258]  7E—Ffsizjita /7 A, B i 2 5 v B i

[0259] Sy 7 A= ER e REBTAR , T A A SCRTIR 1 e 2 1 52 3R WOR PU AR = AR i . (Bibk B2
YA , AR AE AR AN SR Al AR S R AN B Rl A, AT K A A X S YT i R AR 4R
YT o 1% Be 5 AR AE AR I A 2 A JI (Bl i fe T i Kohler #iMi Istein (Nature 256:495-497
(1975) ) FF R BI AR HAR L S B oA, i ABZHAE 22538 I 1R (Kozbor%s Immunol . Today
4:72(1983)) , A 7= N B TEFEHURINEBV -2 58 S H AR (ColeFEMethods Enzymol, 121:140-67
(1986) ) MG &Pk CFE (HuseZScience 246:1275 (1989)) o AT LA S 4k 27 07 i 44 58
I8 20 R LA AR 77 55 AR ST BT PR 28 40 00 2R B e e S P SR A AR e 1 IR R R 4R, I HL T LA 5
HTREpUA.

[0260]  Stof 4 E L5 B 3 - 2 A SO () R S P P A2 B A Bt AT DA ek 9 e 2 5 4
985 BR AR [ B DR B L 3020 1 R IA SCFE T P28, BT fe J28 BR AR 1 28 PR B L 40 70 LA A L SR T
FR 0 TR 2 B R 2R o 48 2, T DAASE P A R e 08 ST R A B R 3Rk SE R ¥ Fab B L VHIX 35k
FIFVIX 35, (Z Wl inWardZENature 41:544-546 (1989) ;HuseZEScience 246:1275-1281
(1989) FiMcCafferty et al.,Nature 348:552-554 (1990))

[0261]  FE—Fpsiii 77 b, ik Hidd & NJsdbifa.

[0262] CHRHF AR Tk H EAFEPUAR NP - 2 WA WEP-BL 0 23940041
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Carter&erchant 1997 (Curr Opin Biotechnol 8,449-454,1997, 8 5] NEAR T A A
) o NP A 5 i W5k 18 (B iiScotgen Limited,2 Holly Road,Twickenham,
Middlesex,Great Britain) .

[0263]  mj ki sh P ) N IR AL T X2 5 18 i CDRAE N 77 2 (Riechmann®Nature,332:
323-327,1988)  fEIX Py, A5 W6 U7 3047 B v B B AR 1) B S 45 6 67 s R /S ANCDRIF
EISE P N 2 DX 58 2 2 o p T 28 DX 35k P 25 R T RE 2 M e 1R 31, B ACDRAELN 38 5 77 AE
SR SIBAR I HiAR Foote&Winter. ] Mol Biol,224:487-499,1992) . T AR HEHi ik 25 Fl
77, 38 7 EE I e A AR B B A BOR B e RO S B I AT L v AR
LR 45 S A7 SR B (Co%% ] Tmmunol, 152:2968-2976,1994) .

[0264] N VEALTE W HUd AT ik 18 i 32 i EAZ 343 (Pedersens$] Mol Biol,235:959-
973,1994) AEIXFP 7%, KA MG UG shPdt vk 1) 2 i i 2 4 N AL

[0265]  m] DA 3@ ik Wik B K J 7 o i 5 08 0 R B PR AR R A PUAE (Jespers®§Bio/
Technology,12:899-903,1994) o £ —FhF7 35 , 4 58 1) S X0 A S PR 0 D 1) 6 145 sh ) AR 1)
A e B IF 5 N R BE B 2 BN DAAE 22 R B AR b 7 Fab v B o il i 45 & bt R 1 1
B i B BT B 0 N 255 5 N BB A FC 0 DA T 70 i A b o, IF Bt 245 6 P
URIGEFEIE B AR o 25 SR 2 o 4 0 5 S MR I N B Fab B B o 75 53— o Vi mb , A2 7= [ I 1A
A ST PR 72 B R AE FL A SR T R on AR NPk v BL (FabalFv) (Dower$W091/17271 40
McCaffertyZ§W092/01047) o JE 7 B A BT 75 47 7 14 B B0 470 10 W BT A2 368 s o) 45 Sk 7 D 1 ¢
A1 & kB o MAT— 5154 58 B NFabalFv | Bt AT 4 7 o [ DA ZEIR AL sh P 4m g b 15 A
[0266]  ANHiRAEIE NEEEERI B3R 1S (GE1H LA 56,150,584:6,114,598415,770,429) .
TEIX TR, B A 5P 22 2845 /N B PP 1) 25 e e IX 3k (JTH) 2 [R5 2 o B 5 K N 2R 47
95 BR AR [ BE DRI B 51 B8 280X P R AR /INBR HP o AR S I AS 38 1) A B TR /N BRU BB 8 78 0 i B )
A SE R NPUIARA .

[0267] A4 N WAL HUAAR BN Bk o) B e B AR AT 2K 0 1) S % 3R B L 04 : TgM . g6
gD TgABLIEAMEAT [A] Ah Y , FLA0 45 : TGl 1862 TgG3 M TgG4 . ik & NIEAFTIAR B Hiikw]
PAEIFE R B — Pl 22 A m] p A sl S i e 1)

[0268]  AHiffAfikth i MBI g & F B (il tiFab Fab’ \F (ab’) 2. Fd Fv Al B &5 # s i fa
Jr B BAE L o R RN B I R B T B B R A T AR T HL, NIRRT
DA UL AR B8 R A 0 AP AR o NIEAL BUARAT IR A0 5 — 25 JE N BE A1 — 2% NI BE (B —2%
NG

[0269] 534k, Jd sk fifi e o A e v 4 Fi 78 S T A2 5 3L 40 5 0 AR S RIT IR 2 7 A S M TR
A o B0, AT 35 B8 3 A5 P A 2 18 5 95 A S e 2 A6 7 34 470 P W R 47 S I A 468 o e I s S
PERALE T PR B B 45 58 B PUAR i BT F 28 77 ] B A & B3 B A [R) Szt 77 20
2 P A PUAR o BRI B A F 7R S ZE R R W R4S, 4, 38 3 Xoma (Berkeley,California)
FH T e B AR B 44 ST P8 1) 7 V2 A AR AU P 2 8 T

[0270] 57— 7y T A2 A 5 e T A8 Xk R B i ] AR X R PR A RN / s g A R B, EE R T
AR [X 35 A, 2 H AN 5E X 38 CDR-H1 . CDR-H2 FICDR-H3 , %% i 7] A% [X 45 4, 2 H 4 5E [X 35 CDR-
L.1.CDR-L2AICDR-L3, 3 H AT IACDRAI & IE IR 7 51 6 & an R Fros 1 2 51«
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[0271]
i CDR 52l SEQ ID NO
i CDR-H1 GYTFTDYE 11
CDR-H2 IDPETGDT 12
CDR-H3 TSPIYYDYDWFAY | 13
[0272]
% CDR-LI QSLLNNRTRKNY 14
CDR-1.2 WAS 15
CDR-L3 KQSYNLRT 16
[0273]  Fl/mE
[0274]
B CDR 3l SEQ ID NO
H CDR-H1 GFSLSTSGMG 21
CDR-H2 IWWDDDK 22
CDR-H3 ARSITTVVATPFDY 23
® CDR-L1 QNVRSA 24
CDR-L2 LAS 25
CDR-L3 LQHWNSPET 26

[0275]  #E—Fhsiiti 7y A, ik S a2 B se BE Pk - £ — PPty Kb, Brid Pudg 2 ik &
Pupss, i ants & an ke A/ B8 B 71 B CDR P A1 B N AL A% -

[0276] 71 5 — st 77 s, B FR At 1 AL SR 6 FN /B8 1) CDRFH % ] A% [X 438 F #E 5 ]
AR X I P, AR IR AR R BT B L T o

[0277]  AEN —ANJ5 T, FriRPo e & 4 v 48 X 38, HAL 5 - 1) WISEQ 1D NO: 18B 28 7~
(B 751 ;11) B 5SEQ 1D NO: 18828 % /50% £ /060% £ /070% £ /080 % 74
6] — Ve R EEmR FE A, Horb, CDRFFFIANSEQ ID NO:11.12.13.21.22F1/8823 R, 8iii) {f
SR IR 7 H11) AE 7 — 7, Frid Piid & 42 4k v] 48 X 38, HoA 5 1) WiSEQ 1D
NO: 208830 7~ ) & IE R 7 41, i1) B 5SEQ ID NO: 208304 /50% & /060% & /b
70% & /080 % JF HIIF — M LR T 41, HoA , CORJFFIUISEQ 1D NO14.15.16.24.25%1/
B 26HTN, 811 1) PRV Z R IR T 411) o fE 53— s 5 s, B v AR X IR 2L R 7
HIEHSEQ ID NO: 178527 Frus A% T IR T 41 B 2 05— 1 FF AR ALY i o £ 3 — Fh S it
77 R PUAR B & HHSEQ 1D NO: 19829 A 7~ B A% T IR 3 41 B L 25 0 - 1 H B AR AL T 2
G 1) e ] AR X I R R 7 91 o AE — i i 7 X, 4 T A X 4L nSEQ 1D NO: 18
28R B IR IR 7 41 o £ — P i it 75 2, 424 T A8 X 380 A 5 4nSEQ 1D NO: 208430
2B IERR T A

[0278]  Fj—7J5 T & 5 3R 6 1/ 8 8+ BT 41l 25 (1) B AT COR 7 FI I LAk s 57 14 45 & A R = AL
HOET RN
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[0279] 53— T7 I El4E 500 2 3R 6 M1/ 528 Fr #1128 () CDR /7> H1 I Hi A Te 5+ 45 -5 NA-BIIHL
(N

[0280] itk [E] 1 5 4 mT LA A8 A5 P JEG o A K A g oA 4 il 2 R P Ak 5 S [R) e R
(PR 7 1 45 B8 T 1R D 5 SR 5 o N AE 5 4 P &5 I s v BT =17, Gn SR o & 1 Ml oAk
(g an 22 /b 24% (5% L 10F5 5204%) i 2 IPTIA R 456 2 /050% . 2 /DT75% . 2 /080% . & /b
90% 8 %795 % , WMk 52 Bk E 5.

[0281] B — 5T A& 5 ¥R 7 1 AT ARG I b 1c B 40 B B ME )R & F DU AR o 78 — Rl sl 20
AR AR T A2 1 H - R SRR AL 2R o IR L R SO A% R o] B T nPET G H
[0282]  F—TJ5THIVE M A& A AT IR I PR/ s 456 BE N SR A-BIN IR B &4
[0283]  Jj— T THiAe S i A SC TR PR B =5 7 1 70 S AL IR

[0284]  ILFRAML [ 2 b B B BE B AL IR , 491 Gn 2 65 6 5 X STk i CDR-H1 . CDR-H2 1/ 5
CDR-H3 [X 5k frt) 25 4t 5k i i 0 &5 A SCAIT IR [ CDR-L1 . CDR-L2 A1/ BY CDR L3 [X 45 ) .4
[0285]  ARAFFIESEHE T b A S A PTRAL/ BH S5 & BRI AZ IR 7 ZI I A2 4k 45
ARATE SR T S LT IR IT A A% IR T B AE 28 /0 h S5 A% J 58 25 A T i AL
ANTFEIPUR A/ B S5 G Bl & i 1] I B AR A B 2 o 8 5 — Fhale it 77 20, AR AR LI
FHEA 534S A SCFISEQ ID NO: 18,20, 28 FI30H(F— N E A T VI IR T4 &
B50% E60% EDT0% , IR EAD80% , HEFMEEDI0% , HERMEEDI5%
¥ AR — 1% .

[0286]  FE—Apsiii 7 b, IR LR A& 70 S AL TR

[0287] 3 —ANT5 R & A ST A AL R (1) 3R 38 S B E Ak o 72— P st 77 X, 3o

oA
[0288]  FAK W] LLRATATHAR , QA5 & T 2L P~ iR AN/ B 25 & Fr BU s R IE A SC il i ik
Fe IR 384K o

[0289] W RARAC RIHY 5 sORHAZ IR 70 7 IF N &3 1 B DR H 1 o) R A ) RIB B R o . W E
IR AR R AR AR AR KR TR BRAB U 4 5 25 (191 4 A2 A i o R 00 e 3 5, o 7 AT
RAR DI 7)o AR R 5 48 FI 1 32 AR R B ik “I T A e 4  iIX ARk
AR G i %5 AR SO IR ) R A B LA ) AR AR IR 0

[0290] 7 — Pzt )5 3, A o T e ik ik DR VR Rk B BB AR o i A T DL
T L iRy RIS Gl In A bRy Ak R 23l 155 o A — RSt U5 30 128U
& IRESIH H. fo VFRIA S ] 22 [X IR 35 n] 22 DX 3 X Al R il F 1A P L iR
(02911 &3 1 2 5 51 AT LUORJR T 2 PR IR, BB AT  F IR i 28 T AL sh W sl R JL )
27

[0292] X Fofr i 425 F 51 () S ) 41 - B S IR Bl 1 AN 8 1 BURNAZR S Big 45 15 91, A p 1Ak 4
G5 (RIS S) - S oh AR I P ik #% 10 fd LR AT A, v LUK L E e 51
R A2 AR R AU M A DNARR 1 12 57 5 185 9 1 AT e s i VR P 101 N B IA AR
[0293]  fE—Ahsiiti Jy A , P15y 511455 B 2 20 ZURT /B4 i o (1 2R

[0294]  E—FhsiitJy 3, i iAo i s 8

[0295]  EEZH R I HARIL T UL & A bR S AR, oAy Bl F 1 3% I RIE A SO i i A sl R Aar
ORI 28 A e A Tk e e e i LA
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[0296]  EE4H FRIAFARIL T UL A dmh i &35 (BI “Bh &8 5 7)) 2R, Frd gia50
FRAIL 716G 0 ) B 4 TR ) 2k B AR E M 5 B h0 ) B 4H DR ) A AR R s SR AR SR A Al 7R Y
TSC A 1T 4 B A0 e 2 ZEL K, 60 35461 G AR ST P B s 25 FIFR AL o Wb A1 , TS B SR i U0 )
A AN 2 B bR B A AR 1 i DA R R FE R G B B P Aifb 2 Sl B A B 1 ARS8 0 43
SR ) i IR BAA B FR G Db T RS- 4% R 1 (GST) 22 2P EES & B 1 sl 8k E iiA %) 7l
H5®EMAEH RS pGEX (Amrad Corp.,Melbourne, # KF|IF) ,pMAL (New England
Biolabs,Beverly,MA) flpRIT5 (Pharmacia,Piscataway,NJ) .

