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L. —MIRREY), HAE A-BIK, FriR K AL S HDS R A £ 8. TEL6NA-Bi 2 ik Ik s Flig
1, Horb, BT IRE RE T A (BB 2 A-BIN- R 3 Ak R FA-BC— K S ik 2

2 ARPEBRNZ R TR IR G, Horb, FridA-BlkiE B R A SEQ ID NO: 1-169H14F:
— NP 4 S0 D B 5 A 346 His% F HDSG W HDSGY W HDSGYE .RHDSGY . RHDSG . RHDS FIDSGY o

3 ARAE BRI EL R LB 2 TR R RAL &9, FoHb , BT FRARAL & P 2 FR R K

4 ARPEARN B R B 3L — TR IR A 0, AL F 2 1) AR ) B LS 1
LN 5DESARLL , L& P DAL/ BS I Hh Z g Nz 0 10% B 20 % B B 030% 5 11) B —
Fhidk FTH DFOSIP) e At , Fo o, 7E A (1) B BE AL S 18 DL T 5 AH B ) T A AR LG, Brid ik 2k 1
/bR AAHZEEDI0E B DA0E B /D50 B /D60 BT R E D80 i11)
TEFANL I BLBEAL A I 0 S5 AR L T A ARG, DA A0-C-Ca-CB T A Z 2 /D30 &
Z/DA0FE /D50 F /D60 L B /TR B A2 /D80 E s Al /B iv) 5 AHN B B AL S YIALL
36 o 08 W AN/ B DI A B 2 20 10%  E/020% 2 /025% V2 /030% . 2 /035% 2
40% K Z 4R

5. MR AR ZL R A AT — TR AR A4, Fodb, BT A-BJIK I F HDSG W HDSGY A
RHDSG .

6. HR AR Bk 1 25 AT — TR () PR A, oA, Bir il A6 & 903 A0 5 ol A I b
ice

T AR A ZE R B 6T — TR IR G, Kb, TR &8 7 A8 1 -8 2 B R
A/ BEE R DREH 731 F1 /B — AN B 2 AN AT B B ES 7 B HLZH A

8. MR AR ZL R TR ARG W, Forp, BT I i 42 7 R L IRk 1 AFNG , A/ B A
3 eI WE SR A 1575 7 (O

9. MR ZE R BT — T TR I MR &, Horb , Brid i 3 1AL Z BB GCGEY,
CGC, B HH HAH i

10 AR PERCRZ R 1 29 AE— DT R R EW), Horb, FriR & 375 PEGSr 1.

11 ARTEAFNZLRSFTR AR A, b, BT R & 9038 B DL N S50 -
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12, — P 5, HoA B AR SR 1 B 1 LT — TR I FRRAL S -

13 ARFEAUR] LR 12 iR 1 G g% SR, Forbr, B il Ak & WA B 22 8k i 1 Jo 28 R 12 34
CHiil

14 AR HE AR LR L3 FTIR I G 8 i, Fob, BT IR 8k A B 1B o2 4 s 1 B2 1 (BSA) BB
I G 2 T i R A2 AR AL R ) (KLH) .

15. —FheH A9, A SRR Z R Z 1AL — TR A& D ERCR) SR 128 14 4T
— TR IR () 5 9% 5 o

16 AR AN E R I5FTIA I H &Y, i B 5 77

17 AREAFNZR 16 BTk (1 2H &40 , Bl e 770 2 R R B AL S A

18. —Fh 7y B B4, Hor ik 45 & B HDSGF 51 Bl FH 5% 22 7 7 471 AT A—B Ak , A 34 3 2
SEQ ID NO:1-16HF—ANFrow ARt I, A AR SR 1 2 1 LA — TRk 4k & 95k
BRI EE SR 128 1A AT — T 1) B 88 i 1) % ik

19 ARAERRNZ R ISHT iR i fh , b, i Ui e Rk 45 G A-B ERISRAL, o, B
KOAE FES 5EG RPUER 2 /DA E L Z AL IR TR AL, Hodr, frid 22 /D Py AN 2
FEPR 2 i NHDS P DS , B, B 28 /0 N i 4L 2 J R A2 #7 AHDS P FTHD

20 AR FEHOR] R 188 19 Fr ik () Hidk , o, prik R A7 £ & HDS . DSG \HDSG VHDSGY .
HDSGYE.RHDSGY -RHDSG . RHDS FIDSGY , 8 H: F 2H Ji%

21 ARFEALFINZE R 18 B 20 AF — IUFT R M Hifd, b, Frid fuik B ke e B B 1 45 &
HDSGEN AT AE T IR AL A 4 10 FH DG SR AL IR B A4 G s e M AT/ SO B M DA, TR BRRAL &
YT AR B R 1 B 1L R — TR R R AR AL &4, DL 9 HL A iSEQ 1D NO:2.12.28
29T R F B R K .

22 RYE BRI E R 18 Z 21 AT — T AT IR F i fa, Hodr, FriR Prii ik B 1 45 A A-BE R A
T AN A-B AR AN/ BRA-BJF 4T 4k

23 AR YRR B R 22 Fr il (R Podc , o, Bt 3 3 M 2 X A-B 3 AR I e FE L A-B IR A
F/ B A-BIR AT YE o = 2 /D25  E D365 B ADSRE R 1065 22045 243045 2040
£ 25045 B 010045 2 /0500£% . 220100015

24 RYE BRI E R 18 Z 23 AT — AT IR FI H Ak, Forb , BT iR HUaR AN RE 5 14 A/ B30 6 1
ZEA LA BINDSG (SEQ 1D NO: 1) BAHSCRALA BEAEIK , (Tik A, ik B4 IR 2 51 2
FF P2 £ TR B PR A P BT 30 AT e i B A WiSEQ 1D NO:2.12. 28829/~ i 7
FII B R o

25 MR HEALRNEL R 18 Z 24 AT — I AT IR () pudds , Fo b, TR Pk = 5 B A ] Z0% 1) 5
A-BEAKRN /B A-BIR LT 4E BT LK) JR A1 45 4

26 ARFEALFIZE SR 18 B 25 AT — IUFT R P id , b, iR fufd /2 B v P i sl 2 S
EIIRLN

27 ARYEEUREE R 18Z 26 AL — WU AT IR (I Popk , Horpr , BT i H a2 NJRALPTAA o

28 AR AR LR 18 B 27 AT — T iR I Pk, oo, Frid Ak 2 1%k F Fab . Fab’ \F
(ab’) 2 scFv.dsFv.ds—scFv. “ZAR GR BT A BTk XUtk 2 H 2 BRI Biik s &
F B,

29 AR MR AR B =R 1822 28 HHAT — T AT I (1) oAk, FL A5 e e o] 4% X 8 0 o % m AR [X 3

®
=
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AT MRS, BT A 55 A m) AR X 30 B B A 52 X 38k CDR-H1 . CDR-H2 A1CDR-H3 , Fft ik %8 Bk v A%
X 35 f0, 2 H 4 e 58 X 38 CDR-L1 CDR-L2FMICDR-L3 , 3 H FTiRCDRI E LR HH5 bL F

A1
CDR-HI  GYTFTSYW (SEQ ID NO:17)
CDR-H2  IDPSDSQT (SEQ ID NO:18)
CDR-H3  SRGGY (SEQ ID NO:19)
CDR-L1  QDINNY (SEQ ID NO:20)
CDR-L2  YTS (SEQ ID NO:21)
CDR-L3  LQYDNLWT (SEQ ID N0O:22).

30 AR AF R 18 B 29 A — T iR B Hida , Horbr, B oA 40 & =1 55 T AR X 8,
R BT AR X IR AL A 1) WISEQ 1D NO: 24 R R TR T %15 11) B A 5SEQ 1D NO:24% /b
50% & /060%  E/70% &80 % B8 E /90 % FE A A — M ) S FE R 41, Hod, CDRF 4
UISEQ ID NO: 17 18A119F 7~ , 8Ri11) AP BRI A IE TR 7 51)1) o

31 AR BRI E R 18Z 30 AL — W AT IR FIH ik, Horb , FriR bui & B 55 nl AR X 85, Py
R AR X IR - 1) WNSEQ 1D NO: 26 /m I = AR /741, 11) HA 5SEQ 1D NO:26% /b
50% & /060% /70 % &80 % B8 E /90 % FE A A — ) S FE R FE 41, Hod, CDRF 4
UISEQ 1D NO:20.21 F22f17R~ , 511 1) £ 7 BRI R EIR FF 51)1) .

32 ARFEALFNZE R 18 31 AT — IR (i fa , Forbr, B 8 6 ml 48 X 3 S 2 1R 7 471 El
SEQ ID NO: 237~ A% B R 7 41 ol H 25 05 1 i I s A0 T8 g 6 5 A0/ B B 44 6015 e
SEQ ID NO: 257~ A% R 7 91 i H 25 05—~ 1 5 Bl A A T =X 3 1) i ] A% X0 2 B TR
1.