[0297] I Gn7EAR SRR A 5 JE DR 3% 75 B ph &2 e AR S 2 A 1) R B4 2 T 52 10 28
I, BB E R AR 5 I 5 IR AH DG B (AAV) FIEL 45 803 55 1 100 5% SR 0 B8
HE IR I AN [F) 77 VA A FE A0 FH AR BUREDNA LA J2 I S A —DNASE &4 o o — Fp o7 v =2 48 HAAV il
i, o, DNAJE 28 BH B - 4 1, 14 1 Joia 60 3 e ok i Py 6 (R 3B a6 g 5] AP (Leone 5, 32
H11%452002076394) .

[0298] [, 7E 55— 7 1+, AT LA SCRT IR AL G4« S 0% iR AR 2 A AN AR B 1)
UL (U B DA 9 K FIORL AN 93 B i 3 BUBURE) 177 491 FH T 3B 3k AR ST IR B AR A
G B SR AR o o b, B0 45 5 S MBI 1 & R -G Y 3t mT ATt PB4

[0299]  F—J5 iR FRAL T FRIEA ST IR B PR B E 5 AR ST ) 3Rk & 1 Bk A 1) 4
F, A8 1 0 440 P A/ 2 2

[0300] W DA FHAEAT I T4 7= 22 R B 0 7 A EE ZH 4 B, ) i T A = piAg A/ s 2
B BB, N AR (B ER) 5IONBIA0 R, MR B A A B A, R DR 4 e L
AL ER YL

[0301] &1 A 1 = 40 O 60, 475 &% o JS A% AN S0A% A A0 o 4510 6, AR ST I 1 R 4k mT LA
TEAH B 40 M () an K A )« B A i (fsE T DO 25) % BR 4 i 5l SLsh M 4a i) &
P

[0302]  FE—Fpsicyiti 77 SNH , ik 40 B A 3k 1 PR BE A R D A0 B L ek FR A A L R R &
SR | 1 SR A0 T€AT Sh A7) 20 B AR 2L 30 40 B P S A A

[0303]  FE— it 77 TN, s 24 o k5 40 L a2 52 e 400

[0304] 75 5 —Fhsicniti 77 2 , B iR iR L 2h A7) 40 B A2 By w8 200 P I 400 i 2 52 g 2
[0305]  #F— A 77 b, Pk 40 2 pP s 4H

[0306] i&E & 11 3R & P Ak B AK 10 B B F0 3 B 1E 3 40 B B S (BN R T R T I B
(Saccharomyces cerevisiae) , Syl 245 £} (Schizosaccharomyces pombe) , BEFREERE &
(genera Pichia) B &4 HEfE (Kluyveromyces) LA X # 2% J& (genus Aspergillus) B
FhFRES o F T 16 19 B R 5 B v 2208 1 B 1) S2 5t FpYepSec 1 . pMFa . p JRY88 IpYES2
(Invitrogen Corporation,San Diego, INEEK) . F T #ALBEERERI B FH 1) 7 R X5 T A 4035,
BN TR A A FI o

[0307]  Hieb, W3 T R AL SO 4 40 B 45 - COS (9 WTATCCS-CRL 16508 1651) BHK (45141
ATCCSCRL 6281) \CHO (ATCC5CCL 61) \HeLa (HIUIATCCECCL 2) 293 (ATCC51573) AINS-1
HHE . T FEml FLA P40 f 48 2 3R IE I A 0E I Rk 8 E H AFE B 3h 1 (1 ands 5 v
PR 2988 5 IR B2, 4R R B AR B 40) LA A JHL e e S RN B4 11 271 o Wi 7.
BN IE AR 5L 45 .45 pCDMS FpMT2PC
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[0308] 5T Ml A PR A STk i e A ELAA R e M PLAAR I eSS SR 4 R

[0309]  ZHEW

[0310]  F—T7fiat & ARG G i LR SR BRI A4

[0311] 7 —Ffhsiita 77 20, BTk 4H & P06 5 AR o

[0312]  FH A% PRI &3 i A R TR B FE A ANBR T 7K SRV R S B

[0313] A& ny 2 Ik (B HEHUAR B BOA /B4 AR) 10 # B 7 BL FE (B AN T 2h % pHEE
PRI H SV B0 TV R 22 TR A/ B4 ) TR

[0314]  FE—FpsLiti 77 =Urb , B IR G R WA & W, HAL S AR STA T BIAEAT K | G %
Ji S BUR AZ PR B AR , H HAT o0 5 24 2 b nT B2 1 34k .

[0315] AR A 2H &4 n] CLIE I A B O A0 B T il £ 25 2% Ll 852 0 24 & W 7 1
il Bk 2050 v] AT e M A o it T 52 i3, (1S A = S i 5 25 % BT
B2 AR & RS

[0316] P iR 25 2H & W A H5AH AN PR TR K0 AR BK M 8RR 7K 14 I T 13 SR VR B TR
Houl i3t — 25 & 4 &9 -5 T BE 52 35 0 4 23 B i 3 A AR 28 1 P S8 AL 7 < 22 v 7] L P
FUFNE BT o P ARAE T IX Pl & 09 & 4 2 A 38 451 an 7K 22 1 v PR 770 () i 3 £
2 U« H I RHAE A YR o 15 B Y S 8 VRORH 2 P PT B EH G TR R AR R 751 Bk 44 s VR B
VR B o Z AW AT LU I EAN R T A6 0 B T 8 2 R I B /K B /K S A I R
FH AR RAE N

(03171 Frid 25 &4l DL &5 2455 EnT 52 B 24k« G il 1) 24 5 b nT 4232 B 3R 4
AR A A EEN A S, HA T G AV im A . 5 1E R 2
WA B S AL FE AN PR T 7K SRV HHA TR - OB N- (1 (2, 3- Bk S NED N,
NON-=H LG (DOTMA)  — ye ik i 18k /I 8t — £, W i (DOPE) AIG Ak o IX Fh2H S W) L% 2
HIBITABERN G G i 2 DLE SR A B 1 T B e .

[0318] Pk 2H-GHv] Lhag 5% Enl 422 i sh e X, AR EA R T 5 2 2 5
LT, Bl anfiTAE H 2R IR - 4R « HL IR I A BR A 1 AR, DL K 55 S5 3R FE T 1K) 8
I, BT A B A B BB VE B B R S AR - LR R R VHE R S
R FER L,

[0319] AL & A ST i 4k & W el e 2 R 1 S it 7 0, ik 41 -G 00 2 4451

[0320]  m A FH %) A7 751045 0, 3 2 A 2 7] (9 T i 22 ), HG 3l i e PR 28 1 1) R B Bk
BEANB N A 5y o AMEAE T2 S B TS 7], I8 8 5 0 AR e e 15 51 e T o i 2 o 1 = 4
PR I o 5 RS S B AR IR R B AN IR 5 GBS SR A BN AR Ao T2 I AN EAE 5]
A 5| 7O i 92 TR P R R0 B W) N o X S FR i WS timulons (QS21,Aquila, Worcester,
Mass .) B H = A2 i FORL a0 TSCOMAN (Fa 8 FIIE &) A5 B B P (G iR &4)
A ISCOMATRIX, BA T ¥ i) B Je 5 5B &4 , R AT B B0 i, 95 1K 52 ik
5 A B =4 Gn Bl B Bt — Sk (MDP) A 22 Kl (LPS) LA A g SR AR i Joia 4k

[0321]  FE—FhsE it 77 2, Bl Ve i S A A B o 78 59— P S it 7 U, i A 711 2 B PR
5o K BT FL T BLRE A % 07 s A6 A5 Tl s MER9 (W090,/14387) 3 SAF (Syntex Laboratories,Palo
Alto,Calif.) fIRibiTM (Ribi Immunochem,Hamilton,Mont.) /K& HFLF AT LA 5 G2 Hll
|2, 45 2 A B P JER (48] 2, N— 2 P B B 5 - L - 5 = e - D— 2 A L Bk i (thr—MDP) , -2,
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Wi~ 1F 55 N kL - TN & kD S A BE % (nor—MDP) , N— 2. Ik o B ok —L— TH & Bk —D— 57 2 2 -
L-THEIR-2- (1" -2 —AFHREE-sn—H il -3- 52 JE W B 45 5E) -~ 2 % (MTP-PE) , N—Z Bk % b iz
Fe-N- Wk 5 f BE TG -L-A1-D— S ¥ & FR L —-Ala— " KR AR L 40 5 A It fi% (DTP-DPP) — Bt iz
(TM) ) 55 e 41 B 4 g B 2 45

[0322] {70 mT AAE B —2H A4 5 e 2 i — it FH o B8535 , T DA it P 6 028 Jisl 2 i < [ e
A/ 8 5 it A7 o

[0323] @, e FTEBRIR b 2% ik 7K A FHEO . 0583 1. 0 %6 [ W o 1A 771) 438 5 s 928 I YY) e 928
JE A AELZS B S — 5 2 58 Do 1 1T o A7 7100 T 0 e 9 38 i R S R B 7 it FH A7 et B 3 DA A 7
it 22 2850 1T 12 32F 38 T[] B T2 58 0 200 PRLIV) 2 1 L RF B RE TR Ve 7510340 T DACKS: # 9%8 3R 48 110) 4 i
W 5| 1) 4 958 J5R i 26 5 TRICIE e 4 B DA 51 S e i N o okl , St 77 =0T DA FE i — A
[N EREL Y/

[0324] M T B #M e i F B FE AP (B InE AR B R AR L R 45) o AR
WA TR, PR T S HEAEGMUTERR R B Eh &Y b X EEAWRIBI
(ImmunoChem,Hami 1ton ,MT) 0] T % 8 %Mt FH

[0325]  FHT~ b e o 38 1) e S0 4B A T B 3 (I B BLEE 2% (CT) , KB WA TR e B R
(LT) , SRR 8 #E RAFI E HIZ 8 5 (PT) ) BUILAH A W8 L 28 30 B S AR4A) o g, mp LA
i RSN EE L5 R W 5EB (CTB) B 4iAL I B [F RV ATV LA K S5iX e 5 R A& 4
WAREIERT, R B EAVR B e S 1 RI AT o AR e A FH B3 1 B IR R A A . AR T &E
RAFAR (FIUIFEW095/17211 (Arg—-T-Lys CTRAZAE) \W096/6627 (Arg—192-Gly LTHRALAK)
W095/34323 (Arg—9-LysfGlu-129-Gly PTRAZAE) H1) o ] H T Brik 75 5 A2H & W (1) i 1
[KILT AR FE I USer—-63-Lys Ala—69-Gly .Glu—110-AspFIG1lu-112-AspZRALME , H B ik
I (1 25 A (9 K J AT 1 B JE il D 1T PR B, R A € VD 1T I T 3 o I A !
TR A TS 2,4 Tig (PLGA) Ftask I 241 B B 9t Mg J0TA (MPLA) ) -t m] TR A it FH

[0326] & e 7716, 45 44t i BT 497 |5 A B - 3% (B TL-1 IL-2A0TL-12) , &tk E - (1]
UICXCL1OFICCLS) » Wk 4 A s i85 PR 0/ B i Jed PR BE BR] o o] DA FH ) 8 4 7 B 6 CpG 5%
¥ ER (Davis.Curr Top Microbiol Immunol.,247:171-183,2000) .

[0327] KLy FL IR LS A% JFs s A4 I s MF59 (W090/14387) 5 SAF (Syntex Laboratories,
Palo Alto,Calif.) fIRibiTM (Ribi Immunochem,Hamilton,Mont.) ZKELHFLF AT LA 5%
325 T 5 70 — A L 49 QB B T SO (41 4, N— 2, T e B Tk — L— 05 S Bk - D- 7 A A B i (thr—
MDP) , -~ Z Bt - 1E 7 N 2 - L- T @Bt -D- 7 A i (nor—MDP) , N— 2, I Hfu 2 5t - L— P9 & Bt D3¢
BEM-L-TNEER-2- (17 -2" ZERAEBE—sn—H M-3R B 4 L) - 2% (MTP-PE) ,N-Z, Bk
W % FE-N- 2 T 3 B BE -1 -A1-D- R B & R -L-Ala— AE A S FE A Bt % (DTP-DPP) =ik
g (TM) ) B e 41 o 201 o B 24 5

[0328] W] FH -t M A0 i 15 4 9 38 1 A7 770 4 SR I (911 nW095/2415) \DC-RH[E B (3b-
(N= (N7 N7 — 2 R R G P ) — 26 P g ) Lo i (1) 4n 5 [B] & R 55, 283, 185, FTW096/
14831) F1QS-21 (51 41w088/9336) -

[0329] A/ 55mT LA 55 42 SR ARG F e FH o 370 2, O G B AR T DA BB 5 — sl 2 Fol ik
ABVIBE , (S 75 60 B T 928 i 10 JUAC 140 ) G 280 e A 5 Wi 56 88 i P 792 i 72 )i

[0330] {470 mT DAAE R B —2H A 4 5 e 2 o — b i FH o e Arb, 2 790 R DA it P 028 Jisl 2 T
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[F] I B2 Je it F

[0331]  FE—Fhsicyiti 77 b, Bk 4 A W0 &5 A SOl B idas o 78 55— Pt 7 =0, prid
HE WL A ST P AR IR R 51 o £ — Mt 77 20, Frid H S 2 A &)
[0332] TIIT.ik5&

[0333]  Sy—T7 i e — Pk &, HoA & AT iR 1 1) ik /el a5 & 7 B, 11) IR,
iii) A, 8iv) EALRM, HAL & /N (a0 e w /ANR G B e ik) F, 3 AR & A
B 2GR/ B A TR 1

[0334]  7E—Fhsijiti 5 2, Brid il 70 Gk B & — N B AN AR R s 1 22 v AR 3K
o

[0335]  IV.Jj¥%k

[0336]  CUFE TG A SR A B G JE AN HTAR ) 7 V2

(03371 5, AL T H 4 GHQKLY (SEQ 1D NO: 1) BEAHIC A1 1 #4 5 £ 7 B A e B 11
PO 732, HAFE W) 320 ((RaE AR N 323038 Tt A A 35 AR SR 1) 3R A 72 B (R A AR B
F A (i HL AL QKLY (SEQ 1D NO: 1) BRAHRRALI IR AED)) , UL Lo B duids =4
0 B B e MR B B A S BT IR IR S R B, HF BAT R ) 5 e R R et 45
B BN/ R SR T B AR N/ AN B A B A AT 2 1 58 A DR A - A 2H ZRRE S I Bl A
B A B E A 0 28 (1) 5 A Y. ELEE IR 456 o BRI A P ] DAL AR ST AT IR 7 AR S
B R ARAL & WD ATAT] “R AL

[0338]  #FE—Msiiti 77 2, %771 F T8 R an AR ST Rk 14 77 1 o 4 B e B AR
[0339]  #E—Mpsicit 77 2, 1771 F T8 R an A ST Rk 14 77 v il e N IR B
[0340] Gy A S AN it A5 P a ae B A IR AR S ) A P I Po A o £ — Fh s it 7 U Hp , B
R TV FEAT et A5 FH AR SCRTIR 1 7V B s e P B SR MR 45 6 PR R BRI Pk 5 BLAERK
PR XS RAL T H 2 R e e, B S Pt 45 6 5 B RN/ Bt = Bl nT 20 W th iR o7 485 5 BBk
A/ BSCRH . ) ELAE AR

[0341]  F—TJ7 R at 7AW S A5 A-B 7, Frid ik dE A e 5
AR IR B PR R ik s AT AT i AR 2 S VI AFEAE 48— P it 7 sUrh, Brid 77 T
MAEPIRE fh o 5 A3 A-BoAE— Pt 77 X, Bk 779 TR AR a2 5 B 3 A-B, o,
QKLV (SEQ ID NO: 1) BifHRRA A TAFE MG, Flan b 5 HAEFE R R P RQ. Lekv & 4
MIGALE , 2 /0Q . LEVAE FANFE M G,

[0342]  FE—Fpsiit 7 XA, 1% 7 VAL HE

[0343]  a . fERVFAE T PiIlE:A-BREREE SR ZMT A S MA-BERERSA
R S R/ B AR () A ST I ) P Ak e fik s DA

[0344] b A MEATE & PIHIAFLE s

[0345] oo, A4S I G W A7 AR R B FE S T BE 3 A A-BRE SR A .

[0346]  fE—Fhsiyiti 77 P, F T B 2 A W K1 5 P 4 1 i 1) Tgof B Bl e ok
PR EAT LR

[0347]  fE—Fhsiti )y =Urh , @ AT I 5F Wl & A2 7= 1 2 S W & o I & mT DL an AR T bR
e,

[0348] £ — s 77 b, K B ) & S50 AT 3
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[0349]  7E 57— Fhsiit 77 0, 1% 7 VA

[0350]  a.fE VA= IR PURE SR FAE T, A BTIR 23038 A VR i S5 AR S ik
[P il

[0351]  b. W& W Puik-Pu i 2 SR &=

[0352] ¢ IMERHE S LR PR 2 AP0 & 55 R T 8

[0353] e, kA= MR S P B BT R- PR 2 A 5% B, RS A5 A-B.

[0354] B i o B AT DL R it ) B (91 >k B VA ADII 3260, Bk B B A e e T X1 AD,
B2 A R B I 2R ) L B R R H AR RS2 I S BRE A DU T IR 82 i3 A-B
FERYKFHIARN.

[0355] A 77 Srp , A A SO IR B

[0356]  fE—Fhse i 5 2 H, A2 QKLY (SEQ ID NO:1) M5 FATHIA-BRA-BE A, Hrf,
R TR S WA AR SR B RE T S A A-BEE R AR

[0357] 7 —Fhsiiiti 77 20 , Priddss S pE A/ sl B0 U5 27 QKLY (SEQ 1D NO: 1) B AHSE
MR RALA-BRIRI G, H BRI AE P RE & R I B i R S R A B A-B R SR AR
[0358]  #E—Fh sty TNH , FTIR A b AR R i o 76— P it 7 20, BTl 5 o 05 P 281
ZE AL AU N/ B CSF o £ — P S it 5 S rh , BT I A o A0 5 A I il % BRI & AE — sl it
J5 A, BTIR RS M2 3RS o AE — Fh st 77 SN, BT ik 528038 Bl MR 58 B AD  Ab T &
A AD A 1 B A AD

[0359]  mJ DA FHI 2 5 iEAT IA-B : JUAR S A4, AT A FH A SC BT I8 044 T 1 2 £ 25 QKL
(SEQ ID NO: 1) BiAHIC A G R AL FN/ BHA-BEE R AR A-BrE BAFE T AW R b 1Z 7
FEA g 3% G 2N gR AR A ZEEN IR, ELTSARI G B VT TE) , AR Ja 17547 SDS—PAGE 40 2 41 Jifg
=7

[0360] sz it 491 A vkt , 2 T & B8 TR SR BOR v FH T PEAS M SR e e 45 & o W SR ik
Wl brac sl Al P B HU AR S 1 () T AS U RS TC 1R 28 e, I mT DAAS A e« 5 R 7
055 6 RS FHRPAR A [ PR o 76 72 877 vk, v] DU b 55 v lox 1 b ok i 2 A= 7= 11
55 R M E WA L AT

[0361] 54— 5 [H A 45 I 32 4 25 B 4 4 e A B 7K P BR BG4 75 v AT e J oy, 43 U
BURAR I A-B & T 5RA-B 7E— Pl st 77 20, 1277 V2B 4 1) XURS: Hh sl PR B B8 ADER R A AD
(1) 52338 it P 48 & 22 n R U ) AR e R AR s LR IIARIC , AT H 8 S A DUAR 1L o 72— Fh S
it 77 20 (R AR T2 AT LA G0 B T PET AL I 1 HL 7 R S IO PR 2%

[0362] 55— THI B AE 24 v 75 3 S 8 e 7 1) 92 FL A 4 1) 52 K 3 it FH AR ST AT ik (1)
A AT AL E QKLY (SEQ 1D NO: 1) BAH R ALK T I MR &4 5 B e 92 Ji A/
S AW B BT A B P s TR G % S 5 DA S AT i b 7y 85 e S5 P mlde R 1 25 5 BT e F 4k
A K 3% TR A- BRI 41 B AN/ s o 7 — s b, TR A RS 5254
AT R R R SRRV A 1AL S a2 SR I 25 A

[0363]  7E—Fhaiti /7 s, BT il 52 3035 2 1 Wi U5 s A AR N 3238035 o 7 — P si it 5 =X
A5 P AR AR P AR A = A 2R TR AT R

[0364]  7E—Ffsizjita 77 =0, Bt FH I G2 B A 2 B L 2vh R AL &40

[0365]  ASCAFBH T 4F X FRIRCGQKLYG (SEQ ID NO:2) 7= A F A v LUARE 5 i / B 436
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GEON-BEEARIE H A= A-BBEH L8, B A-BFI R N A SR AD R (R 25 50 Fp s ik — B
WE 21 fros 48 FHFRR (CGQKLVG) (SEQ 1D NO:3) 7742 i 31 Hov B8 A4 B A i S ML i oA 4
il 7 A-BERAEFNA-BIE IR ARIGTH o 5341 , X PR HUAARLE AR A I 5 ) T A-BIE SR ARXT #2411 iy
R EEtE (22) o BRI, IR ER AL T H | A-BEE S ARG B IV 77325, % 5 1A AL FE (3R A-B I 241 i BR
HRH5H T ERZANE Bl el m) A 75 Z 0523838 e A S 0 AR SR (1) A-B 3 58 M 5
PEBEBE PR LN A-BER FE AN/ B SE SR I B o T LA 4 S it 451 1 O B3 M 4k 41 5
[0366] it a] FF A Y7 ADF /B & A-BUE Ky R 8 AR S5 o 1 U, B8 5 A i S F) A2
PRFNELIRAAR LS QULPE05) 2R I H 5 ADARAA ) BRER , I HA-B ] LLTE i & A A 2 1 I
e B A 0 E TR, PR AR I ERR (CGQKLVG) (SEQ ID NO - 3) [RIHUAR LS & i\ K2
ADHRA-BF= B AR SE R A-BIF ANl 7= BEA-BIE IR AR I T B AN S 5

[0367]  [Rlitk, 53— 5 THI A& V6 77 ADAN/ B H e A-BYE MR 2R 13 MR 00 1 7 % 5 1% 7 V2 0 4%
A 77 ZER 2 it 1) A SR A OB PR B S A AT HA-BIE SR AR 7
PEBE BV BUAA , BB & BTk SUAR R 29 4L &0 5 5102) TG 75 B A 52 38 3 it AL 257 QKLY
(SEQ ID NO:1) BEAH IR RAL T 5B S S5 1 77 B R &9, BUEL & BT iR FRIR10 & 411
MR ED

[0368]  7E—Fhsit fy sH, A8 A ST AR I HLAR VR SR B A6 97 10 52 30 1) A A i
A-BIIAAAE B /K o 75— it 77 20k, FIPUAR TG YT B A I ) A-BAK P 3238 3 (B dn A
A0 1 08 I S R FIA-BEUA R &) -

(03691 ik Al 6 38 Jii my DAAGH G 6 25 A Gn AR SC R il B 250 206 b, S LA e o 30
DL T s ik

[0370] ¥ [ FRARCGQKLVG (SEQ 1D NO:3) All/ sl AH IR B — Fh ek 2 R & mr DL 2 A it
o T390 A3 FF R AR AT DL S — Fh k22 b IRV 7 4910 40 B— 3 S0 T 411 1) 770 52 JUE A s g 17
il ) — it

[0371]  FE—Fhsiti s, IR i 2 2 G e 1k /I FEVE AR, AT th ks S PR Bl 33 1
CEAA-BRERA,

[0372] SRR T AR S PUIR 7 B IA S G IR A% R LE IR 7 ADHH 1 B2 FH

[0373]  ARSCATIRIH GV A UM 23 B IK S G i AR B AR S5 mT DL e i
ERAN 7N NN L I T o I 5 I e I N = e I MR N 1 T IR I
25 31) i e FH 8 11 ARt P

[0374]  fEREsbsij Jy U, 4 S it 24 &9

[0375]  FEILersiin gy =0, Bk 25940 & 0 B B e FH 1 sl ONS 1 L B3840 4, 3X
(1 75 R AL FE A AT N S8 IR, 3X I 5 0 T )k BSR4 s o AU T
FARN Gt — 5 R0, SR DUEN R S E AL FARBEARBN , UK S8
A7 -5 0 v T 5 1R i P B A 67 5 A AR G Elsberry 258 (K26 [ 4 F]5, 814,014 “S@ i1 i va
T EIRAT R RE AR F R T X PR A, Hod it 5 AR EHRE T ek E %
1520060129126 (Kaplitt, 78 “FH T4 40 B fanyE 21 8 b i 4 e 4 F1 078 H) v
IR IR L Ty 9 o F TR 2 W 0% A I AT CNS B H e BB 40 B 3 AT R W 3R A5 (41
SynchroMed®EL Infusion System;Medtronic,Minneapolis,Minnesota) o

[0376] 7 7 —FhaizitiJy b, A8 FH I Ws Al FH 00 A S P LA Fo 52 A4 A 5 2 o i i 5
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e P 2 3 P 7 T K 24 P A vt P T

[0377] B8t 5 SN 8 A STk B2 &0 & PR o B K e IR AL IR 5
L R g 2 sk I o 5 e (1) % s 1) A e 1k 0 S IRt

[0378]  fEHELLsyt 77 b, 1075 18 2 F T 2 3 ifu v e e i FH AR SR IR 20 S 1) A6 40
PO B K e SR AL R 1) 77 7%, an 3 [ R 7012061 “H8G T i i 5 e 188 578 P ) 7 757 Hp
FIrid , 5 AR R INE 3G T of fi B e (%) a8 02 1, FLas o 51 I AL

[0379] ARSI E AR N GO N H B H TR A SRR H SV S Bk o S Ik
JER FHAZ TR 2t P 2 i s 2 ok o, 3 5 e ot FH 1) &% b B 1 7 7%, IF HL R B i 28 77k DA
88 22 4 i i FHAS ST I () 77 it 9]

[0380] DL AT Ak EHEIR 1A H i il It 22 DL BAR St 5] v DA SR AR B Se i B
fiff o 1K 6 S AFAN FH T Ua B 0 H BTG IA , FFE B AERR H14S B 185 0 36 Bl o 24155 1L AT e R BH B
FEHLAE RN, 25 B8 X0 A2 A AN &5 [R] B 4 R A ST FH 1 R e R T, (HIX BEOR T B AR ik
PR R AR T BREI E 1.

[0381]  DLT SR PR il e S i 451 2 %ok A 8 T 156

[0382] syl

[0383]  Sjitifsi1

[0384]  FH T PllINA-BTE SR A e 1t R AL Y Go 1A 77 v

[0385]  — AR MRS B I Tk B R ARIRES AR B R0 E B E HBEAESH - RARIR
DY N A SLIGAT AR B A Y2544 - a8 it 45 8 BT HUT IR BIRE T o KT B E A
JR IS, g1 R AT LB T A B, HAE S i /DI H HHBE R TE)T - 4 € R H A R H HH R
RIS T TLFh oLk , 0045 18 SRS A R T R 4 BoIRAS B AR 14 B e ¥ 54k , DL R i el Ay
AL S N B E U EAE R R 2K, X 8 A B AT #Ee e RARIRES

[0386]  A.EE [ S AT B MESLN) Go KA

[0387] MR REAEARYT Bt FE b & AR B H HH RE AR A I 3 ALUASE R K ] 58 RE & 40 Tl 2 RARMIRES
N BT Rk, ForR B e O [ E BT EE S reutof T B — X E (JER) I T RS ET Y
EA R ST A, Go R ORI S it . Go M 73 55 1 R AR ER (A JUAH TLAE I #h 4b
iR A s, SEhR L ORI B0 H HREESR AT AR 5 Bl B — R RIS S i
530,

[0388] R v B S H HH AR RCA B wR T ELR PR 1 AH B AR A A & DL A AR 3T B X S8 )
BRI o

[0389] £ RIS, NS PR E IR T, M RE PR E R IRk KT EH
i T AR IE S Ut E R R SRR E S P B i r 2 05k 14 (it
T=UUF) o = FE R IR AR AT BHLHI 2 AN 1B L 1 0 7 7k IE FE A o 1% HLR T BN ISR
Hr S EER I AME, THE T PUELIZESLEER H HHRE AR .

[0390]  HH T RIT BFREEVEER 2 H HBEIAFGo(U) &

[0391]  AFGo(U)=AEGo(U)~TASGo(U) (D

[0392]  Hyild RITBURIELE S THSARAHLAE RS H TR BRERBAEG o(U):
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t=>J
o) AEgs(Z)=a Y Oreutoss — |ri —13))
Atoms i€ T jeU (2)e
[0394]  FE&ER 2w, i, 2 FUR BT A AR ) 26 J5 0T, L7 R4 B X s rh LA — AN B
JE T, i Fllr 2 57 1R A AR, reutof £ (BRI 4.8 A) J& AR FLAE FIEE B3 A BT (cut—off) .
IR xR AEOR IEE, © (x) 2 H © (x) =15 X Heaviside BR%L. ] LA FEAEAHE il rialf) fE
RULEIRE SR T e AR YT 5 A T ARSI E P A Frg (U) |[U=T:

- AFgep( ) w=7 + TAScs (% )|\ w=7

[0395] (I — i>7]
Za‘.;@z. O(Teutofs — |Ti — 13]) 3)

[0396] 25 BURHL b T %8 5 T R 2 78 B 1) B v 4% 52 4 BB UL L 76 H AT B R o, 3
ANE BT BEBA AR — 5T 4 6kcal /mol 1 H . X AME I A2 1 B0 1081, RN B 2
IR R 1 3R A AN [ X3 MG ) P B IR S 128 1 RAE R AL T 5 9 vh SR T

[0397]  FHEAEBHFIHERITBRTASG o(U) it 5.