33 ARERANEL R 18 = 32 AE — T Fradk () Pk , Forbr, it 255 ] A% [X 4060 75 4nSEQ 1D
NO: 24 7~ B & B4 18 5 51 B8 L 2H B, 1/ B3I I 6 % ] 4% X A0 75 I SEQ ID NO = 26 Ffr 7 1)
AL 77 S A A

34 RIERANE R 18 28 AT — WP R () fufds , Forbr, IR Pk 5 05 tn R 10 1 25 1
CORF IR Ak 38 4 455 NA-B.

35. — MR A, HoA SRR B SR 18-34 AT — I BT 3k 1 7044 F0 AT G AR 10 B 40 i
BRI

36 AR AR EL R 35 IR (1) G L G -E W, e, ik Al A A 1o B 2 R SR TRUR PR A% 2R 1
1B AT 3 B T8 WPET A% 1 3238 3 1

37. — PP AWy, Fo AL E BRI B R 18 3 34 FH AT — T B ik 1) P A4 SRR 3Kk 358536 it ik
I 2R A AT B A R R 571

38. —MAZIR 4> T, Fem b AUR] 23K 1 &8 14 AT — T ik 19 4 & ) B o %2 iR 1 2 1 ol
I3 BRI ELR 188 34T — ﬁ%ﬁ%?%iﬂﬂ%*%ﬂ%%*MEEE%§%9%0

39. — A, AL BRI ZE SR 38 BT IR I % B2 43

m—%MM@ﬁ%ﬁﬂﬂ%k@wﬁﬂiﬁ% PR ARIE LI, BT IR 40 i 2 A
BRI EL SR 39 FTIR I BRI 4428 98T

A1 — PRl A, A E BRI Z R 1I- 11— AT IR & BRI R 12— 14 E —
TR i 114 G 28 Jirt W ASCR) S 3R 18 38 34 HR AT — T T IR B i 4 L BSUR) 22 3R 358K, 36 T it 1) 4 2 4

4



CN 108350051 A W F E Kk B 4/5 T

VBRI EESR 37 BTk 14 2H 6 ) BUR B2 3R 38 BT IR B A IR 43 T+ BUR 2 3R 39 BT Ik 1) 5 Ak B AN )
FRA0FTIA I 41 -

42— Folritl] 2 BUR B =R 18 82 35 HH AT — Tl BTk (1) o A4 1 75925, B0, 45 1) 52 48 25 it FH AR
BUR1- 149 T — T IR 46 A P Bl e 92 i, BEL 3 BT i A6 & W0 F0 G0 338 DR (1) 42540 5 DA B 4
B PR/ BRI T B i FH I A0 P R e 92 i R/ BRA- B SR AR B A R e M B BRI I A
(R, A 32 Rib Bk = B B A T 2B 1) 56,8 A— BV 14 B MU 4 &5 & RN/ Bk = B LA T 2
PR

43 — PP e VIR R BB S A-BI 1 i A B

a . ff A WDRE T S AR B SRk 18 2 35 H AT — T AT IR 1) (AR BB R 2 3R 36 5837 BT Ik 1) 4 3%
AW DL K

b K MUEAT AR S HIAFLE

44 FRPEAURE R AT IR T, AT e rid EVFE 2 55 A A-BHES
ALHE

a. fERVFTE PR : A-BEE IR T SR 56T AR 5 50T A-BEE SRk B A e e At A/
BRI T3 (1) R 2 3R 18 22 35 H AT — 0T it ) i A4 B R 2 3R 36 84 37 BT Ik 1Y) B i 48 & W) %2
figh s LA JZ

b kAT 5 & PIRIAEALE 5

Horp, nTRL I A YD AF R R B BT AR i T R & B A-BEE R AR

45 FRAERFNE R ASFT IR ) T i, Horb, MR ATk B SV &

46 AR PEAUFIEL R A3-45 AL — TR IR 1 77 v For, BT IR A o A0 55 i 2H 23 sl L2 U
Af I 2K % A1/ 8L CSF

AT ARHEARNEE R 43T A6 H AT — T FT IR 1) 77325, Fo A, BT IR A A2 AN FE i

A8 ARYEAR) EE R A3 ATHAT — IUAT IR I 5 1, Forp W AT IR BE i 550 R AR b 550k
HURE S AT EL A

49 ARHEARNEL R 432 48 H AL — T T IR 1) /7325, Fo , 83 SPRAS I A-B I 7K ~F-

50 . — P E A2 AR TR A-BAK S 7325, T VL

[ JAURS: HH B PR 5 B A ADER R A ADI 52 4 35 it FH 3 75 BRI S 3R 358836 BT ik I P AR 1) 47
AW, b, BB BUARSEA 22 AT R AR AL s DA RS AR IC , AT 3% Hb s A AR«

51 ARHEACRZE RS0 AR 1 777% , Horpr, P b & A 5 U % 2= 1 IR 1

52. —FPTESZ AR i T G s i N7 1) 77 v, FLALFE Ay 52 33 e AR R 1 2= L1 T —
T TR (40 S s Ab & W 2H & AT % Hb 0 27 HDSG (SEQ ID NO - 1) B A 56 36 457 ik Fe 51 () FRobR
T EY) G SR AN/ B Fr BT IR AL & BT e 02 S M A &) s UL R AT 3 th 2y B Rk S PR e
PR S5 6 Bt FH 1040 S P B 492 i P IR A-BIK 1) 40 B R/ BB

53— PPN Il A-BIE R AR BETE 0 T v, 1Z 7 v B R IEA-BR A iR i S 5 75 2
21 5 o 1) H e P A R R BUR) B 5R 18 28 36 T AT — T T 3R 1K) A— B B AR S Ik Bl e %
PEHIR B A1), DUAMHIA-BIR A/ B S SR AR G 7A

54. —Fya T ADFN /B T A-BYE N FE B AR S I 532 1% IR B AR I A T B2
P it 1) A R B B R 18-36 AT — T BT IR FI BTk 8l G 8 2854 » AT e A-BSE SR Ak
R S BRI PUAA, BUAE BTIR TR I 25 4G40 s 2) Jiti A3 A HDSG (SEQ 1D NO: 1) BiAH

275

R
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KZRALF FI 5 9% S 1 70 B AR A B L & BT iR R S I 29454, 503) A A
5 B 5233 it gD L I AR Bl 211 28 o O AL IR » BB 5 BT R G 1 44

55 AR FEALFINZE SR 54T R 1 7732, Hod , A A SCRT IR (R AR R ok B 6 7 52 30 1 4R
YIRE i PR A-BRI A EBK T

56 AR PR BUR R 532 55 H AT —TUAT IR (1) 51, b, it 2 T — Fh oAk Bl e 22 I

57 AR BRI EE R 53 Z 56 AT — T IR 1) 7775, Hodbr W bk i 259 s i VA
A ENA% R A B B it FH T 0 s ONS T e 354

58 AR HEAURNELR53ZB5THAT—IUAT IR 1) /7, o, TR A S W2 B & 525 Lol i
2 IR R BB R VR A TR A B P sk S R R 25 0050 o

59. —Fh4r Bk, HoA A HANSEQ ID NO: 1-16 73 5 41 (AT — AN T FI 4L R T ABJK

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

61 . AR B BUR ZE SR 5986 0 Fridk 1 7 2 ik, AL n A bt

62. —FIZIR 7 51, Hgu i AURI EL R 5942 6 1 AT — T AT I 11 7 5 ko

63. —Fh A2 A8 , HRIA BRI B R 1842 34 E — TR (I B«
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TR BB HIN-RimaR i R ARk F ik

[0001]  FHICHITE

[0002] XEEPCTHITEZER20155:11 HOH $25 1 3E [ & R W i /7 51 562/253044 ; 201645
HAH $AZ 2 E L R o 751 '562/331,925; 20164E7 H22 H #2232 1 35 [ & R B i 751 5
62/365,634; LA J 201649 H12 H &A1 3£ [ LR H i 7 41°5:62/393, 6 1 5 AR S AU &4 s
% B 5 AR .

BRARGUE
[0003] A4 FF¥5 KN-R b ie 4 4 25 11 B (A-BERAB) AL S Hoifa, 3 HEE B AR K 451l
FEA-BIE IR AR ik BN E AT B MR R A-BR AL KA R BUIR A S5 H

BEEEA

[0004]  {ER36-43 R IERR IKAEAE ) E M FE R -8 (A-B) A2l it BAN v 73 WA R FH Ve Ko FF 11T
TR 1 (APP) B P24 o FEBR] JR Pk HE BRI (AD) HE oy, A-B ] F74E T ] VA P B4R RV i
Y AT R AR AR AT R R, A-BUL 3 BN ARG ML I 22 R BE TR A AFAE TR R A
eI, A-BR] LA S AN [F] B TE2S , 385 PR 9 T AR o 3% 1 45 ) v ) — 6 ) 2258 i [ ZSNMR
ME o

[0005] 54, 755 I AR & (PDB) H RT 3RAS JL R0 IR 41 4k R AR S5 44, J 0 #2384k 25
P BSCHE 0 R 2 5000 P2 0 4 — NP FRABSS #4) (PDBEAIN , 2MA4) 5 AB—40 FRL A4 [1%) XU Xof ik 45 44
(PDBHi N 2LMN) FIAB-42 BLAA ) BLEE AT 27 A7 45 25 74 (PDB% A 2MXU)

[0006]  LuZE4RiE 1 2MAJ 45 # [8], XiaoSE k1B T 2MXUMI &544 [9] . PetkovaZifik i 1 2LMN
&5 [10]

[0007] L EIRA-BEERRT R AEE TRV I 4 R A ZE 0, I BLAER V) B 7= 0 A3
P sh 4 rh PR B C A7 1 B P S A 3l (B oK RE B 5 (LTP)) &

[0008]  Z5 4 AT o B SR AR IR 485 440 o IR A0, NMRART G B 3iF 408 26 B S B AR RN AR AE T 80— B 7y
SNSRI, TR AT B AR R MR R T 3] S fe e i Ak b o i HL, SR PE SRR
A T A 1 R e AE T B Ak B A A 1 W B (T 2 Fr AN R, (H R 2941 T 81 771000
%) ALAFIXA H AR DL HL

[0009] &SR T &5 A A-BIPUIA.

[0010]  SE[EELHI7,780,963PTADDLYTAAYS I 2 F R I A-BATAE B vl 4 BRAC AR ) 2 4E M 5
HUE7IRENS

[0011]  SEE L 9,176, 1514 14 FH— XS HTABTE SR AR PUAAKE M 25 1 A= M AE R IR AB
SETRARB IR B HTABSE AR AA a7 B A S 2 e T i

[0012] KRN “Brig ¥ 8 H B 2 3 FHIE” BIW020030707603) J e i 4 57 P4 1R 1| B-A4
R PR AN DX IR P A o3 1 Hor, 55— X e fo, 3 2 B R 77 I AEFREDSGY 8l v B, I HLH
55 X A & R 7 51 VHHQKLVEFAEDVG B H: F BX o

[0013]  FRa o “FH T e DA 0 ) N JRAGTE K R 2 1 BPLAA” [RIW0200606608994 K I T-16 97
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L5 BYE R R AR (1 AH 2 B 598 1) e 3 iR R g v, BRI Ry et & A ABRK IR HoA R b 5
FUEM AR PR PTAE (91 nAD) AH G I B e 67 H0 1 B T B TR 1 2A1 1 (1) 45 78 FHSRALE

[0014] Ay “FE A AR [X 35k ool B4 ve b 1 2 1 BARI B4 IW0200706842974 K 44k (]
PR T & W, SRFEAE T 2 /0 — MR 45 A A S B EAE (Vi) a] 2R X3 rh 1 BB 210 R
AT (Asn) o

[0015]  YuZEHiiA | SPADREELE H 5 = WA A H H Bift & 1 7S 4 ] 91 2AB1-15 (6AB15) »
20164 - Wang S5k IE 11X PP AR B9 A1 i it FH IR 1 22 4 B 7% 9 e R i 2 22k IR S A 28 v 1
0] 7R 9 U 2R D s B 2 A R B [11] 5 [12]

[0016]  fff Ak BICIE 5 14 45 5 A B3R SREAACTT A A2 B AR B S5 21 4 B3 B AR SR 41 7 3 T P AR 2
HAE

EZRAR

[0017] 7R SCHIR [ 2 76 402 A1/ B8 AR JEHDSG (SEQ 1D NO = 1) B AH 5 27 A Stk A/ 5
IEFEVELE S PR R AL I BRI A-BrR I 2R AL, HSE R A2 t R AL R A v] LI 351t 2
P T SERAR PG B AR AN/ BUFEAFGE MR IX 2 T A R b B A-BI SR B AR TR

[0018]  — A AFEIMRILE D, ikt , AR S P A-BAK, Bl Ik S HDS A &
Z6MA-BIEES L s FE ST, Ho, Il IE 87 LA AR K 22 A-BIIRN- K iy 5% 22 ATA-BC— K Iy
8

[0019] 7 —Fhsizi 5 20H , A-BkiE B B AGSEQ ID NO: 1-164F — BTk i) /5 51 (1 ik, A
1 Hbi% E HDSG (SEQ ID NO:1) ,HDSGY (SEQ ID NO:4) ,HDSGYE (SEQ ID NO:11) ,RHDSGY (SEQ
ID NO:13) ,RHDSG (SEQ ID NO:5) ,RHDS (SEQ ID NO:6) FIDSGY (SEQ ID NO:14) .

[0020] 7% 5 —Fhsienti 77 U, ORGP 2 FRARIK .

[0021]  7E 5 —Fhaciti 77 N, A SCATIR BRI A A5« 1) FEAH B I ELEE A & 0 15 L
T~ 5DESAHEL , A AR DAL /B SH i F G N2 2 10% 220 % B F 230% 5 11) D —F
% FH DAISH BRI , Horb, 72 AH LY BLEEAL & W01 DL T 5 AH LR T M AHLL , Brid s L1 22
b I A ZE E 30 B D40 BB VB0 VB /DTOE L E /D80 iii) 7F
AL B BE A A P L S5 AE R T A AR, DR 0-C-Ca-CBTH A AH ZZ & /D30 . &
DA0FE R /DS0RE /D60 /TR 2 /80 AE s Al /B iv) SAHMN I HEE L G YIAELE , 18
IR T HAN/ B DI G 2 B AD10% B 020% VB 025% VB 30% V&35 %\ E b
40% B Z 4R,

[0022] £ 55— syt 77 sk, Fridd A-BAikiZk H HDSG (SEQ ID NO:1) \HDSGY (SEQ ID NO:4)
FIRHDSG (SEQ 1D NO:5) .

[0023] 7% 5 —FhskhtiJy s, i A& Y0 00 2 ml e AR ic o

[0024]  7F 5 —Fhsicita 7y SN, Bk i 42 10 2 1 -8 AN R L IR AN/ B S5 [R] T RE Y 43+ A/ B4
— AN ELE AT E RS, B H A

[0025]  7F 55— Fhsit 7 b, B i 4 1 2 BRIk H ARIG, A/ B H b ml B BE AL EE 70 G
[0026]  7E 55— Fhsiti 7 b, B 3 15 M R R GCG B CGC , B HLAH Rl

[0027]  7E 55— Fhsiitir N, Brid &5 78 5 PECH T

[0028]  7F 57— Pt 7 b ARG ik B I LIBR /R 4544

8
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[0029]  —ANJ7THIAHE 5 A ST iR B PR A W ) 4%

[0030]  FE— st 7y =N, Bl A WA Ik 28 00 B 1 o e 92 D 2 39 it 77

[0031]  7E 5 —Fhsiciti 7y =N, Bk # 4Rt B i 4 1 3E B B (BSA) Bl 50 72 54 3 5 771
A HFLIEE & E KLH) .

[0032]  —ANJFTHIALHE B & AR SR A A VI BA ST S g2 SR [ A &40

[0033] A 77 Arh , B AR SO IR 2 & W) S T B e 7

[0034]  7E 55— Fhsiiiti y SN, 24 2 R R B A A AL AR

[0035]  — Ny T A 4 45 7 1k 445 & HAFHDSG 7 %)) (SEQ 1D NO - 1) B AH & R AL 7 51 [ A-B ik
4y B PR, HAT M UISEQ 1D NO: 1-16FAE—/NFTaR

[0036] 7 —Fhait 77 b, Prikr S S A-B LR RAL, b, Tid R B & EHS S
SEEPURK 2 /DA ELL IR ER R AL, Ho, Bk 28 /b YA I SR 2 FE IR =& ik AHDS N DS,
s, Bk 22 /D AN SR B RR 2 i AHDS Y FRHD

[0037]  fE % — Ay 2N, Bk 247 69, & HDS W DSG W HDSG (SEQ ID NO: 1) JHDSGY (SEQ ID
NO:4) HDSGYE (SEQ ID NO:11) \RHDSGY (SEQ ID NO:13) \RHDSG (SEQ ID NO:5) .RHDS (SEQ
ID NO:6) F1DSGY (SEQ ID NO:14) , 8% H H4H %o

[0038]  7E 5 — st g SN, Pris 2 4 F 1tk Blode #1445 5 HDSG (SEQ 1D NO: 1) BiAFAE T
IR G (IR AT IR B PR &), ik BA WSEQ 1D NO: 288127~ FF 1 K FAAR
JOR) ) AH DR AT IR B ) Gk e M R/ B B 1 A

[0039]  7£ 55— Mpsiiiti 7y U, BT IR PoiAat 61t 45 & A-B R SRAR T AN 72 A-BE AR A/ BA-B I
o,

[0040]  7F 55— At 7 s, AT 3 358 1 S oF A-B3E JE AR 2 3 b A-B AL RN / B A-B L £
He o 2 bofE B3 B DS B 106% . 202045 . B 3005V B 0405 B D506 . 2
/B1001% /5001 2 /010001

[0041] 75 55— At 77 sUH , PUARARE SRR/ B vk 45 A6 & )7 FIIHDSG (SEQ 1D NO:
1) BUAH SR B BELBERA , ATkt Ho b, ELAE KT 7 2102 T 77 AR U SRR & W0 1) B
TR AT 2 A NSEQ 1D NO= 288 1 277~ 1 5 71 1 B A ks o

[0042] 75 7 —Fp st 7 sUH iz PUARER = SR A AT 2 1 5 A-BELARCRT / BA-B R 41 4E B
Py AL A

[0043]  7£ 5 —Fhsicntiy =N, Bk fifd S e BE ik el 2 wE iR

[0044] 75 55— Fhsicnti 7y U, Brid yifd s NI .