[0398] B.&§itH

(03991 AbT A4 R 45 10 88 1 3R AT H63 R MR 25 B B0 K T R SRR A TR T 63 1 2
B, DRI TE AT B I AR E M G005 007G R 18 25 B oF A 417 B X ek o 1) B e B K A7 ok 1S
TR AT B X BLUR S -

oa00]  ASca(%) =Y (ASux + (1 1 %) ASpuserk + ASerssol k)

Kew “U.K 4)o
[0401]  JHH1, A Spbks A Shuex,ks A Sex—sol k522 3CHA [3] 41 21 H (R B FEK I = P S5 4H
43+ A Spb, ke FH R IRRES BRI ARSI FFERAL, A Spuex, k2 MIRFEAE T H BTN 2 2
R T U EE B2, FF H A Sexosol kA2 MR THI BV VR T EE TRAF (1) 065
[0402] 5o RAT B ARSI RGN FAE IE , BRI AE S — R B eh &8 70 AR 3 28 % 10 3 Ak i et [
TEAEENHERRE ) TIALE b X EIRE N T LR ER 7 AR B 458 F 1) I 1l AR AE
TR ERET) MAFETEI R
[0403] A Sga=-ksln (f, R|N) A1) . (5)
[0404] X Hifw R[N) A Tidd vHE B AR BE AL AT IR [\ 2 PAND 2 J5 1 A7 B RO A0 () 4
FRA THHE IR E 2R 1 A3, 1T 22 2047 BA TR A 28 3% Bl B2 1 J5id o 6 106 1 Zin~ 20/ B 2 1)
KRB RN A AT /MMS 22, IF BB B B8 7S (A ERR AR BR A AR 4 s A 9 AN T 2
75 )T o J R BE 2R A RS B B s L AR DL B B AR T B AL AT 3 RIS R R S
IIE N 5T AN ik B 2 ik AN R 28 3 1 T ) A B BEALAT RE 1 20 2. BIRARES S T
DA R T T

. a ___ 3R® N,
o405]  Ju(RIN) = S exp (=535 — 5y )
(6)
(04061 JEsRE H I BLAI A 11 L2 911034 2 50 00 0, NS0 X 11 P
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It Ha, T, Ve it 3 A AT 2 10 2 BRI 8 € 1 S50 S50 A CaJi T 2 [RIA 3%
I, Ve & B A FRFE K T X HERR PR AR o i b 25 =R Ul & BRI 45 Rvp , 3k 18 S e =
0.0217,1=4.867,Vc=3. 291 [{{H . iX P 1& Tl 2 38 I 9 B 5 7 517655

[0407] {7 22 A A B J0 T 0091 25 RS, DR A TiE— D BR i R 3 & v BRI iE 3. 417
FERS , ALY AN D6 2508 Tk PR B A5 R, SRR FOKG AN IR RS 7 AN NI, PR A
INIRIS 32152 B 1IR30 S S A PR

[0408]  C.HH A H AE MRS TUMIAY SR AL

[0409]  — H3RA 1 o0 R4S 8 H 5 H B B RERESR , WIS FH o] A2 B R E o, 3 H & B A
DT 3N GE IR H B AT BIE R B BB RAS I Fr Bl T s 1 SR A7 o 56 T 2 BB E i »
TR 2 1

[0410]  TT. W3R4T 4 S5 K10 oK B A-BRI A7 Tt

[0411]  ARFE2MATH I RIREE R, anAE 1A Bk (A8 A GO R B AU TH R 3T & B HH R 30 o
SE R B ORTEE LT AR % Hr e, FRALQKLY (SEQ ID NO: 1) VB Afiik £ A H B,

[0412]  XFF HHFEEMA/DN T 10kcal /mol T A FKAL, Lhcal /mol NEEALH H H B &K
AR S Hx, v, 2B R T HEARIC I R ALAL T HRIE DT i) Ay, FR B A KA (vih) , A
I AR £ 15-18EKQKLV (SEQ 1D NO: 1) ZH AR o X FARERAL , “Hh0” 3245451 8 SO EF At
AR, A T2 HEDE .

[0413]  E 1R TS T BI{EEth=10kcal/molf¥) [ B BEREST I ORFRRIEL , o, x 2 Fr BRI
B, y 3SR B A B, I HL IR 1 R B AR RS AL A I35 40 BT 75 16 H ER BB R L, 72
10kcal/mol ) HE & EH N , HH 7% 2L 15- 188 F FIQKLV (SEQ ID NO: 1) 2H Bl 2= 47 7 4 A PDB
M4 J 45 R PR A LB AN CH B TR 2 57 HY B

[0414]  JR A YERERY 5 4 “A” 2“1 0, BT A o8 1) SR A 4k S5 M 94k BE Y B s e
F, FLHE % e N EEA-T . 4 e I 3R A 2 B EEABFIC

[0415]  [AIAE, X JE 41 4E 45 M 2MXU) S5 /A8, JF 51 141811 R A7 tH BLEEA (7 FIHQKLYV ; |
2) o 5 EARER R L 4EA-BAHEL ,HQKLV (SEQ 1D NO:2) 5 AN[E] 44 5 QA / B QKIS i v 751 5 5
—3%.

[o416]  SEjiifs)2

[0417]  Tii.fE&ALBRTN

[0418]  FHFFUMAL R 4T B RALI S Rl v AR ON “BE A A b 227 B J7 v A, HL e 58
[ & R i 7 41°5:62/253044, 2015411 H9 H &A1 “I8 i 48 & A4 I 22 T B 1R 37 & 2R
H RRAL RGE AT h A, @ 5| AR ST 3 frik , 07 5 & T4 1
Bl F 12 IR, R 1 5 (kAR 2R BaAA%) iti i 4 JR Al b A 22 A3 i 8 11 5 (Bl BR— SR 4R )
BRI S, R )5 TR 2 AR 45 A4k B 1 o3 (BROIR SR AR 4K) 1 & mT e AR 3 & 19 X 3o 14047 22
RO, I HL 6 R RN JE 8 B0 v 770 ml 2 i R T R (SASA) (5 BT 2% R ) B 1 J5 1) 00 46
ZERIJFAEL) o« SASAZE 7R XoFHo0 ] 53T 1) 2 T X 32k SASAR IE THI AR Ak (5 BT FE 1A 2 13 TR ) W0 4
SERIRELL) A LA A 9 A2 i s RO TR 4R E0 0 X 3R R 37 B Bz 7 VN T = FhA-BTA
R, B ERA H QI : AB-40/Jk (BUEAR) 1) — F X RR4E #4) (PDBHi A 2M4]) , AB—40 544
1) — E X FREG 14 (PDB#I A 2LMN) LA 2 AB—42 FRLAA (1) BRSSP 4T 25 A7 2% 45 74 (PDB2% H 2MXU) (41
W—ABF, o, ok B — A BEM TR IE 5K B AT A R R A BAE A o
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[04191 g FH & [ 4 A1 B 375 7 41562/ 253044 71 Ik ) B2 2 A8 b 7 39 B N AT U 445 44 3
AT R . CHARMM /713 2 84 0 F K. Vanommeslaeghe ,E.Hatcher,C.Acharya,S.Kundu,
S.Zhong,J.Shim,E.Darian,0.Guvench,P.Lopes, I.Vorobyov, fl1A.D.Mackerell.Charmmif
W AME s T Scharmm & JJ F I A 15 H%AE . Journal of
Computational Chemistry,31(4):671-690,2010; f1P.Bjelkmar,P.Larsson,
M.A.Cuendet,B.Hess, fIE.Lindahl . fEGROMACS 7 S jiti CHARMM /7% « 73 #1 3K E AH o< &, HE 40
FH AR AL 5 A /KOBE7R f) 2 13 i sE PE U8 . ] . Chem. Theo . Comp . ,6:459-466,2010, 3
By 51 I AR, o TIP3PK .,

[0420]  7¥ {7 BIWIAR A5 80 % Z J , 73 A 1 SE AT FRA-BES Y 2MA T I — A B AR, 2 FE 1R
4 [ SAS AR Bk 22 i 400 110 bR 25 o HE TR AT S 38 0 (1) SAS AT X 382 R 2 1417, 0 B T B &
HQKL , a1 I 8 7~ » 5 B4k 5 JR 2T 4EA-BAH L , HQKL 5 AN [6] 44 % v QRN / B QK 5 771) 22 22 488 i —
.,

[0421] X 3F5HIA-B40 (2M4]) FI265 I A-B40 (2LMN) £ A T T P 5k FE 14-1 T4 R =
Ao

[0422]  pHA-B40 (2MXU) 00U FH 5% 55 15— 1 9ZH B 1 R A7, F HL ¥ 1 9 6k 1 5-20 2H B i) 2R r
FTA-B425% )R 11 K ¥ o

[0423] N[ (1) i 25 UE B T T30 () R AL 1K) — M &8 M A S Bk T I 22 1) S0 5 R

[0424] P13/ JE 414X T B8 IKCGQKLVG (SEQ 1D NO:3) FFIRPEIAIR (CGQKLVG) (SEQ
ID NO:3) R B o i B, 5 B BE R AR L S PAUR AL B P P A B A P2 A, 3 P 5 24 e Ak
F BRI (RO B A-BERINS) FHLL , 452 5 2R A8

[0425]  Sijstifl3

[0426] AL QKLV (SEQ ID NO: 1) 152 293 ik 45 #4) v LA AU FH BT ik oA 17 45 e I R 52
T BT FHEVPAG B B 12 B 7~ 45 A IR IR 465 1) o 2SI it 91 4 Bk P4k 1 1 2A BT 7 (R AR
S5k,

[0427]  Sjitifsl4

[0428] T e A, & F9 5 FALQKLY (SEQ ID NO: 1) f 45+, FLm T o AE A-BEE B A4 v 11 Tt )
H [

[0429]  PFAd 60 5 QKLY (SEQ 1D NO: 1) AL I PRI &9 (UEI5AFTR) LAIRAE R 5A-8
iR T 24 AR B AA H (1) 2 57 ] 0 R G A DG BOAS AR ALY I R A

[0430]  I.¥RARIEMAT 2R

[0431]  [&[12 (a) T FTom IR AR AL & 9 B 1 il 2R LA 5 TR 4F 2 sl SRR R AN TR () 3 ('
FER) , B S X BR AR K B B4k vl DA AL H 5 B A B S5 A 2 AN [ () A B A 3R ) 2R ) ik
P o it RS 3R R o

[0432]  [&I3& W n il F N ERE A Ok F ) 3l ] . B 7 HMRIKCGQKLYG (SEQ 1D NO:3) 1Y
SPATAR R B e (K Ei k) , DL ELEEIR Il 26 G Sk) , SR 4R 4 op 25 R R 1 il 2% (K
(A 284 ) DA iR 4 4 i P 35 il 2 (RRE R i 26K ) o

[0433]  ASCA HI) il 2248 LR %, I Bk e SONBEE L8NS L8R shny Ul & 1)
AR IX A LLJE I OESECalif 72 (8] (1) B U 1) R Ak, SR S i B B R W] N — M)
A BN — NI E A ST FHRE I 305 08 SCR A0Sy T LA b 23 ) i e il - A6 4 e S S
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B ckisi=arccos (ti * ti+) , HHtiz2MC_a (@) FIC_a (i+1) AL Y] F & . 28 J5 1 Rt
eI A AR TR EFERC B AR, B _ERTELNO CPAT) 2w (5 PAT) 224K

[0434]  ZEJRLF4ER TSGR 40 BAf @ PRI (CGQKLVG) (SEQ ID NO:3) « ELAECGQKLVG (SEQ 1D
NO:3) FIQKLV (SEQ ID NO:1) Q. K L VAT Hi Z-AE W T

[0435]  Ff[RAK:1.248 1.566 1.422 1.46

[0436]  E4%Mk:0.870 1.355 0.931 1.303

[0437]  JHZF4E.0.740 1.159 0.796 1.188.

[0438]  “F¥{E K-

[0439]  FAARAK:1.42

[0440]  EHHEfK:1.11

[0441]  JE£F4£.0.97.

[0442]  Sxsf Tl R 8% AR T A 10 AR 20 AT, 48 Charmm27 DB B3 75) (SPC) T i) - 47 #5541
SRS EL R PR IRAR 2 LU 8] Ins , 548 500, BLBE B4R R : B [E] 10ns , & A 100015,
2m4 1K £ :680ps , 5 A 681 .

[0443]  [RIGIRFRAL Y Hh ZREK , £ A 1K ek L 1) 5 SR AR B AR e (v ¥ B A AN [A] T R 4
Y Bl LA AR () S IR, SR 2R AR BE AN 2 AR ) - SRAE FAOIR IR 1 i 2R B AR S A 4 1)
JUAML B 3R AS

[0444] II. A0 AG

[0445] R %5E R A AT LLE SCA-BH (1) 55 SRAR KT S 1t R A7 1 gk — B 1 SR SRR, AR 5

AR b Bk MR AL PR AR — A A (Bl12a) , H AT 5 JEL2F 4 B AR b Al S o A
B E A A0

[0446] X T-¥F 2 MU %E — 1 A, MR HR QLR T AR 43 A 5 oK B SR A el 4 4 1 4 A (]
48) WEAE

[0447]  PE4BEIR T FARAKCGQKLYG (SEQ 1D NO:3) [ EIE s Bk B V17 7y T 3 J1 24
WhAEZEME P, B &M (Q R EEH A LLCa, CB, GxAICS 5 - S 3L )% H. DA 28 5 2k R
ELAE LI - TH f s R R SR 5 Pl BB IR B A 4 1 O T RS ER R I AR R TH) A 40 A A
bE, BRI A 1 T A B R AN () 10 1 0 AT (S LB 4A , Res—Q: CA-CB—-CG—CD) &

[0448]  [A]FF, oI A BEK LAV 1 £ 5 A - K16 T £ 2 A 2o T 5 KA 22 55 3
BAIQH) 2 5

[0449]  ZERI6H /R T LTI T A4 .

[0450] 7R 7 R T VISH) —TH 20 AH .

[0451]  RUEFLITERSHBEKSAE R ER Bl T3 L IX 5 BEERRRM S 1
FEE 0 A, S E R EUR A4 5 A R H B 2 R IR QLS.