[0045]  7F S —Fhsgjie 7 A, prid ik 2 & HFab.Fab’ \F (ab’) 2.scFv.dsFv.ds—scFv.
e 1NN LY SR LN EE R NS ER LS B A L UNGER T g s =

[0046] 5 — P s jit 7y =B B A A I AR X 4 A B mT AR X 4, ATk Mk A, BT IA B 4 ] AR
[X 38, F0, 2 H b ok 5 [X 485,CDR-H1 . CDR-H2 FICDR-H3 , T idk 4% i 7] A% [X Jak A, 2 b o 5E (X 35
CDR-L1.CDR-L2FICDR-L3, 3 H FriACDRI 2 LR /7 11615 LA T 7 41 «
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CDR-HI  GYTFTSYW (SEQ ID NO: 17)

CDR-H2  IDPSDSQT (SEQ ID NO: 18)

CDR-H3  SRGGY (SEQ ID NO: 19)
[0047]

CDR-L1  QDINNY (SEQ ID NO: 20)

CDR-L2  YTS (SEQ ID NO: 21)

CDR-L3  LQYDNLWT (SEQ ID NO: 22)

[0048]  7E 55— Fhaiita 7 sUH , BTad HUAc 605 B n] AR X dak , BT I E B v AR XS A5 < 1) A
SEQ ID NO:24f /R IEER 741 ;11) H A5 HSEQ 1D NO:24%/50% &= /060% E/D70%
£ /080% 8L 2 /090 % J7 4[| — PR 2 LR 7 41, Hoh, CDR/F A1 WSEQ ID NO: 17,18 F119f
N, B 11) PRSF U R 7 411D

[0049]  #£ 5 —Fhsita 77 s, Pk HiA A 5 4 B nT AR X I, v il 0 v] AR XAl 5 1) 4
SEQ ID NO: 26/ ~HIEIERIF 5 ,11) BA 5SEQ 1D N0:26%/050% . 2 /060% . £/070% -
£ /080% 8L 2 /090 % J7 4[| — PR 2 LR 7 41, Hoh, CDRJF B WSEQ ID NO: 20,21 F122
N, B 11) PRSF U R T 411D

[0050] 7 5 —Fhsciti 77 A, BEE P] AR X S s L R P A1 FHSEQ 1D NO: 23 s K% H IR T
H1) B8 L 2 0 7 1 S B A T S s A/ BT B 5 I SEQ 1D NO: 25 TR [ A% IR J 7 51 B
FLB R 1 [ I B A T 20 g A ) i e 1) AR (X IR SR IR P 1

(00511 8 55— Fhsi bty 2 , ik FgE ) A2 X A 5 WSEQ 1D NO: 24 (R 224 1R 7 51
o L s, AN/ BT I A ] AR X e A0 5 nSEQ ID NO - 26 s Y S8 JE R e 41 1l L2 ko
[0052] 7 5y —Fp st /7 =0H , Puik 568 R 10 A 5 5 [ CDR T 41 ) B ide 36 4 45 6 NA-
B.

[0053] £ —Ffsizjit 77 A, A FH A ST i PR A 0 B e 2 Do ok 4 P AR

[0054]  —ANJ5 THIELHE B AR ST oA RN m] A b 12 S 200 i 25 1 AU ) S i 2R 50
[0055]  7E— bt 77 sHb , mI A AR 1060 B A SO A% 2 1 TR 7 AT 3 Hb A T4
PETHAZ 1 520 A5 -

[0056]  — A5 THI AL HE A SCAT IR [P TR BAS ST IR 1) G 2 2860400 » AT e LA FRoRE 711
[0057]  — AN THIELHE G b A SC Rl Ak A ) B G 128 Jir 1) 8 1 R 20 A SCRTIR P AR Bl A 3L
FIT IR B B e B ZR A WIIAL R 43 T

[0058]  — A5 THIELAE A SCAT IR P A o

[0059]  — ANy TG RIEAR AT IR LR I AL , ARk st Hodb, rid 40 i 2 8 & BT id 24k
[ 44298

[0060]  — AN THI B4 AR STl (6 77 6 A SCRT IR 1) 4 928 Jit AR SC TR I ik L R SC Rk
(G2 2864« AR SCFTIR IR R 53T« AR SC IR 1A AR B AS ST Rk 1 400

[0061]  — AN THIELHE il 2% A8 SCRTR TR 1) 7325, 207 V2 B 4 1) 52 3K 3 it FH AR ST AT i (1)

10
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1A W Bl e 2 SR B AL BT i AL S W el e 5 TR I 454 5 DA R oy BS P AR R/ B8 3 0 st il e
(A0 Bl 92 A/ A - B3 SR Ak L e S MR B B PR O LA I 0 P, AT i M e = sl LA
] 2 1 5 A-BIK IR B IR ) 45 6 A/ Bk = B R T 2B IR BSR4 A
[0062]  —ANJ5THIELAE 2 A DR iR T B0 B A-BI 7 V2% i VB -

[0063] & fFAWHE i 5 AR SCRHTIR B B BCAS SCRTIR I e 28 48 & W8 fi s LA K¢
[0064] b K MIE T HARSE S D IAFAE

[0065]  #E—F st 77 XA, A SCHTIR B 77 T i e AEIFE i R B & A A-BSE
AL

[0066]  a.fE VI PUIR: A-BIEREE EMII KM T AT ST A-BEE A R AR 7
PEFN/ B B B A SCRTIR B BT AR BAS SCRTIAR (1) G B 28 6 Bt s DA K%

[0067]  b.AxMEATE & PIHIAFLE s

[0068]  Fi, ATKG I A VI AFFE R B FE S AT RE & A-BEE AR

[0069]  7& i —Fhsi 7 N, MEE EWHI &

[0070] 7 53— Fhsiii 7 20, B A0 & i 4 2B LR YD « 4 I % I3 /B CSF .
[0071] 7 i —Fhsii 7 =0, BE o2 AFE

[0072] 7 55— Fhsii 77 =0, B AE i S IR AR I M 5 S R R S BT L

[0073]  7E 55— Fhsiciiti fy s , i i SPRAG MIA-BIF) /K

[0074]  —ANJ5 THI B4 Wl & 32 33 HH A-BIK P (1) 7 25, 12 VB0 4 1) XU AR BSR4 FE A AD
BTA ADI 2 it AL & AR SO R LRI S 2854, Hod, Brid BiAR 286 28 nl ks s
10 s LA A bR, AT i Hb 2 A M bR o

[0075]  FE—Ffsizjita 77 20, AR ic 2 R S U A% R I I T

[0076]  — AN THIELHETE 24 75 3 O 58 i I 1) ¥, FL A4 1) 52 3038 it F A SCRT IR 1)
1AW E AL S A, AT 1 H AL 2 HDSG (SEQ ID NO: 1) BRAH IR ALIE FHI I PR S « b
92 JE RN/ B AL IR AL B P ak BT I e 2 SR ) A A s DL R AT b 43 By S M Bl PR I A
FI it F AL & 0 B8 5928 5 1T A-BIK 1) 40 B R / B

[0077]  —/NJ5 THTELFE I A-BSE SR AR IBEA I 7575, 127 v B G R A A-BI Al i 5l 2H 41 5
A 7 B 2 AR H A B8 ) it G S B A S TR I A- B SR A R S MR B B Bk B
PELLA YD, AT A-BIRE G2 AN/ Bl 3 SR AR S5

[0078]  — A5 THEFEIRYTADA/ Bk H & A-BUE M AL B A AR S IR B 7 v, T i A FE A
T B2 Tt 1) A SR A SCTIR I PUAR B S 2 S8 A4 AT 35 th A- B IR SR AR S PR B
WP, B & TR LRI 2504 A5 2) it AL SHDSG (SEQ 1D NO: 1) BRAHSCRALF
FI BT SR 2 B PR A B TR R B VI 25 &4, 8e3) WA 73 ZE) 2R
it gt 1 B PR B2 G SR AL IR » BB BT IR AKX R IR 3k

[0079]  #E—Ffh st 77 =X , 4 FH A SCRTIR B B0 Sk B 16 77 52103 I A PR L DR Af A
BRIAFAEEK

[0080]  FE—Fpsii S Hp it FH 2 T — PP AR B e % i

[0081]  #E—Fhaiita /5 XA, B oA S e S A0 o s i 2H 6 W) B R B A vk 1 2 it FH
T AR B CNS Y B34

[0082]  #E—Fhsiiti r sNH , BTk A2 0 & 5 255 bl B2 IR BRI B M I A 1 4

g

RAR 1% T

11
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S SF I ENAL S o

[0083]  —ANJ5 AL AL S B AISEQ 1D NO: 1-16F1m FF FIl AT — > 5 F1 4 B AB K 1 9
Bk

[0084]  fE—Fhsiiti 5 30, 70 B KR B A 3% T IRAK, Hor, B3 122 7 30 Bk =
A—BJRN- R iy 5 1/ BA-BC— AR Ui 7 5«

[0085] RSty 3, 2 B FARAR £ & w] A IARC o

(0086l — Ty Tl RLAE G A A SCRITIA ) 70 B BRI A% IR P 471

[0087]  — ATy T RAERIE A LA I PUIR I 283208

[o088] R4 LA T PEAMIR , A2 JF ) H e R AL AN RO AR AT S 110 5 L o T I 2% B g 1)
T AE RIS TF I 0 a2k 552 it 7 2R AR 9 40 4838 ANV S St ) AN DA 810 ) g 345
(R DR AR A 2 PR AR S £E A 23 T IR A RTYE FRL PY FR 2% D A2 A A B0 T AR U B RN
SURF AT 1T 53 L

M3 35 BB

[0089]  BLFENK:&h & M B Hh iR A A FF B et 77 =0, Horp

[0090] P& 1: AR B AR 7 V2 B AR B P 51 1) 2 B T R

[0091] |2 ARFEFRILFEE A Hh % Box T MRIKCGHDSGG (SEQ 1D No:2) H-F {4k F 1%
Pl Z (SR AR, 5 E BRI Bl ZR (S ORI (), DL R SR AT 4 v & R A i i (R
) .

[0092]  [&]3: HO M M) =5 J5 %) — T 41 70 A o 724 B v Sl 1 R 6 1) s B s 7 H Y
9 T A I RF S DL e R IR SRR, I B SO TH A I DY T DAUBR K B OR
RIS X BT B A 3R - B K PR IR AN (2MAT) J5 £ 4 R 10 T AR 2 AR A 1
FARE S VAR 2 18] 1) 22 S B AR 3R L 4 i o IR 2R 4 Ak 2R 1% 10 A 29 A 8 S 4 4 (1) PDB &5 74 HH 1)
A-BA2IP) A= 92k B 34T , IR I W 5% 2] (1) - TH] A 70 A7 38 85 LU AN 25 M9 2M4 T 3R A5 AT A B BE 1
Iy AR T

[0093]  P&l4: 0 Sk DT O HE = J5 (1) 41 £ 0—C—Ca—CBIY 1 1 73 A1 o FEFH B H 27 T
D7 7™ w5 AE 3 B S T A R AR R B b e s R SRR R LR R X e

[0094]  [&]5: 30 S S8 M4k =1 )5~ 1 A BE R 1 A 40 A o R B R 7R T S8R BB s 7
L RS T A AR S B b R I TR R I R X

[0095]  PEl6: F 1] (A) « ELEEANIRMR IR AR XS T i 2 2 o () 05 () AN BE A5 AR 4L , B 0B AN ke 2R H
DAHSTI 2z o (B) b & v i) 28 = A - HE v A - [H1 A7 1) 495 » 3 3 2 451 i CA-CB-CG-ND1 A A Lt
JiR £ ¢ 5% B B ORI 2 B /D 100, It T DLl o TR 3 R A 2R B U THT AR R SR BV 1 T
A ATE He © FEH B A DT &A1 MRS . (0) T Kl S8 &> 1 A
[0096]  [&|7: BKCGHDSGG (SEQ ID NO:2) ) B & AR 20 Hp R FEH D SFIGH T - = B hir
KA, LA SR AR AE2MA T I/ 50 T B JEH D SAIGH) = 7 IK A

[0097] X8 A-B42 KK VA fiFE B 5% FE T8 % - HDSG (SEQ ID NO:1) 20l B A+1.1.+0.14 .+
1.2F0+0 . 30/ 1H

[0098]  [&]9: ¥4 77 T 2 ar () T AR (SASA) INALSASA. ((si—<s>) /8s) * SASA;i I ((si—<s>) /
6s) * SASAi— (((si=<s>) /8s) * SASA:) el B

12
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[0099] K& 10: EBERAAR R I = AN S K3 R0 1 35 77 MR A 22 (RMSD) {H 1 7 > B A A
B AN s B T B R PR IR BSR4 4 P i R 45 A R

[0100] P 11A: DAHELARK 2L FR IR 51 CGHDSGG (SEQ ID NO:2) B FLE , PRt AT
DA BUEE A HL A an DL E 10T , ¥R K B 52 B K BRI A L, FF HL R AR IR K
(1) 3 TR G o R I 2 I B A B B IR A T RE T A T A EEE I R 1% BB
U ) S F A 2B e SRR, DA 7R o6 T B B IR RN AR I, AN [R] 0 — T A i ) T 2 A i
iR

[0101] P& 11B: /B EHDSG (SEQ 1D NO: 1) [ FRAR K 0 7 Btk B , L6 B A FROIR IR B 1 3
RIK S FEGAICHR FE 2 ] B A PEG2IEFE T PR WK , UL S FECAIHER Jit 2 [A] B A PEG 2% #2111
POIRIK o

[0102] P12 nE10FT 7, il it 2575 MR 2= (RMSD) Xof B HEAT SR 2K 5 2k P v o7 1 BB Ak
R I =R R o

[0103] P13« I AFR ¥ AR I RN B 4 ok 1) oAk DA % I B (1) A—B 38R 51 AR T A-BERL AR 1) 3 T 45
B FARILYR (SPR) B 4245 & I5E .

[0104] [ 14: i FHELISARISPRE $245 & e WA 2R 85 724 H I 0120 i ide v b o LL A SPR
BB 45 4 I 5E F I mAb 4 & S5 ELTSARI & .

[0105] P15 e FEXTIIRIK (S5 TL Ik : [RI P8 , EBEIK GAEG IR, IET7TE) , A-BELAAK (1]
AR = M) FMA-BE AR (7 F 48 HI = MATE) 170 FE I SPREL 45 Al 5E . 25 FoR
T ) B R RS Ak BB IR SO TR o

[0106]  [&]16: 18 FI6E10BH 4 X HEHTAA (A) A% 3R (CGHDSGG) (SEQ 1D NO:2) F=AE Bt
4 (303-25-1B4) (B) ¥ FARADAN o 1 BEBR AT S 3 2H S0k 2 e o

[0107] P& 174 FISPRIAI#2 (it 3R) &5 & e i B M aifb i ek it 47 — IR i ik . A-BSE R
PR SR PUIAR 1) SPREE A5 M I8 25 A-BEAR S SR PUAR I 25 A 2 ([ 8D 5 SR HAD R E &
TV P B B2 B S A R BUAAR1) SPRES 5 M B 25 5K [ JEADXT HE A FF I $2 B S5 ik 4t
RIS G R (ZATE) s K HADEE A I M6 W (CSF) S IR PUAAR 1) SPREE A i SLJ# 25 5K
H AEADXS B A - CSF S i sRPeak py & & B (IE 5 TE) o

[0108]  [E18: 5A-BEERARSE & M HUAAR NI AL - SPRAE BRI AN [ R 55 1) 7 ol ol 45 1) s g
A-BEE AR 5[ sE A PR SE A B 25 e B ] A 7R 1 A X BB mAbGE 10/ 45 3, KB 7w
T IVER R RO BRI 25 B B CE IR T EFXTERR (CGHDSGG) (SEQ ID NO-=2) F=A: B i i 25
B DL T AL AHDSG (SEQ ID No: 1) FIFRIRBK -5 URUEE IR K BE I A-B IR SR AR P2 A2 1 L
PR e RE 1 455

[0109]  [&19: &% T 1# B 47 HDSG (SEQ 1D NO: 1) [tk Bk 7= AE B4R R M Bk A7 R B AR
FELEI RA-BIR AR S ETE I A o

[0110]  RIBIR 7 ax &8 [ A 10 100 A 20 A B VEAE , F 70 A CE PR ORI . B opp 28 2 [A] (2
N EEESR,

[0111]  K2EIR T HIIK F8Ephi/psi Mo A HIE(E

[0112]  R3ZHH T Hu IR 4 THI A DA SRR (B KA R R RO A 5 (N BE — T A
FHH B FE AR R SRR R B O R N EE T A .