[0452] ] I /EQKLEKQKLVIFIE L T~ Q15-K16 1] LAg AL b ) SIS B ik 2 o di ik A SC Rl 1) 3R
THL AR I AR 43 BT SR B AL %o ok e B i 7 M P 33— 25 SCFF

[0453]  TTT.ZRALIAV AR AHL R P

[0454] AR #ECamSo 1 T /7 & [4] (1 A-BA2KR JL [ 75 B W /R FE B 9Hp o 9 R (1) Bk BE QKLY
(SEQ ID NO:1) 4> A EA-0.899,-0.936,-1.46F1-1.51 [ 3 [n] C— A 5 4k 45 , VAR FE R AR .
[0455] A 5 Pk vy 1 B B AT BEAEAT AT A-BR R R T LB 3], U H e F el Refr T 5%
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TR _E B 3T o SRS R VA A AL R A R AL BRI R i, O LR REAN 2 ¥ il £ IR 2T 48 1Y
R (0T H AL ) o FERAARE R o AN B 25 W 285 WAL, , A5 75 i 41 4 vh AN e v 7 42
AL AR SR MR 1Y) B . (R 5 — Fh el 2 P RAFIEAL ) 7T UK 52 R AR 5 SR 2T 4E X 7y

H o

[0456] B L1 1) AR XV i FE Rl 101 ml LA 8 SUM
Si — Smin

(04571 (O; =

Smax ~ dmin

[0458]  Hirbrsi R BRI VAR IE , 37 B suax M Smin e 45 78 5k J5 300 B PN V5 AR 5 1100 e KA R e
MBI L, T B b 152 5 22 MBI VS L, o 5 225 1) 3 R 8 3 W HQKLVEF (SEQ 1D NO:9) , BAf#
Smax—=0.0302, spin=-1.51,

[0459] 4 SASAIE ik HR JE (1) i i L DA, BE 9 Y ZHQKLY (SEQ ID NO: 1) HH FN—K v e 2k
1022 1) 1 ¥ 770 AT 230 1) SR THURR (SASA) , 388 o 453 AN 5 22 110 Y5 it 52 TR -7 DA ¥ SASA (o @
SASA1) .01  SASAT Y2 S A 4EH B AR , RIS AR AP K A L iR 25 4 189 hn i) i B 40 4 (o
i* ASASAI) .

[0460] i ot V75 A P55 AN 3 BUQAIK IR 225 B A 7 3 SR AR SR T b 22 53 % 3 1) S K T R 1 AL
JiR A

(04611 J5 B S ) 350 2 10 348 751 mT 2 1 3R T AR ) S b

[0462]  ofeq - ik 28 P () 3 28 1 SR 1 (41, a1 L LR, 3 W B 5 30 N A ity » A7 75 ¥ 57
T 55 ) 5 A S I Q1 54143 N Ce—Ha , Cy—Hz, Cs, 0 FINe—He , 5 JH 2T 4L ak B A AR EL
TEMOIR K A Ne—Ho B AT 55 22 (1) SASA o X T 0 8 2R ity B 30 110 3508 0 Jod 28 4 (1) ¥ 711) 2 % 11 vt 22
w.r. t A B

[0463] Syt fl5

[0464] A E M R AT KA ) IR & P R A

[0465] AL QKLV (SEQ ID NO:1) fFlan¥A4k (CGQKLVG) (SEQ ID NO:3) [ kAT LA Sk Xt EE ¥R
1k

[0466]  AJ LAAd FH C &0 J7 3k (o B ) Fmo o 56 [ AR BE & il 5 He ikl &) Sl &
QKLV (SEQ ID NO:1) A ik 52 38ka 2 FE IR Al / BLPEG . T 2 45 1 1Y ELAE AR . PEG S T
AJ DAEN-R 3 5 e B AT B , 49 1k FfHamley 2014[6] AllRobertsZ£2012 [7] H ik i {B AL,
70 BAE TS SN IR S BB A AT LS i A 45 A 1) K& BT I = R
R B R iy DA TV R (9 A Ab = 4%) 5 2) 7R K+ 382 1w B MU 1 2028 R i SR B R
Ui Y 3) JIKHIZE 4 - H (0 7R A% B T 244k

[0467]  FRARAL AW Hb B B mT DA B TR0 A ik (1) B BAOIR D) B30 6468 G e S Y (1 4
i ok PO e o — BB (IR FRRAK)

[0468]  JPkw] L 3d ik 75N— R g B C— A St B JOA: PAY 3860, 456491 a4 Pt B A v e I B 1 5
250 JE BT T e 2 P S AT R A o 437, A2 JUAC 1) 79 A1 e 2 I 25 T e 2 DA s — i
Al LA B A AL AR B AR (R SRR ARSI BE R L &AL (TT)
BEH . SH O (1D B AR RN 53 O A e A7), 35 BT LU S ARG E,
RN T3 RN 78— e Ad
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[0469]  SE[E L FA I 52009/02151 724518 T SRR E WA KRB T A A & . L &
FIATF52010/0240865 3 FH L F A TF52010/0137559F13 [ £ F)7, 569, 5413k 17 H T
A B & R 5 3 FEPCT A JTF 5 W001 /92466 flAndreus, 1994 . Methods in Molecular
Biology 35:91-169-HfiA T H &5z,

[0470]  BF H4AcHh, v] DL i e & Ml A/ st N TR 7 B F R R Bk 22 1Y) TR B
TFHER T A QKLY (SEQ 1D NO: 1) A7 A PR o 188 3ok 75 7 I 2] PR AN- K i FC—K
Uity [ AR R SR P I SRR Ak Ak 2 TR) 7= AR O e, v LUK DR AG 28 IR A R o et mT DL e 7EN-
A FHC— AR g 2 B TR 1AW TR B (51 an =k e R BAE) T & O PR IRAL &40

[0471]  JEIICPC Scientific Inc. (Sunnyvale CA,3E[E) $2 AR & FE 7 34T B S B
[0472] {5, {8 FVR DB 27 QKLY (SEQ TD NO: 1) K FtN— A 5 R C—AC i 21 e 4 Fil ke It
2 TA) ) B DA 52 29 SR PR M B b L S M R R ALQKLY (SEQ 1D NO: 1) I 34K
(CGQKLVC) PRI o 45 AN HE TR V- Dk U R Bk J 8 N 22GQKLY (SEQ 1D NO:4) , Hp—AMr T
C—AR i » T3 — L TN-R g o AN 2F- Db 280 IR AE 52 45 2% AF T 3 S8k LR 1l — B B Sk o) 8

IAD W Y
(04731 EFrid, BETEIIRAR IR S5 # AR A-BEE R AR QKLY (SEQ 1D NO: 1) i) 2 1R ]
A I R R AT o

[0474]  FRAK (CGQKLVG)

(04751 {1 G gt FH 5 T Fmo o 2 [ AH KA s A2 755 [R] BR - GCG AN ZR AL IRQKLY (SEQ ID NO: 1) Y
LRI [ AH AT LA AE PRI IR B2 = 2R AR B A |

[0476] W] LA B 4% AKCGQKLVG (SEQ ID NO:3) Bk % 46 & 1) £ PRIk (CGQKLVG) (SEQ 1D
NO:3) .

[0477] AT LLIEIS B 554k & YIC-PEG2-QKLVGH) Bk i & 1] 4 IR (C-PEG2-QKLVG) .

[0478] A i [ F 4

[0479]  mli@itAd FH Gl anLatee s (2007) FTIR I 5 150 A 52 LV R I R AL IR PR A
W23 45 25 G 8 JE M 18 0 75 B A L 5 2R 1 (KLH) s34k fn 28 1 3% (1 2R 1 (BSA) L % 7kl it
51 FFFAA

[0480]  sLjififsl6

[0481]  PUiAR) = A Pk %

[0482] AR Z LAY (BN L5 QKLY (SEQ 1D NO: 1) an¥ffk (CGQKLVG) (SEQ 1D
NO:3) BRI FRIR IR 5 8HFL M & 3 (KLH) &8 & S K ash W ir # 2 Rt 7 &%
IR R IE N /N R B T BE PR A 77 (ImmunoPrecise Antibodies LTD (Victoria BC, Ji&
K)) H AL S BSAE R R T A Pk B A9 SR EAR IR (1 i #RR (CGQKLV-JEK) (SEQ 1D
NO:3) ) 5 3% 7N BRI o TG0 BH 1k 7 B R AT RIA 2B 72

[0483]  4nsLyti 58 it — B HEIAR I , A FH AL & FOIR (CGQKLVG) (SEQ ID NO-3) [ 4 9% Jii il
& AALIR o I ELTSARISPRA e 22 A8 98 b R LA e 45 & IR (CGQKLVG) (SEQ 1D NO:3) ik
S AR BAE GELEHA0) BK - A5 B8R 1 FRGKT TGy il BH M 7 1 13047 KRARE A 7= I i3k
—B4lifk.,

[0484]  SLjiifs]7

[0485]  PPA HL X BB/ i 21 2 1) 45 & i =
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[0486] T4 e Gty A A SCHITIR BT L BHE XS BE6E10 (Lg/m1) IR F AU} BTG
1gG2a.TgG2bm1gG3 (1ng/ml , Abcam) 1FNWILHATIR AEACIR B VI 8, HFAETBS-Tr ¥k
3 X553 T/ B Tg GBI F AL IR 2% &40 (1: 1000, ECL) B F T U1 FEiR B 4570 8, 48
Ja ETBS—THI BE3x5 70 B o 24728 1) 8 m) 15 ¢ e B i B R K-, B FHDAB R £430 7] (Vec tor
Laboratories,Burlington ON, %K) s FHZE MK e Ul o FIAEHRER 75 R 3R Mayer” s
haematoxylin) B4V B, /KRR B I A - E L B (Zeiss Axiovert200M,Carl
Zeiss Canada,Toronto ON, JIEEK) FHEEHIE H, IHffFHLeica DC300digital camera
and software (Leica Microsystems Canada Inc.,Richmond Hill,ON) £E50.200F1400XJH
KAGEECT AR EE

[0487]  Sjiif5l8

[0488]  JjiE At EL

[0489] Ay i

[0490]  FRIRFIEEEAKHCPC Scientific,Sunnyvale,CA,USAP=A: Ad F =58 L BR Eh Py
7 R K SKLH (T 5 28) FIBSA (FHT-9fde) 84 o 4 IRt 6 a8 s MS FTHPLCAR 25 1A
995 %6 AL A RIZIE A TPARL H T8 /N A2 7 B e B A

[0491] Pk

[0492] 7= A= ¥ 22 2% A2 A B oo B Bl fk 2 A LI SR B (KLH) 38219 ¥R (CGQKLVG)
(SEQ 1D NO:3) .

[0493] 450 H WS MEMEBALB/c/Nisl (Charles River Laboratories,Quebec) o 7E19K ]
T N 25 T — R 5 E B PUSAEA S FIE R T B ARSI B3 R/ B BRGS0 Smg/mLIY
PRARIE-KLHIG R £ 7K, F 100ng JIE G5 /MR o /INBR 3t 22 B fELab Products 18 XL R4t
(ventilated rack system) " . T H 4R /NERAESE 19K ML 22 SRFE , UOGRIRE 40 B FH T 4428 0%
R R A

[0494] il &/ ZR AT IRTT K

[0495]  #E%R £ I (PEG 1500) U477 T 70 Btk 2 40 IF 55 B SP2/ 07 B Al i s & o fi
FHHATE $45% 757 k5 20 B o 1% 7 3458 Y (] 4 HR R 2 2 22 B HA T £ MR 35 7 2 DU 2 20 R ik
PR TEE 2 2 — NP BR T o S A PRAT AR I S8 R AR A A - [ A 3 7R 2k B DUTE BCHR el o 7
W o fil B FAFLOKR G K BT 15 258 980 v B 5 % B 96 LA 2R 85 TR b 45 S A HT ) 3 7R B
Ak, BERRBDEAEK A GR) .

[0496] AT JRE 53 (i)

(04971 A FH 1L = 41— TG/ TgM (H&L) —HRP — ZR i@ i i ik Pt Ji8 RIRBE-BSA (I IX 7 146) )
() TA]HEZELTSAMI R H 4458 T I A 2R 85 77 13- W, 0 TgG AN TgMBiAR AT #R I LA A FH TMBJE
WK o AEZINE H 5 >0 20D T F — 58 WK o BH P 355 F2 M0 7 0 e Bt R DA\ o WA 7
AMRPUR NS E ) bR I DL BR JERE = MEmAb I B 5 BH M o 38 i B 3k
ELTSALAE B A 15 TGk & TgMIR] R R 1 5] b 73 Bt BTG T B ) B e o 30 38 1 8] BZEL T SAXS
HEIIRRE-BSAZ & Y LA I B 55 K -BSAZE & I LA VPl 28 SO B 14 T Il A7 O R
) ZE R o

[0498] i FH 5BSAZ A HIFRIR (CGQKLVG) (SEQ 1D NO-3) i ik [ $2EL T SATH % /I B, 24 52 I
EIRENS
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[0499]  ELISAPUAAIiiiE

[0500]  f&jif 5 < » fE4°CAE100uL/FLAK R £ B4 2% vt (pH9.6) 0/NH O . Tul/FLIRIR
(CGQKLVG) —4% 5 -BSA (SEQ ID NO:3) AL ELTSAMR , = T F3 %6 Wt g ok B PBS ¥ Y & A
VNI MR AT : 737 °C R WG 243898 LB W LA 100uL /LIRS I & /NS 7237 C N ¥ IR bt
f£:1:10,000L 21/ 1gG/IgM (H+L) ~HRPLA100uL/FLAEPBS-TweentH #E 3% L /N . FF A %
% BB HPBS-Tween#t 4730438 . AS0uL/ FLES I3, 37, 5,5  — U H S BE 2K f% (TMB) , LR
A 5 FE SRR IM HOL A 1k

[0501] e 4% BH 14 o B LA FH T3t — 20 AR o 388 5k () 2B L TS AN 72 /0N BR. 4252 988 1) H 4 o o S5
IR (CGQKLVG) (SEQ ID NO:3) Z% & HIBSAFI N8kt H (HT) B Ntk . 1) 7£4°C T #E100uL/
FUBK IR £8 B 45 22 11V (pHI. 6) O/NHH O . TuL/FLIFAR (CGQKLVG) —4%A-BSA (SEQ 1D NO:3) ;
BUTE37°C N #EdH20 0/NHH BA50uL/FLI0. 25ug/FLHTHU IR GLBE A o WL Pifd : 7237 °C 4 4%
AEIR B LA 100uL/FLIR % I B 1/ o E37 C R B IR ik - 1:10,000 1L 2470 /N R TG/
IgM (H+L) ~HRPLA 100uL/FLEEPBS-Tween 4R % L /NS o T A5 1 145 45 B8 FHPBS-Tweeni# 47304y
B LS0uL/FLININERH3,3° 55,5 — DY B LR i (TMB) , 7EHE Ab S5 52 FF FH SR AR B 1M HCL
{1k,