[0113]  RAFZIFR . ELEEFI2MA T LT YA 2 rp SR AN TRIE 1 2 R R

13
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[0114]  SR5EIR T Frie BFPuiR R 45614 o

[0115]  SR6E R 1 X PTIRFR PRI &5 &1 a4

[0116]  ZRT7HIH T 5T 3R (CGHDSGG) (SEQ 1D NO:2) 7= A FI AR i B TR AR &5 & — o fi &5
PAN

[0117]  RBHIH T FEAR /R Hy Ak B g 2H 23 E I Hi A (1) P Joi

[0118] RO /RGIPETEIENE -

[0119] K104 T CORIFF1,

[0120]  KI11FIH T HERREE AT,

[0121]  RI12ZA-BRALFHIFEA ERE FRIEF TR,

[0122] 1334t T 58 BMA-BL-42 A Z KT F1.

BiEiE

[0123]  ZRSCHRME 7 n] LLEL R LS AEA-BREVE ZE SR M IS (R 5 S5 B R R BRI A 5 (0 55 5%
M) TG R AL PUR S iR T SR % DA€ 1 A-BH A X 8k, FL AT Uy
SeEAN/ Bk BT AEA-BI) SR RS b 45 & B PR .

[0124] 4N UER , I8 I 4 5 SR AN/ B £ 2 A AF AR B AR R AR A-BAK_E 1Y)
FEAR R S B TF B MRy S VE BT S AR I BN LR 0 77 A o SRR RS R AL AE — ZUF SR A
W 5 PR B S 2T 24 mR R L 8 X BN R SR T EATTAE SR SR 1R 0 T A RN - A
Y, ol B AR/ BT 2 o ANAFAE (AN ED) B SR 3R AR o i AN/ sl B B e o 55 B A TR

EILHAF IR
[0125] 7=+ ELAEAK XIS PUARIS F 52 RAR AT DAAS R R FR LR, D b AB vy L B pR sliA -
B4 & .

[0126]  WIARSCHTIR , N T &K A-BI SE AT 2 nT LR E B F Buid, Ak B K 4
SETEJRAYERI S DL R 2 T 83K 1 B T 66 2 B8 70 R AR R T L IA-BJP HIIK X 35k

[0127] st prids , KR AN C A% TAIC e e R A 45 0~ 5 T B X
o AR RN TT T AL T4 R R bR X 3 ) PR A 9 DA J2 AN [F) 74 S b A ot (1] G 58
e PR H 2 L B R I R R AR T AR AN R T A o A, AN/ B B il $4 07 i 22 (RMSD) 5 E.
R A gE R R LA

[0128]  mJ DAf AL &5 S8 X 30 PR AR K P2 A Budds , iZ Pk 5 AR ] e 270 7 BB B (49 G A
IS (1) ELE 7 51) AR LG IR FR M Hh 45 S TR IR R 1 sEI0 e IR 1 RALR A Rk
PRMEDUAR , PR S A B AR LG R BRI 25 A A R R AR 6 T 5 RCSFA e 45 A K 5 AD i
1 CSF AN/ BN T HE AT V5 1 A B2 B I 2 485 5 oK 1 AD SB35 1 m Vs 1k o B2 )« AD i 2H 21
kB Yeta e 7 Won A i n] 288 BEH S A P, I BARSMIT 5T R I T Hiak i AB
SRR AT ST X

[0129] AL AT L ARAE “A-B” W] LLR[E U FR N “VE M FEEE Hbeta” , “VEMFEEHB”,
Abeta,A-betadl “AB” . JE M FE R FH BAE 3643 R IR I K, I HAEFEFT A P2 BT g B 4
TR AR 20, 55 )2 AA-B.A-B40ZFR40 MR IEM I R s A-BA2 L TRA2/N IR 1 T
& NEFAERA-BA2I E LR T 517~ T SEQ 1D NO:3H .

[0130]  WIARSCHTH , AR SCH RS “A-BERAR” R 4BA-B (B 411-40.1-42.1-43) RAIAT A 5

14
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MFETE .

[0131] WAL A, AR ST AR TE “A-BRERAK” 2 48 2 FhA-BI e rh I AF— B, Horr, JLA
(Bl anZe D FAN) A-BELARAE AN ML SR AR E /N T-29100, 3R I8 /N T 2504 BLAR I8 5 2 1
()53 A P =4/ skeb oD, SRR AT DL 2 A 3a4 B 5 8l BE 22 Fl B Ak o AR ST AR
T A-BEE R ALFE G U A-BRE R AR AN/ SR IR HIA-BEE TR AR . “RIRA-BEE A B I iAW
TR A-BIE B A, W 4n 75 JB A ADIY 52 303 1) ki FCSF A

[0132]  4nARSCAT A, ARG “A-BJRAF4E” 2 80 & fEH T B T R 4eiRk 45 M p 9E 3
M FH 2 ) BN A-B IR I AL 25 A 1) 43 T 45 40 o £ IR &5 M) o A “A B 450 s kT 2 R AR
K/NKA B B, IF B R 4ERT DAL S BT 80 T AN Bk o SR 4F 4R ] LLad i il T4
FARREEDLIE IR SR PTER , IX AEADK) L ER B 22 TR 2 M 2 —

[0133] R “HDSG” =48 UISEQ ID NO: 1~ B2 TR 7 ¥ 4H 2R R & 2 IR« 22 2 B A H
R . 2K, DSG.DSGG (SEQ ID NO:3) JHDSGYE (SEQ ID NO:11) \HDSGY (SEQ ID NO:4) .
RHDSG (SEQ D NO:5) \RHDS (SEQ ID NO:6) f&f5 H 1 7 BR 2 R B Jw i 45 18 1 2 L TR T 41 o AR
5 B30, SRR P A 2 BEAT LLABA-B R (1) 7 A1 8 8 K, 9 N FOIRAE A M 2 TR
1,

[0134] WA SCRT ARG “E 5510 &4« B AR RN / 55 21 4 A (1) S R B R 2 (B AT D S
H1/8%6) o5 PRI FE R R A8 HA — Pl 2 FhAS R A S BT, e B ) AT e 1 AR
i 2 (40 , 55450 4o 78 52451 R B () BRI AR B, 78 RHDSG (SEQ 1D NO: 1) B AL F)
RMSDZE ¥ AL EE o A5 AL B R SO AR FE I A-BELBE AL &40 AR DAN /B S FE BT 1 Jof A
b B — AN B A BB BE T A 00 T A, B An/EPDB. 2M4 L 2MXU  2LMNE2LMP A B 7
HE1-12801/ 8038 BT~ B A-BER AR RN /B A-B IR 21 4k 25 74 o 1 n , W 2 FR AT 7, FRAR kA
ZIHDSG (SEQ 1D NO:1) il 2% 2 35 KT R 4R 4E M S 4k 2 (JHDSG (SEQ 1D NO: 1) il % o i X
FD7.S8FNGYJLIL B & o Bh Ak, X5 F-DTFASE , AR A 2 A 1) i 36 0 38 v T B KAk R A 1)
H R L XIS T 45 6 R e B ] A F AR DT RIS SR IR T o &1 31 B¢ Jim A B R BRIk Ak £
HTHG #f1 2 (N-CA—-CB—CG) I (C-CA-CB-CG) H] —1fI f1 53 A i S FAA B S , (H AN 2 HREIKF R 47
YEpk 2 b g H DL A R (B 0 R 2 4 i N-CA-CB-CG I R 2243 51l J936 % F113 % , B 4 Fl 5
£ 4t 1 C-CA-CB-CGHIME R 73 1 36 % F113 %) o F 4R B i — AN B 5 Bkl SR 41 4E A LE
P SR FEED T EE ) £ B (0-C—CA-CB) [ 1HI A 73 A [ Bt T SR A R 43045 - B 5 B 7 5 L
ol R 2T 4E LG B J ik LSS N4% i) # ¥ (N-CA-CB-0G) , (C—CA—-CB-0G) A1 (0-C—CA—CB) ff) T
G R T ASE A B 3 AT o AN [F R G AT DA AL, LT b A R B /DBl 2 “S2 4507
40, B 61E R 7 HELEFAR K bL B 7R R 47 4 Bl A b 52 B 22 200 TR EEDTAE PR AR IR A &
e B AE AR 52 B 2 200 (R L e A R AF b 52 5 /D 29 5 TR EESSE IR R A & LE B AE
JR A 52 51D 2R L AR B RS2 D 20 B TR B G TR AEDTAISS , IR K 32 B
(2B - THT A 1 0 A -5 AR BRI 2 4 1 20 A 58 A AN [R) B8 SR A iR ZEHDSG (SEQ 1D NO: 1) A
A EEA-BIK A7 AE I 1 3V A FE S8 RIS R RS, 3R T IR Se ik B B e TR B R AR R
AIRETE 9 IR 5 R AR 4E AR LE , 5 ZEHDSG (SEQ 1D NO: 1) A5 3G hn iy ¥ 77 m 4230 28 T A
SASA, H H. 2388 i 15 i FE AL, BRAR PR AR 55 1) B A 9 22k S 7 IS SAS AR 36 ik i Jis 2F
Y Hp I BE N, B S8 ST AR AN SASA [ 5 35 1 N ok JiR £ 24 A (1) 489 0« €1 1042, 7R HDSG (SEQ 1D
NO: 1) B FRIR RSP #7540 5 28 5 iR 28 4 v 1 B8 TR B8 AH 2 3 71 1~ Ay 5 A AN [ T L A i
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AREREAFHEER.

[0135]  RIE “H IR G AT A R AEM TR UL A L2 2 R A R i 7 ]
DAL HE AN [F) 1T [R) L 25 o 4810 4, 28 2 1 ] DL AL 3 O AL O B - 14 & - 15 AT Al 12
[RR—13 LA S e AU AR A

[0136]  ASCHT HBIAE “Bifk” & fE OE R e RE iih 2 s Pk | Bk B ipuik N IR
PR A SR A DUk KA B (R FE G W B 5 Fab v B JFab’ 2 BRE B85 Fv i B Bt
PRA] Lok B = SR IE A/ S sh ) () a0 e 1 SEPNDBE T fa 55) v AR PR IR AL FE W] LR 3
DRl Bl Hh s e P AR P 2R = A AT DA g B A S8 1) ST R 43 B B N B o AR
B B R A PR T DAL HE SR B —PhEl 2 Fh ) P AL B R B 2R 7 51

[0137]  J i “/r B P B 48 T & AL P2 BRI SR 2B B AR 3 Bl 1 A F= [ B, 461
Wzh¥y ZAc s K e i R AP~ PR i) 2 20 B H TR ol 4 3 40 iD) o 43 B8 FO BT
Hi2: “Atifh i X e 2 :80% .85% .90 % 95 % 98 % 599 % [ 4l i .

[0138]  GnASCAT AR IE “45 & A BE ¥ R 2 bh 58 07 B 58 B P AR sl bt i ik o /D 1 U
Fg ik B 456 B R B0 SE i Bk 58 4 I DR BRBTAR BE 1) — 350 23 BGER 7  AR BIE R 25 6 B BR
I HEAFR FFab.Fab’ \F (ab’) 2.scFv.dsFv.ds—scFv. 84K 9K Piir B ik Pt
PRFNIL 22 B4R . B B ] L JE st A0 25 B A B 56 2 B 50 B () AR BSCP A i T 3R A Bt T
DLjd ik 8 20 - Bk A o 9, mp DLdE IS B B AL ER B4R AR (ab) 2 7 B ml DAL B
SRF (ab’) 2 Fr Be LIS JE — BB 42 7 Fab” B Bt AR (A B T4k 7T DL S 2Fab A BL I
A% o B AT DL A o B 2H R IE o R M i Fab . Fab’ FIF (ab’) 2.scFv.dsFv.ds—scFv. 34k il 7Y
ORI URE S PR v BEFIE & B

[0139] AT 2 A ARAE “IMGTZ% 5 B “TmMunoGeneTics ¥ 8 FEdw 5”7 18 4% 5 & W2
W FEI1) ZR G0, FL LU U I B2 AN 4 B m AR X el ) e S R R AR SR B R A A i o BE
(W EA) .

[0140]  MHUARMEFR N E: 1 45 & I 4nHDSG (SEQ ID NO: 1) HI ALK , B IR PUAL: FtE 45
B G A AR B A IR, BIAIHDSGH = /24N 3, , B BN R AU, R EAEE AL
1] 41 3] A 28 %o RRPAAR BE K1) T 20 B BTG 0 7 41 25 1) B ) o IR A PRI 44 A — 72 5 HDSG (SEQ
ID NO: 1) &N Ee ik, 37 H TR R AL N I A AN F BB B B R AN — 58 5 35 5]
VG- A A S 1A

[0141]  UHUARREFR NI B 1 45 & v i) R R AL B WHDSG (SEQ ID NO: 1) IR A, =45
PR S5 G & B R e TR AL — FhE 2 PR e M R B R A LB DL — R S 45 G ik
B 35 B KSR A T 3R 0 o B, 240 PR R DA R XSS L (1) B PR IR 6 A 45 5 0 A HDS G
FHIRAL IR, TR DL LL & 45 & BLEE IR 2 /D@ 265 1 55 0 145 & 3 RIR K

[0142]  GnASCET M, RiE ‘R B 2R H PR A ER)T I B AR =445 Mp R
AL, Fodt, A AFEAE A K BT A7 L5 T A B BB IR A 19 = 4 25 84 1) &2 /b — AN D7 T TR R B A
5 S N/ B R 1 YR S . e 67 5 NHDSG (SEQ ID NO: 1) AJ LA #5843 5% 58 4 5 75 78 2 SR A-BI
Gy TR L, 13585 B 58 4 I g 5 Bl iR £ 4 BB A-BHH 1 BT AR IR ) & Ao S 1 AR/ B B
SO G S R B BT R 2 ) G R S/ R Bk R AL (1) — R 22 P B R 11 2 [
51| o I UNHDSG (SEQ ID NO: 1) ¥4 G AL R HE F 1 A/ BG4 4 1440 1R ) (1 HDSG (SEQ 1D
NO: 1) {2 A7, 5l 40 5 BLBEHDSG (SEQ ID NO: 1) AHEL & /b 245 3% . 54% . 1045 . 504% . 1004
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25015 . 500155100015 5 LA _F- 11 B8 = i Bk o

[0143]  4nASC T R RIE “MHCRAL” B da 22 /D NHDSG (SEQ 1D NO: 1) Fh it , Ho 2 fEA-B
HDSG (SEQ ID NO: 1) % /b P ANk i (R N— R g B8 C— A v o /B0, 2 1 B2 S B PR Bk 22 P i S 12
/8 F A A5G, A8 S & 7RHDSG (SEQ ID NO:1) JHDSGY (SEQ ID NO:4) FIRHDSG (SEQ 1D
NO: 5) 4% 58 NWA-BIR 21 4k b 5 T 2 A [X 45 [K] 1, HDSGY (SEQ 1D NO:4) FIRHDSG (SEQ 1D
NO:5) R AHIIRAL PLAb , 38 BEALIUE B , 55 06 B2 1 B 7 AR EE , 5R FED 7RISR 73l 2 L H FR
WA AW 2 57, Rk, DS HDS \DSG . DSGY (SEQ ID NO:13) FIRHDS (SEQ ID NO:6) & i3
B o I A SR AL AT LLEFE R 129 B G A-BFF 51

[0144] WA SCRT IR e TR LR 7 51 (B nHDSG (SEQ 1D NO: 1) A fgHERD) A F & R ok
FoMigE , 5o TR 2 I I R 2B 7 FI RS “S2 20 R 57 B4R AT AH R B KT
F B 51 B8R R ) 22 K, 28 FE IR — 1 A e A B ah I P AR, S B VP A R A ek b X AT
A5 a3 sk IR BE — 1) A 1 EH R A R IR R P AR 24K, IF HH . DFIS B 22 i 7 il 6 . 41
G SR e A A LA B ELRE KT DB B L WU A el D o X ) G PR i 2 1 iR
RS PE AR T PR B BUAR I A GOE B « AR SCRT IR “S2 B 2 9 37 B 4e— Fhak
% AR T A A RV T AR AR ) Bl bl R Gd ] G i 21 A R 91 e AR/
BUD (4052 58 22 29 SR B AL R B SEAREJGE) (005 B i e 1) 2232 27010 %6 B 203K BART 5
TEBEA 57 T 22 L) R IR B A 22 HDS AR S BB Bk B8 T 20848 (S R S (B
) ) P38 R AR I 10 96 SRR AR I 20 %6 B AR I 30 %6 B AR R I 40 % , SR B A2 20 1
FIGAR R, Blanss T B EEIRS (B 8E) -S JR4r4E) / [PF3) (S (B 8k +S (R 4F4E) ) JHE X TH6
Z1N81.T% JFIEAR XF F-D7 449 8 % MR MK, XF-FD8H-8. 83 % I P& A (5 Bt 7= % T30k
kS8 EL A LU B Bk 5 R

[0145] QR SCHT I ¢ T HUAR I AR 15 “V A B0 nT 208 I BB 45 47 B “Bh = B2 A n] 2208
Bt H 4 57 BAR PURTE S A 23Uk 2 (B SR AL) AN 2o B Y ) B B s e o, I HL e
K5 TG (BIAnASAH ICHY) [F A A0 RS 2 KT A8 4 B A B i 245

[0146]  RTE “7p B8 K7 2 6 491 G st 80 20 B R AR A 7= 9 AN AE 72 R 149 SR (T 260 26 40 i
Bk AR KA R L) BRI . 2 B KA e b A2 it )7 X B FE R D :80% .85%
90% 95 % 98 % 599 % ) 4l & ATk 1) 25 R Al

[0147] QR SCA AP ARAE “al R AR 107 A2 $8 1 WK 51 (B dimy e AR 25 HARR 2%, VHFR 2
BUNEFRES) , AT 4 B e 51 N B AR ST IR 1) IR B A A P EL e 8 B B2 B8 ) 482 A8 72 ] A 45
SHIRCE A BN, AR id T LR ANE S R, IE R R SRR PEAZ R (a0 FPET RS
BUBCRHPERIAZ 2 (BP0 PN IR PP LS BT I BT 5k (B ) Btk Rt Ok
G R LAY A F i EER O ER D P EGE G ER) 5 B (LB 1t i R I B LB 1 g Bl B
MR SE AT 5 G s B S B T o AT RS DR 1C A ] DA [a) A I, 4 el FH 56 — $iie
[0148] 3 fff I ARIE “RA” B HURRE R R LR R I PUiR S G AL, 1l H 2 2
JOR X B o AN A ST By I “FRfr” 38 AT LR A8 BT I8 1 86 6 AR FR 7 1R AEA-B E 2 8 I R L TR 7
FER LR o 5, ok A A s 5 BERR X 3RHDSG (SEQ 1D NO: 1) [ ERAR AL A AT S 1 43
B A B LA R R ik FR A e A 4 8 40 B S o AE AN T B BB ) R S0, 2 R A AT 4R
I Mg BTk S5 G, R A “PTHEEE R .