[0502]  ELISAFRIR S B HECGQKLVG (SEQ ID NO:3) fh & ¥nir i 51t

[0503] 1) f£4°C N AE100uL /fL Ak FR &5 09 4% 2% v (pH9.6) O/NH HO . 1uL/FLIIR
(CGQKLVG) 2% &-BSA (SEQ ID NO:3) #£4°C N 7£ 100uL/FLER R £h A4 22 1y (pH9 . 6) /N
FHO . TuL/FL B %% (CGQKLVG) —£%&-BSA (SEQ ID NO:3) ;5{3) ££4°C N {E100ul/FLERER 2h A4k
22 (pH9 . 6) 0/N FHO. Lul/FL A7 Ik C B ELTSARR - W] e bifh : 7637 C Tl 4238988 Fid i LA
100uL/FLIR I A 1NN AE3TC R RIR iR : 1: 10,0001 24T /N TG/ TgM (H+L) ~HRPLA
100uL/fLAEPBS-Tween ¥R 1 /NI o BT A e 5 40 48 FHPBS—Tweeni#E 473053 # - EL5OUL/FLiA
DA TMB , 7515 Ak 2 52 FHARAR AR IM HC1% 1k

[0504]  [&]Fh4y 7Y

[0505] gt FHHL A4 4t 3 SI2 B 0 AR A I P AR AT [R] #43 AL . 7£4°C T FH1: 10,000 Ll =40/ B
IgG/TgM (H&L) A LL100uL /FLAKER £ 60 4% 2% v (pHO . 6) CLk i SRR st 142 - ¥ A i FH 3 1A
IR S NI ik (243898 iR (100ug/mL) « £E37°C ¥k G ifk : 1:5,000L EHi/
it IgG v —HRPEE1:10,0001L - PT /N ER IgMu—HRPLA 100uL/FLEEPBS—Tween F IR % 1 /N o BT
Vel D B HPBS-Tweeni 47303 8 LASOUL/FLS NI A TMB , 751 Ab ¥ 52 H FH & AR AR 19 1M
HC1f= 1k

[0506]  SPRZ: &I xE — WK AR 4 i ik

[0507]  SABFRAAFIZESAR S & (M PUAA K SPRAT Hr

[0508] A-BEARFIE RBARH| S EHA-BAOF42)k (California Peptide,Salt Lake
City UT,USA) ¥ T 0KV B9 755 7 A BE (HFIP) A o i i 78 A& g ZHF TP 37 SpeedVac &
OO T4 A T 2% FRAAR B R B DMS O B 44 22 5mM , 7 dH20H i3t — 25 B 22 100uMFf: 37,
R R o di B 5mM DMSORKVATRAE AN Sy ZL I F1285 773 (Life Technologies Inc.,
Burlington ON,Canada) H i 25 28K B 9 100uMITE4 Cilf B 24/ 227 R T 1l 4% B ER AR
[0509]  SPRA;M#T 8 FH 2> T35 F J10% 3% 248 (MASS-1) (Sierra Sensors GmbH,Hamburg,
Germany) BE4T BT SPRIN B , 5K FH i o 0/ 1 s T S 3 1 0 T A 00 A SR S i) 4 0
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g A A EAE oA FHSPREL 245 & 3E 47 A 285 77 BB B 020 0 12, I BSAZE & 1)
JIKA-B42 B AR FIA-BA2 5L JE AR IL A [H] 5 75 1 i 45 7 (HAC) A& X288 i (Sierrafki&as .80
GmbH , Hamburg , 78 [F) ) 5N I8 40 A H ok 2 i . 48 FSPRIATEE (ri3k) 45 & Wl e
TE IR 07 38 23 #r B B GA AL FImAbs , HH MR LR 3R £ S B AT AE AR AR 8
(XanTec Bioanalytics GmbH,Duesseldorf,Germany) I, HA-BAOEAR  A-BA2E K O] VA
A i 2 B R A Y e R TR o FESPR LR 45 5 g 1, 8 ik K A-BA2 B A4 FIA-B4 2 55 JR A S
v [ 2 FEHACAHE S8R 85 1 () SR AN i 4 B b FF i 2 A R mAbE S T HUAR I 4 S

[0510] W]y 14 fo $i2 B ) FHCSFAE i YT SPRA> #r

(05111 w] ¥ P i £ B A9) FCSF i) 28 ANUBCRAT 2K 7% i B o AUAH O o hE 1297 Hh VA 1 AR 3 3R
5 N i 2 ZURICSE o 1T &8 M ADIF I PR 12 W7 3 T NINCDS-ADRDAARHE [5] o B CSFUS S 7 3 TR 4 5
A3 5553 B TOORL IR AR /NI H , FF 78 JEME 28 ) J5 /NS N i A7 7E-80°C

[0512] 5y )5ith : FREE N B2 2R i, B JR IR N — 38 AR AR R B B 0K IR TBS (Rb 8 A SR 5
% Klaval QCfJRoche DiagnosticsH)ICEDTAZE F BEHIHIFE A0 4, 453 2] 23 ) i &
WEN20% (w/v) o8 FANUARET 5137 28 (3x30FP ko, o B 45 BE 30D , BB AE UK _F3EAT) #5
A AL R o SRR A TBS 24 AL A i AT 540 (70,000 X g, 9073 B) . Wi gk
EREW B FEAE-80°C MigAF 3 FHBCAZE H I 5%E (Pierce Biotechnology Inc,Rockford
IL, SE[H) i e TBSSI K M) 8 H UK FE

[0513] PRI K H 4 44 AD i 3 F4 42 4 5% DT e 5 BRI i 2 B0 DL Sk 5 9 44 AD i35 A9
S DU BC T BRI CSFRE & B FE 20 BT o 4 240 Y mA b 3R AE 87 [ AT AR AR B A% 85 1Y)
SR BN b, R R ORI FE S VR S AE SR 1 1808, SR 5 7E G2 Pl il 29 1 2080 3t
AT 2R A o 18 T 98 25 /N BR N HR T G2 FRER 1T &5 4 A 2 22 R XU EE 2 JRL S 6 i I8, FF- L
EANE A

[0514] Al HXFA-BHAAR 45 S aEh =

[0515]  fEAH LB I7 BIGE WA R e , K A-BA2 AR MIA-BA2FE AR FI T ELHE 45 & I
JE o AEIR IR 1 T, A-BAOFARFIA-be tad2 5 SEAA AT v P i $2 B ) ANCSEAE ity FH T 1Al 422 (Al
3K) A M E

[0516]  H]Zk ik

[0517] Rt 20 2305 3% LI 2 A AR X L E R IR AR Ak 45 & B B 1 L B RS
FEAE € ) IR AIBSAZ R R ) b — U013 5 12040 , R J5 AN AE 300D fif 25 AH Y S 18 47 22 v
T AEREA M I 5, P AR AR IS 08 i 3R T o J8 i el 5 BSA S MR SR T AV s AT S Pl
T ST PR 45 5 ARE fif 2 A A 2 % e 97 ) 485 5 SR AU 2 R A I

[0518]  BEERAARLE & IE

[0519]  $2 FoR& RHIA-BA2FE R AR U b= A [ i , o tr bl 4 & OB S5 A-BA25E 5%
PRI PR LS G e S5 R AR 1) 45 G i B2 EAT HE R

[0520]  EOHIF SA-BEEIRKILE &

[0521]  f 1 it — BB AU SEA-BA2 B IRARGE &, T u s ILA ] 5 , [ i v 53 21 e b 1) %
HF2 EA-B42 5 F K (SynAging SAS,Vandéuvre—les—Nancy, V£ E) KR 1H L.

[0522] 4%

[0523]  ELTSAMNNA A IR 73 5 96 v [ 45 & AR AR o
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[0524]  JEITELISAIIR T —A oo b X6 FAOIR— 1 B 8% -CGQKLVG (SEQ ID NO:3) th &W) 45 &
M. 5 HBECCQKLVGEE &5 HI-BSA (SEQ ID NO:3) MHEL , ¥ £ 70 B AL o 45 & IR

(CGQKLVG) —4% & 1#)-BSA (SEQ ID NO:3) .
[0525] [ TR ZE R R AFETgG1 1g62afTgC3 T 1 TgG. iR %2 T JL AT M

MIghvele , BEAT#E— DB
il R T A5 B Ik 1 LR AT ELAR A G 0 A AT % 5 SEQ 1D NO: 3fR MIRAR 4G & 1Y)
AR TR BB AP PUE.

[0526]

[0527] (& 16224 7 SPREL 1454 I 8 B4 5ELISALE & 8d , 3 B /RSPRELH: 45 4 5ELISA
gh B2 AFAEAR RN o {AEELISAH A s gl A 0, [N SPRA I i 25 & &k A

[0528]

Xt e B Tk

H 4t A

N B Ik 1) 2% PR IR L ELBE AR CA-B1-42 AR FIA-B1-42 55

>N A
PRI RE T o a0 b R A FAMASS-1iFAT 455 e (HERES G E) T R IR TR 46
M LB 2 k.
[0529] AR TelE & TeG mAb . WL 1%k Hh I Sh BER AR T g A (B /s T [F] Fh 2R 56f B o
[0530] 1
[0531] 305
B HK-BE (RU) B RD [Ap42 @ RU) | AP TRE R
= = - X
l4C2 362.2 4.3 -34 161.6
4C12 433 247 1
= o s
[0s32] | B ina g2
TE9 495.4 1.7 -55.1 86
SHI0 533.7 838 -328 68.5
0F 3 304.¢ 36.4 2 56.6
1086 263.3 9.3 134 71.9
12D5 259.8 32 7 31.7
12F4 348 0.8 £9.2
[0533]  ELISATHiE
[0534]  Z72 8 BB P ELTSATRIM L %5 € 1 5 B BE K AR LE B R 5 HOR R3S In&h & 1) v

B o — 070 e R X KLH- R AL I 4% 7 IR B A OB o X SE IR AR 3E — DI J 22 b o A AR ST
JIv R (4 [ A BRRE o g K 70 B 1 2 9 TG IR] A7

[0535] i iof 2 1 4% 88 1M 3L IR I B 1) LR 2 5 - i idk

[0536]  faff FHR I 55 B AR, W &6 235 5% B budk se b SRk ELBE AR
A-BEERARTIA-BER ) EAR A & .

(05371 S5 RAEE 15 R o AR R 1O T3 3% 7 XA SN TeGRo B, 5 3Rk
AEEERR ARZ5HI1L) 45 S IIPTA . BB R T 5A-BEERAMA-BRARNI 45 & DTk 172 70
B IR IR AT TH i 6 S RV S T S (B — A2 81) o ELBE IR AT S5 /N BRBEAT S BT
A-BEERARLS & HAT — ik #%4k.

[0538] X F-if ¥ vu b , LU AL L & 0 A i R R B 1T R AE PR GRR) BB (BT
) A-B (AB) Hik (IE = ff) FIA-BIER AR (ABO) (81 = M) TG UL , 1 AT X 4 S M
LRI 5 B TR IR VPG BN SR I B AE 5

[0539]  sLZjifif51]9
[0540] k2o

48



CN 108350053 A ﬁﬁ HH :F; 42/51 T

[0541] i dH 2k

[0542]  XPA RO AT e e Al 23U % B B e St B 2 AE i =94, @il 5
Jo ML i H A 3 A (Dako Canada Inc. ,Mississauga,ON, JIEEK) i & 1/ 111 3 P AR
St A DL — AR AT S e i s 430 H Biolegend 1 /)N BR B o o [ o 28 ok
IgG1.T1gG2aMTgG2bLh MFUIER L FH6EL0, LA i #5 AR PR IR B AT S 2 (Y 24 v e
B Bk P lug/mLAs H - 72 500 NI E VI 1/, FEAETBS-TH Pk 3x5 70 Bl o F Pt /N R TG
RS A YRR A4 (1:1000, ECL) Jit B T D) FEIR & 4553 B, SR S5 ETBS-THH 64 3x54>
B o Ik I ) 1 5 g% 0 1) B UK P I, B FHDAB R (4] (Vector Laboratories,
Burlington ON, JNEK) A HZEMWMKMHEY) A AHHERIK 75 K& (Mayer’ s
haematoxylin) B4V b, B/K I IEIEE I A B2 B s (Zeiss Axiovert 200M,Carl
Zeiss Canada,Toronto ON, JIEEK) FHEEH I H, I FHLeica DC300digital camera
and software (Leica Microsystems Canada Inc.,Richmond Hill,ON) £E20F140Xi% K
BN R G B R IE (Levels Auto Correction)” fEAdobe
PhotoshopH LAt 14

[0543]  CSFAUfw#&E )

[0544]  ZUBCIIf R FACFRZS 22> (C04-0595) HhvHE , N 55 B 2% K =2 i FZH 2R AR 4T 3R 15
i 4. 23 . INUBCIER Bt 12 BT B BT 7% 9% 1 2R 9 A1 A S I3 iE A VP4 (1) J8 28 3R 45 CSF i Wt FL 3R A5 T
UBCIf IRHF S AR HE & T > kot , 3F H AR SECSFRE M < I3RS T S 58 sk e e Bn i
[ 755 o T AE P AD I I PR 2 W7 56 F-NINCDS-ADRDAKR 1 o K5 CSFUST 85 7 5 TR I i v A HL LS5 0 T
10OULER PN s /N, I 76 JEEAE 28 0 /5 17N N A A7 AE-80°C o

[0545] 5 Jmafk : B EE N B ZH 230 i, B J5 92 N — 5 AR AR 1) 38T B8 UK [P TBS F1K H Roche
DiagnosticsHIJCEDTAZR H BEHIHIFE A9 (Laval QC, INEEK) H , {815 o 20 2 B 2R
$920% (w/v) oAF FNUBERET 2122 48 (3x30FP ikt Hr a1 45 B 304D, &R AE VK _F R AT) ¥4 2H 2R
P RACAEAZ G2 R o SRR A TBS 24 AL AT i AT 250 (70,000 X g, 9070 41) Wi IR
W ZE5r FRE-80°C Mg {8 FIBCAE H M %€ (Pierce Biotechnology Inc,Rockford IL,
5 ) € TBS AT M H Bk FE

[0546]  CSF: &Ik H 9% FHkE FIADFN9 44 3% A ADI F8 /R 5 1 CSF o X B A Hi Ak , i i SPR
155 R FE 301058 /m1 Y A4 TG AT A o o K5 /N SR TG R EDUAR XS R, I HLFr A sSLie R 2
2R

[0547]  fii FHHUARGEL0UESE | CSFAMNSE U I BEHPES & .

[0548]  SPRZ; T« K>k 1 AD &35 1 44 o £/ HUA2) AR B 4 8 UG FC 1 06F B KT A i S8 B &
I FF 531 o FETBS Hh 359 A0 B i o 0 75 B 12 Jo A %' 4 2 (Brodmann) X3RO . 1 FH 73 5%
707 % 248 MASS-1) (Sierra Sensors GmbH,Hamburg,Germany) 347 FrA S286 , U0SL i
6 BT IR , >R FH 15 58 B O A i 8Os 22 F 3 1 2 i B AR W) A% Sk S IR N 25 S A ELAE
B0 AT Bk B EACIR IR 77 AR ) AR BT B A R A B AT AR B IR A8 1 20 T B )
AR b, FR R B R R ST R SR T 1808D , SR J AE G2 il Hh i 25 1 208D FE R 1 P-4
82 /INER O IR T g G2 HR 3 111 45 6 AN A 22 B AUEL 23 BB 46 G i) B, I B AN [ 4 i
[0549] 455

[0550]  CSFIii# X ) AN G e 4 23Uk 2
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[0551] ik ) L Ah 5e B AECSFH 45 5 A-BIKIRE 71, )7 AADIIG A mI ¥ 1 i 42 BV AN AL A it (2
ANFERR 2T R 2 B BH R R e IS R

[0552]  R2ANFIFEME 1 ANA ST ik 38 3 PRI B ) T 128 5 o o) 5 AR K B () 45 5 e
ERIDEAER
[0553]  THCHS R WML AR, Horr “+/ =" Ko SR P RS AR AN R (G ¢, (2 AT

TEIT R BEHE S

[0554] 1887~ 1 5 FHO6E10PT AR M 22 21 FH M BEH e e AR LL , FH s B 8H10 (62) TEHT ¥4
YRR BB BEH gLt sl

[0555] K197 T &304 QKLY (SEQ ID NO: 1) fERIR Bk 2 AR B B Ak 45 & A-BEL B AR AL
TR, I HIRAR Je 456 AD B 3 (1 I $2 U A/ s CSFH I A-B .

[0556]  fnZR2 S 18HIIFT /RN, & %44 & QKLV (SEQ 1D NO: 1) IR K P2 A I Bk B 5
gh G R HR U AN/ BCSFHE I A-BIF S R , (HA A B B3 55 SPR_E I B pk & &, I Hk A idid
THCHA 2 th 25 & PR IR £ 4

[0557]  ZR2: S5 G HRF LR B 4h
[0558]
x2
SO 3E e fk/ CSF R SRER ) THC-BESRJets
ik AD/dE AD AD/3E AD
HR 305-59 (5G1) - - +/-
(CGQKLVG)
(SEQ ID NO: 3)

305-61 (7TE9) - ++ g ey
305-62 (8H10) 3 - +

[0559] P AHS TR —AE L 2R i H e v b
[0560] 3. A-BEERARLE A RUM N I kg &
[0561]
M e 305-62 (8H10)
RU 227.7
[0562]  Sjitafs10
[0563] &R ERMRLE &
[0564] UK Fe ol i1l 2% 1 A BGUE M B I BEE R A& (SynAging SAS,Vanduvre-1leés—Nancy)

) AR S 245 AR (7. 8nMZE20000M) 55 LA ] 52 AL TR 45 7 o X BEHT AR mADBE 10 45 A 7s

T 20AH, /NER SR TG T & 20BHT, K 20C 7 T 48 A& % F R (CGQKLVG) (SEQ ID NO:
3) PR BUAR R 45 5L .

50



CN 108350053 A ﬁ'ﬁ HH :F; 44/51 T

[0565]  Sijitifi)11

[0566]  #& /K Sy ] 2 2H 2P e s 2 2340 A 5T

[0567]  fi FHHTIAIRCGQKLVG (SEQ ID NO:3) A= K FLAAR Pl N 4L 23 i i3 LTS =
5 T 5 206 R] ZR % g B AT ik 45 e A2 W : (1) Bielschowsky 4RV 2 7~ 2 4F B B Al
S RAgEgELE, (1) NI R BoRTEmEEER A (111) taute B 4 434k 27 B on 4 25 IR S8 4
DEYLIE PP K7 o1 4 23 T W I g B b o 0 A o 9 X R e s I A o g i 2H 2R [ E AR
10 % Ha /R ARG TR, Ff#ESakura VIPAL LU0 FE 2% oo i Ab 3 41 2 07) Ay Fl 1 /m1 47t
R BATIRIA TR PR B E (AR) BFEZ IE R FE 5 E B BN M HTAGEL0LL Ak HE P ik
SR AT 9 BH 0 R o FHEUAAR R RS 77 (Ventana) #iBEHTA M B , H- HOptiView DAB (Ventana)
S fEVentana Benchmark XT THCH:fh 2% Fi4T4%th f# FHOlympus BX45 % b3k 151
% BMG H B M mE T AR R 2 K E  H .

[0568]  4n T 4w, 48 A E 23, M Fu ot T BAA siA BA B 5 1 2 458
VER AR IR PR G € 2 PRI - GE 1O FH AR RH X B

[0569] %4
[0570]
Hhr BRI RS A NG R ZETEHREA R QR R A IER
¥ AR A AR
i 59 (5G1) EENESE S oA
305 61 (TE9) B B
62 (8H10) HiRis B 14
o e et R 6E10 56 P 4 56 PR

[0571]  SEjstifs12

[0572] SRk HEG B 1A 4170 ]

[0573]  j@IdAd HERAEZRT (ThT) 45 G A & EA D E M FE B E B (AB) HY5E Y 52 el 4 Sl il Bt
PRI Dhie PR - ABSRE 42 HH TS T2 B ) /NABBE TR AR B 4% 155 5 9 Hoall ik FL 145 , JF H A B
AR AB 21 T 5 1 T SRR B AN Y 1 S A 4 1) 5 Bk AR A B 5 B T ) A1 B 389 o X v DL I
ThT (—FpoR FEREmE ER) BEAT I I, 2 H 455 BT B 45 1 IF S BUR GG RNy, FIUR AR 5
KAE 4> B M385nmAF N 450nm A 445nmAE N482nm. fa] 1M = 2, ¥FAB1-42 (Bachem Americas
Inc.,Torrance,CA) ¥ fif B P AL BE , fETris—EDTAZZE MR (pHT . 4) Wi R FF ¥ N 21 38 .96 -
LM E R EWR (Greiner Bio-One,Monroe,NC) H, i) e A IS IIAEAR R IR AR 2E O BT A4
AN FE SR A /N R L GHUAAR [F) Fp R X6 B, S5 30ABT - 42K 5 Pu AR i BE IR EE M1 2 5 ¥ INTh T HKE~F
WAEZR TNEF24/M ,ff FHWallac Victor3v 14202 #nid it % %5 (PerkinElmer,
Waltham,MA) /N E s ThT 28 6 M & (FE440nmAb A , FE486nm & ) « MBT A FLH IR 2k
H SR I 2GR, FF H AR B FL A 12— A0k B Ui FL ek

[0574] P21 i, 383 ThT 5 6 M W AB42 38 4 i 7 HY DL B /NI e Mo s T B B O
HERISTEIEAR , B DG PRst 38 Iy Fa 2 B, & Ja 72 1 G B B, fE IR AB 4> T M2 b T
SPHERIRAS T BAE R A GG I ABA2 5 A AH IS/ R BRI LR B 0 R R A AR A7
2B SR o AH I, ABA2 5 M HTAA 1) IR & se e 7R A RE I P A B B . FHPAA SOl
61.62F164Fk 15 1) 45 B R FEEI 2177 o (1T ThT 58 £ 0 58 5 4LLAD & T ML 1) i S B 1) Bk L 55
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A W) A Y R0 R A A 5 AB MG TE RN IR AR I ARk N AR W B/ AR WAL B, BT DAL R
CGQKLVG (SEQ ID NO:3) fFuAdil B 52 4 VR 1% I FE I 77 o A% FH/INBR T oG it A7 [R) Fp 4
XT R e AR

[0575]  Sijiifs13

[0576]  SIZEILRAT /R PR U R I8 e S8 97 V2 I B A 1 « 5 B P A 0 25 1 A- B SR AR S MR B A
[0577]  HFR: A xt s iE M A B 8-SR 54K (ABO) e PEM P4k

[0578] ¥ 5t: HETMUEPE R, 5 B ARAN I 21 4 A5 S, 3658 1) Be o8 55 45 ABO & AR AIC 21 X6t if
2 0 A 5 M ik A B R 2 HEBR P (AD) R tauli B . M AR, A= FR dE A R O Sl R
B R AL YR A o0 X BE R S SRR,y T 22 At A R , T e T 2R e 1t B
PEABO.

(05791 Wit/ J7k  inA STl SR FH v SEAL s B A A4 7131 70 1 3h 128 R L
DURRAE B o 2008 e A 0 AB JiR 21 4 1) i1~ SR 5 40 o i HE D, 5548 0 X 3k n] e 22 55 T8 2B W)
JR A Y B SRR AR TR il 2R B R TN IR R I A o A A IR A a3 A A
T RAE TR AL B RAE T, U AE S R AR S AR B IR A 4E R 15 00 T 23U, BT iR T 2= 47
PR ZE R LRI XA B IR AL, Hon] DUBLILIX SABOMI B, H#iiA A
A, I T AN A = A B g BE PR o 8 I SPRAN 90 12 2H 44k 2= 0 ik 4l AL I PR

[0580]  z&

(05811 L -3l [F) I 45 A Ak JIK A& B ABO R BE 77 5 s B X6 5AN Tl R AL [ 66 1 T g G ri
AT AL, JUFAGE B ARSI IR B R T IKEAB AR . 550 BRAHLE , BUAM TR I %6 0E 1
WS 456 AD 535 1) CSF AR AN B2 B P H R SR BT s P ABO KT 0 44 « AD i 1) 4938 2H 2R 4% 22 43 B Fu
A G B S PR TR .

[0582]  Zhip: it EEEEMAORAL RV = AL B A 5 R IRAD A 514 45 A 1) B 28 1 5 Oy
A HIPUAAR , T T BAAR Y IR A 4 A 0 1 A8 S Bk

[0583]  SLjitifs14

[0584]  EEPHEAMHIIE

[0585] W] LLAE KBS i AR Rz 2 4 2 oo il e R ke e AR D T 72 AR B B AR SR 1| A-B42
FRAEM BN

[0586] KA AN IR T oGS B VAT E 440 2mg /mL I ¥R FEE o MIRA-BEE AR A PR LL A 8 44
X HEL, BRLME 14 A— B 5 SR AR AR B A o HE G s 28 R A TR N JVLIDKHING g 45 i BE IR L

[0587]  FKSHRH TR E .

[0588]  FF =G IR & 10431 5 , 3G 77 AR M AR AR 7 2= 8401t A IB TR AE 37 Cl B 54>
B SR K R BN N2 JEAC R JE M o, HR 0 MR & 247N oA FMTTI & wT BL
& LIS 77

[0589] 5
[0590]
ABO /AB FE/R LE ABO (L) | ABO(uM) | AB(uM) | AB(uL) | EFFEFEL) LLRFA(uL)
5/1 1.68 42 0.84 1295 185.6 200
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[0591]

1/1 1.68 42 4.20 63.64 134.7 200

172 1.68 42 8.4 127.27 7 | 200

APO T AR 2,2 mg/mL - 500 uM

CTRL #f4: 1,68 Y uL ZEEARZE PR +127,3 uL PBS + 711 pL 5973
CTRL ABO: 1,68 f¥] uL ABO + 127,3 uL PBS + 711 pL X773
CTRL HNG: 1,68 [ uL ABO + 8,4 uL HNG (100 nM #£%) + 127,3 uL PBS + 702,6 pL k5 7: 3%

[0592] M A FH 30540 14 o F 6 2 AT AN BT AR B on LB 1 (B 224) o X0 T B A3 S R Ak bt
PRMREE : 1:51: 1AN2: 1, W52 30 77 5 AR 1t 1) A-BSE SR AR B ) (B122B) »

[0593]  szjififs15

[0594]  fA Py B PEHD AL

[0595] W JE A /N R AT A I 5 E AR P 00 e e AR R R A i AR A A-BA2 S SR AR )
Bk,

[0596]  FEfibiE A (ICV) 33 53 BN R 2 51, K Bro 4 AT Fo Y 06 HE 5 A-B42 52 TR AR % H LA 2 Fh
B 2 PSR B IR B TS TR G o o B ZH G045 B MY S i A L B S B SR AR | B B A
FUBA XS B () s 2 AR 4 RN JUUBE B 1) 1/ B o B3, W DATE TCVE S S R Ak 2 /i, )
F/ B2 J5 4 B it PR o 7R TCVIE S SE TR AR 5 K L4-TR TG, 722 S R AZ 14T il e o
ALK, B 40 /0 B2 TE) R R (SRT) , Y—28 B W52 , Morri s 7K 2K B 458 74 1 447 13 1) A
4 (NOR) -

(05971  /NER 2 )R AR (SRT) $A U112 < i T ThAE Ml & (SynAging) o iZAH R {8
FRA, KR ZHRR R R ABEARR EIHEER) X2 =l — AW G YL &
JiE (Plexiglass corridor) HEH K B W BN/ N E T3 B 50 B IR R B, 7
ZH B R ARV N — AN 2 AR /N R BRI ZRIE 3043 B, FETRURI T % HR 5 4 Bl R
B eI B AT TR BAE N A B o B IR R DR 1 /0N BR e 3 S T BRI = 0 HL7E B
Erh A T 2 A X 23 488 (DT) ++ 500K : DI = (IN-TF) / (IN+TF) , Herp , INEZE ¥ = R 4E
WIES ] &, TR AR E P LR 2 A RBMA-BERAEFEDIE D ZE b i A
IR B P 6k 8 0 R R o 7 OV S5 i A [ B ] 5 149 12 3000 5 1 P e o] FH 1A T H 4 X AR R
FEAE B PR TE AR 3 0 A-B B TR AR B3 1 1O 78 77

[0598] Y- B IIE (SynAging) & 3 B AUAN R it (LAEICIZ) Filg S (a0 &) 51
) TAEEAZ I IR o N R B B E— NV s B, o, e DR R 2 HE A 5%
IR AZ I N TE I SR I6 h FE AN 2 TR 28 5 o FH R MEA-BSE TR AR TS IOV VR IA
2, B T B ARBENAT 50 % FIBEALE XS T 1% S 2970 %) o JIE B B8 i 410 1)
FZ FRIRFF (Aricept) BRANUIEH 2> 85 Al 8 7 iX Fhi s o iz e 34t 7 MR PT AT A-B
SRR BRI PR 55— R AR Y PR
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[0599]  Morris/KRRE & oy — Mz B 52 RN EnAsE AL, A 50 2 (8] 2 2] FH R id 12, 3=
BT 5 DI BE (SynAging) « YIZR/INERAE 22 A5 Hh R LRGSR 7E AN 3% B K T T B P &
EAERNZT 6 AL B BT 1 2% S R IE T IC KA 0 26 R AT A5 EATTI % S Tl 2 2 K
1, B AECH B K B B4R 2 & 8 B RSB IR I 1] o R0 DE 3 1 /N B 75 LR
DTSRRI L H) H PR B & (%20 N 7oK, 2l e 2 REE NN 6
eI AT 6 A0 B EIAS R B — ok g i B I R B R VP Ak SR A2 i it it
FH 5 MEA-BIE B AR VE S TOVIR) /N BR 75 2% ) A 3CAZ 77 Th S s BB S e (A v I o4 R
FE PRI

[0600]  SHrR ) A4 A R0 (NOR) A5 28 ) R s 45 s () 155 47 R LA T8 WA bL 2 s A B
PRI TR HL 3 BT R A B B Z D RE (SynAging) o FERAR IR, LR /DR K
FRPR R A AR R O P o 7830 87 () iR () A 2 S5, oA — Nl B 0 — Ak . 304
R 8] 55 457 37 FF 10 S AR MAR B BEAS W AR BT 46 9 RIS TR] o TE 65 (%) 5 45 34 2 Bl 2 62 2R 1 )
1, FE A6 3 T8 Z I R R B AR M, A-BEE SR A b B () 5 U5 sh 470 2% B HA BH S 1 A e
15, I B A AL T AR AL BT (8] SR 58 “BRR” R0 “SB WAA o 1% AT LA FH 2 60 B9 I AR DA e 3 s 751 (451
W22 Z5WR5) B I 380 %% o NORYI 52 W] LAZE I [ iff 70w 35T 22 YR DA VEAR AR 44 1) 78 0 A 0 2
b

[0601] B 147 AME 2 4b, AT LASCER s 41 23 343 #r S fisbr 12 4% (PSD95 . SNAP25 | 2 fih £
H) R IEFRICY) (TL-1-B) (/K o FETCVIES 35 3R A J5 2914 R4 /IR AL BT , I FH 2R 7K .
W S 1, S VR I A7 T —80°C .2 43 AT o 3 AR it () 2 3 Ja 94 B FH BCATif 5 o {8 FHELISA
A& (Cloud—Clone Corp,USA) & Al AR 11 B o 08, 33 S A- B JREAAR IR /I BR 5 f
FRACYIIRD 7 25-30% , 3 HLid ik A UK BH P X PR &2 2£90-100 % o 767 B A-BEE AR 71
BRFP TL-1-B 98 FE bR B B IR FE 3 N2 3435 , FF HAX PP In AR RRE BE g A WUBKEH 1 o ix 2%
M Vet 7 MHARPARTE 7> 77K P BB AR SIS 1 0 55— Fhll &

[0602]  Sjitifs]16

[0603] 4 Py $i8 5 #4011 il 5

[0604] AT LAFERA /R P BR P (AD) FR) & b 47 B A5 28 v BfE 7 A— B 1k T SR AR I 2 1A BG 7
FFR S HE 2 . B4, F-F AAPP (51 i APP23 /N ER,) B N APPAITPSENT (APPPS1/NER) F 5 £ [
INBR IR TR K A-BIF HLE A5 508 11 Bl A5 2 0E A 28 70 40 45 1 8 L H S Ve A A 2
DURR o B P B Pl B S SRR B B2 O o] S 3 T A (13, 14) o ax S R St 1 1F 9 i
P B4 B i P P 0 A e A— BB SR A 488 B ) 0 ) B2 5

[0605] Syt fs|17

[0606]  CDRM/F-305-7E9.1

[0607] A E FLA TG B BE AR 551 305-7E9 . 1 FH T 5% 4% B (1) CDR A 7] A8 [X 3 .
[0608] i 5  RACEAIY™ 145 1d () /) R A B BR EE ) FL B (1gG1/1gG3/TgG2A) MAz4E (x) AJ
7 X 35 271 1) 22 R R S P s ) 51 40 i34 TRT-PCR o

[0609] 4] T4 F itk 415 3F 7a B B pCR-Blunt  TT-TOPOER 44 Hh 3EAT M T , FEo 44 8 A i k.
FIKMFE E.coli) H,

[0610] 75U 7 il , BRELAEANEE ) 2284 B v I AT PCRIF AL 4 1 X S5 47 7E - 16 ¥ PCRFH
PEERE AT T -
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[0611]  CDRJ¥FIFER6 A o HLHERIAREE 1 7] 42 70 (1 3L A DNAFP S AN EE [ o e 1) S i 3R 7

o,

[0612] %6

[0613]

B CDR il SEQ ID NO

5 CDR-H1 GYTFTDYE 11
CDR-H2 IDPETGDT 12
CDR-H3 TSPIYYDYDWFAY 13

% CDR-L1 QSLLNNRTRKNY 14
CDR-L2 WAS 15
CDR-L3 KQSYNLRT 16

[0614] E

[0615]  F:AGDNAJF H1) A a) A% [X dak 1 435 8 5 5 7 41 o AR 455 IMTG/LIGM-DB, B %}k % [X 15,

(CDR) # 0 Rl 2k

[0616]

[F] Fp 7Y 4 DNA [F41 AT
ATGGAATGGAGCTGGGTCTTTCTCTTCCTCCTGTCAGTA | MEWSWVFLFLLSVI
ATTGCAGGTGTCCAATCCCAGGTTCAACTGCAGCAGTC | AGVQSQVQLQQSG
TGGGGCTGAGCTGGTGAGGCCTGGGGCTTCAGTGACG AELVRPGASVTLSC
CTGTCCTGCAAGGCTTCGGGCTACACATTTACTGACTA |  KASGYTFTDYEMH

10G3 TGAAATGCACTGGGTGAAGCAGACACCTGTGCATGGCC | WVKQTPVHGLEWI
S“DE D TGGAATGGATTGGAGCTATTGATCCTGAAACTGGTGA GAIDPETGDTAYN
NO('QI? 18 TACTGCCTACAATCAGGAGTTCAAGGGCAAGGCCACA QEFKGKATLTADI(S

e CTGACTGCAGACAAATCCTCCAGCACAGCCTACATGGA | SSTAYMELRSLTSED
GCTCCGCAGCCTGACATCTGAGGACTCTGCCGTCTATTA | SAVYYCTSPIYYDY
CTGTACAAGCCCCATCTACTATGATTACGACTGGTTT | DWFAYWGHGTLVT
GCTTACTGGGGCCACGGGACTCTGGTCACTGTCTCTGC | VSAATTTAPS
AGCTACAACAACAGCCCCATCT
ATGGATTCACAGGCCCAGGTTCTTATATTGCTGCTGCTAT | MDSQAQVLILLLLW
GGGTATCTGGTACCTGTGGGGACATTGTGATGTCACAGT | VSGTCGDIVMSQSP
CTCCATCCTCCCTGGCTGTGTCAGCAGGAGAGAAGGTC | SSLAVSAGEKVTMS
ACTATGAGCTGCAAATCCAGTCAGAGTCTGCTCAACA CKSSQSLLNNRTR

K ATAGAACCCGAAAGAACTACTTGGCTTGGTACCAGCA | KNYLAWYQQKPGQ

SEQID GAAACCAGGGCAGTCTCCTAAACTGCTGATCTACTGGG | SPKLLIYWASTRES

NO:19. 20 CATCCACTAGGGAATCTGGGGTCCCTGATCGCTTCACA GVPDRFTGSGSGTD
GGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAG FTLTISSVQAEDLAV
CAGTGTGCAGGCTGAAGACCTGGCAGTTTATTACTGCA | YYCKOSYNLRTFG
AGCAATCTTATAATCTTCGGACGTTCGGTGGAGGCAC | GGTKLEIKRADA
CAAGCTGGAAATCAAACGGGCTGATGCT

[0617] S f519

[0618]  CDRilll%~305-8H10

[0619] kel e F A TG 1 HLHE AL BER 305-8H10 I T 2 B AL BE ¥ COR AT AT AR [X 35k o

[0620] {5 FI5 RACEFIY 385 3@ i) /N i, S BR B 1 B 8% (1gG1/1gG3/1gG2A) AL HE (x) A

AR XI5 B R 3 PR R S S T 5| D EATRT-PCR

[0621]
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BRI [E.coli) H.
[0622]  #EIN Fy l » HEHUEER S BEI) 2 /D8N TR V5 I EAT PCRIIE 3™ 1 [X I ) £7-4E - i FEPCRI
PE TR HEAT I FP

[0623]  CDRJFHI|{ER8H . B Bl A2 BE 1) v AR 37 B FL A DNA R B L 3 i 7 7132 T K9
o,
[0624] k8
[0625]
B CDR il SEQ ID NO
5 CDR-H1 GFSLSTSGMG 21
CDR-H2 IWWDDDK 22
CDR-H3 ARSITTVVATPFDY 23
i CDR-L1 QNVRSA 24
CDR-L2 LAS 25
CDR-L3 LQHWNSPFT 26
[0626] %9
[0627]  F:AGDNAJF HI) A a] A% [X dak 1 893 8 5 57 41 o AR 45 IMTG/LIGM-DB, B %} ke % [X 35,
(CDR) # 0 Rl 2k
[0628]
[] e 24 34 DNA F%1 AR
[0629]
ATGGACAGGCTTACTTCTTCATTCCTGCTGCTGATTGTCC MDRLTSSFLLLIVP
CTGCATATGTCTTGTCCCAAGTTACTCTAAAAGAGTCTGG | AYVLSQVTLKESG
CCCTGGGATATTGAAGCCCTCACAGACCCTCAGTCTGAC PGILKPSQTLSLTC
TTGTTCTTTCTCTGGGTTTTCACTGAGCACTTCTGGTAT | SFSGFSLSTSGMG
[eG1 GGGTGTAGGCTGGATTCGTCAGCCTTCAGGGAAGGGTCT | VGWIRQPSGKGLE
SgE(I) D GGAGTGGCTGGCACACATTTGGTGGGATGATGATAAGT | WLAHIWWDDDK
NO'Z? 28 ACTATAACCCATCCCTGAAGAGCCAGCTCACAATCTCCA YYNPSLKSQLTISK
e AGGATACCTCCAGAAACCAGGTATTCCTCAAGATCACCA DTSRNQVFLKITS
GTGTGGACACTGCAGATACTGCCACTTACTACTGTGCTC VDTADTATYYCA
GAAGTATTACTACGGTAGTAGCTACGCCCTTTGACTAC | RSITTVVATPEDY
TGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGCCAAA | WGQGTTLTVSSA
ACGACAC KTT
ATGGGCATCAAGATGGAGTTTCAGACCCAGGTCTTTGTAT | MGIKM EFQ_TQV F
TCGTGTTGCTCTGGTTGTCTGGTGTTGATGGAGACATTGT | VFVLLWLSGVDG
GATGACCCAGTCTCAAAAATTCATGTCCACATCAGTAGG | DIVMTQSQKFMST
AGACAGGGTCAGCATCACCTGCAAGGCCAGTCAGAATG | SVGDRVSITCKAS
K TTCGTTCTGCTGTAGCCTGGTATCAACAGAAACCAGGG | QNVRSAVAWYQQ
SEQ ID CAGTCTCCTAAAGCACTGATTTACCTGGCATCCAACCGG | KPGQSPKALIYLA
NO:29. 30 | CACACTGGAGTCCCTGATCGCTTCACAGGCAGTGGATCT | SNRHTGVPDRFTG
GGGACAGATTTCACTCTCACCATTAGCAATGTGCATTCTG | SGSGTDFTLTISNV
AAGACCTGACAGATTATTTCTGTCTGCAACATTGGAATT | HSEDLTDY F(ZL! )H
CTCCGTTCACGTTCGGAGGGGGGACCAAGCTGGAAATA | WNSPFTFGGGTK
AAACGGGCTGATGCT LEIKRADA
[0630]  ZR10 A-BFFHIEAG IEE THIA-BF 7
[0631]  QKLV (SEQ ID NO:1)
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[0632]  HQKLV (SEQ ID NO:2)

[0633]  CGQKLVG, ¥ IRCGQKLVG (SEQ ID NO:3)

[0634]  GQKLV (SEQ ID NO:4)

[0635]  GQKLVG (SEQ ID NO:5)

[0636]  GGQKLVG (SEQ ID NO:6)

[0637]  GQKLVGG (SEQ ID NO:7)

[0638]  CGQKLVGC (SEQ ID NO:8)

[0639]  HQKLVF (SEQ ID NO:9)

[0640]  QKLVF (SEQ ID NO:10)

[0641]  F£1155H8A-B1-42

[0642]  DAEFRHDSGYEVHHQKLVFFAEDVGSNKGATIGLMVGGVVIA (SEQ ID NO:31)

[0643]  RECAZ M H RIHIA 2 SEHt 1 1 N SRR T AR, (H2 MizB g, A
FREANPR T BT A FF I SE 81 o AH 2, A HROS B 7578 2 6046 78 BT B BRI S SR 190 R #ii A0S 6 Y
()5 PP LRI 25 A % B

[0644] B 1 H AR A & FIFN L R B v AR ok 51 B AR I N A S, FAR B[R] A B
(1) 8RR 7 R B 1) H 1 A B AR st AT ot b 45 7R s it 5| AR RN BT &, 5 AL
FRAL ) BEAN G 5 I T 2, CLFE A5 a0 78 R B3 B 7 SR AL 1) 6 S 5 0/ B AR bR 7B F
F) (s B AN/ B R i 5] AR IR N AL

[0645] AT EE 3K (1) 36 BBl AN B 52 DI ade SI it 77 20RH S it 451 T B 1], T S A S B Ak 2 1 5 150 A
B e Wz R

[0646] 5B o $2 2 22 Sk 51 H

[0647]  [1]SCIENTIFIC REPORTS|5:9649/D0I:10.1038/srep09649

[0648] [2]Vincent J.Hilser and Ernesto Freire.Structure—based calculation of

the equilibrium folding pathway of proteins.correlation with hydrogen
exchange protection factors.].Mol.Biol.,262:756-772,1996.The COREX approach.
[0649]  [3]Samuel I.A.Cohen,Sara Linse,Leila M.Luheshi,Erik Hellstrand,Duncan
A.White,Luke Rajah,Daniel E.Otzen,Michele Vendruscolo,Christopher M.Dobson,
and Tuomas P.J.Knowles.Proliferation of amyloid—-B42 aggregates occurs through
a secondary nucleation mechanism.Proc.Natl.l Acad.Sci.USA,110(24) :9758-9763,
2013.

[0650] [4]Pietro Sormanni,Francesco A.Aprile,and Michele Vendruscolo.The
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