[0149] WAL B ARAE “SE KSR A )7 & SR B X S 3EARZ T s b 45 5 (Kon) F1/ B8R A
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AN B A Korr) I HTIRZE A I RN FR B, BAE X FIB O T U # AR Y BAA L X 25
KBRS o [FRE ARSI AR TE: “BARSE AN 7" R fa PrikX 5 SEARY B IG5 f i & & /s B
LU B BR 7 B8 K 5 85 B oAk &5 & I FE L, H BLAEIX R L Bl SEARY B A T 6 7 58
RSB AT Bk 5 B FR TR 2 18] 45 A 158 A e AR 55T 1 /Kol Ka Fo A, KoBE Fkon/
Korr o kon FHkore{E AT LS FH 2 1H1 55 55 AR SLHR BRI & , 5] 4048 FMolecular Affinity
Screening System (MASS-1) (Sierra Sensors GmbH,Hamburg,fE2H) . 5 B8 AN F
HI (B anAEFRAL 7 1) FHEG , 1 W AR A ) (PR IR) S IR G B Bt
IEXTIARAA ) (B FRIR IR AT KL 7.

[0150]  [RIFEAnAS ST AT AROE “Go e SR v 2 T 51 R TR AR = CBOE BT R G 92 S5 e S5 38 40
(10 T2 P R B e 2 e s 4R B I 4 i

[0151] ST IR AP HIARTE “FM H) B8 S 258 68 8t 5 MR &P A8 1R (1)
J7 5 BAK 25350 4 4 R ARL 9 G B A BB DA T R A A R ELBE (RPHEIRA) TE &9
(T3 EHEIR) 81 an AH S ) BLEE AL A 4 0T DL R I & B

[0152] R TR IR T HUR R “Re R 4567 S bl AR 4607 713 DL /N g A )
GEG HAERRRYUR B, 2N PR E D le-6.E b 1e-T. B D 1e-8. F /D 1e-9m E /D 1e-10
IKp&h & HAEAR . KT 2D Le-8HISE R S AT e /2 L 1 o 1 WAL & — Pl ] A2 45 M 45 [f) Fab
Bmpts g & 7 BoaT LLCAEE 538 BeAb B i 2 4 A LA AR L0F5 BR100F5 () S5 N 1 456
HEAR

[0153] AR SC AT A e Fide B 45 A A-BIE 20 (1 I JRL4F 4 | Bkl 55 SR AA) Bl 3R &
I PRI TE RS Bkl 2 Do 23 % . B 55 201045 . 2 /2100
5 225015 | 22 /05001 8L %2 /100045 55 =y 19 58 A prid JE 20 ALk, 55 55— Rl =0R1/
BB ARG, X R M 5 (B an SE 3R AA) B8 B B VR TR 2 DL 28 /D 245 55 (1) BE RS A
145 R R A8,

[0154]  WIARSCHT RIS “E8: 7 S4an DA &8 2 8 & HDSG (SEQ 1D NO:1) RA7AK
(fF3% #13%E B2 2 HDSG (SEQ 1D NO: 1) BRN-A b FHC— R Biiy) {19 IR R A4 252 350 7 DL A= 7= IR0 A
Yo R AT LA TAT R - A0/ 80— N B AN AT B B AL 340 o 380 A B Re AL 4 ) i b 1
AT DA% 42 22 i R B 1 B A iR 1 e R 491 G A L i B ) (KLH) o

[0155] iR ST A B AR S “Ta] B T = T AT A D0 328 3 H 92 it 4 B3 A 928 it P 2 22 1) Ak 23
4y 5 L] B Ol A 48 i 1 A RN R i ANC— AR g DL AE 7= K B LE KA B B K IR &
W, 4 40 18] B - 1T DA SZE 2 28 FHHDSG (SEQ 1D NO: 1) 4H 5% (9 Bk FrIN— R 3 FHC— A 3 LA AE 77 32 %
K EELLHDSG (SEQ 1D NO: 1) JPAUA 5 B K I FRRA AW - 2 B, AR LR , BA H g1
(81 G 3™ = FE B B 228) 1A K Lt % A7 1) 88 - 1100 JOA L A 8 K 9 A 3 o T B 7 T DA B 48 (AN FR T
UG ABKPEG E & 19353 , I nGHDSG (SEQ ID NO:7) GHDSGG (SEQ ID NO:8) .GGHDSGG (SEQ
ID NO:9) \GHDSGGG (SEQ ID NO:10) & . [A]f& ¥ o] LU & — ANk 2 AN B Re AL 45 55 A
156, 49—l 2 Fih e B R (C) Bl 2t , L mT DA SCA 72 1] B - PN 3505 ) B 7 1 — B sl A oK
Ui FEAN T o 8 WNCHR AL 1 AT B BE A 7 SR e 1 22 (A1 RE 11— Fh el 2 MoK st (8] & ¥
(R R AL e 22 2 K o [R] B -3 AT DA 25 18] B 7 B 2 v () T e AL 3 40, i AR &R 4 1 5
N BRI B

[0156] WAL Ry IR TE “Al B e S 707 2 18 B A “B ReH]” 4k 2 54k, HAE AR SC H
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B A2 Fi 5 — i 7 22 A B A SR T ORI S — b 2 BN SR T (BB “ AN E R
H17) LALE PR AN 5 B 8 R 7 2 ) b = AB EAE o A R R R B 1B B Re ] v BAS m]
DA N T B T B () —SHo PR b, 451 G322 82 7 1T BASZ CCC o 5 57— it 7 2 A1 (1) S B v A 3
W el sm AE S i, 1 dn ] DL B Kd ~ le- 4R BV Z- 5B R E A BB A
B R AR i i B B b 1e-9. B b 1e-10. D le-11. B D le-12. F D le-138 &
/D le—14HIKA A H.AE H .

[0157] & [ o AN/ B e 3550 o] DA B ek (B AR 150) 2 MR Ak A 4 b LS Bh fo 2 i
PR, BUAE R AN 5T R 78 MR ET O T E 1, T LA B R A8 S BT AT AT B RE AR 4 (1
W AN SR SE O E R ) ) o 7E — Fh BRI St 77 X H , o] B BR AL I 350 202 2 I IR Tk
B, FE OGN R 0T SR TCNT A ¥ T R R LA T il i, T DR A G e 2 )
P 3 588 77 A BRI L W5 2 1 (KLH) |, B3R T4 4 G 38 B0 308 B G 13 4 2340 27 00 5 1 3844 2 1
A= 1M3E H 2 E (BSA) »

[0158]  GnA AT AR IE S ... .. SR I TR AT AR T IR BN B e I R
SEE A AT EAE H

[0159]  GnAR TR AR TR “Bh#)” 8“2 %" AAE s 5 0 Bl B R B G FLE0 ), AT
R ELFE BN ELFE N

[0160] 4R ST A FHY “OR <7 S B BR AR 72 o ip — P s SRR ke B ol o) — Pl ik g ke i L
ARTTAS T B B 1 R 75 1 SO P AR o T P A AR AL /K P B RTR B B 1) 2 R A
B AR AT PA )45 A 1G 1 OR 51 Z R BRI o DR <7 S R A S 491 0 465 «

[0161]

(7SS R-ERe
AIERR R IR HUR
FeaK Ala. Pro. Gly. Glu. Asp. GIn. Asn. Ser. Thr
Fidk Cys
i 105 e Val. Ile. Leu. Met
el ik Lys. Arg. His
75 Phe. Tyr. Trp

[0162] U SC i FHA ARAE “Fy S [A) — 1™ & 48 P 2% 22 RO 210 B 25 A% IR 1 41 2 18 14 2 47
Al — 1R 73 b o O T B E AN S IR e 91 B A R e A1 ) 1 o LU ) — 1 o P 1 AT B
Xt LB B e LE L B H ) (B m] BLAE 28— DN B R B IR 3 S K 7 51 SIS AL L5 56—
R FEIRBL IR Fr S BEAT S FEEEXT) o SR 5 UM B 28 B R 7 B A% R o L b ) S i I
PRI BAZ IR o 24 58— 7 S B B85 505 A P ) mh R N A FB AT ) ) 2 i R ke Jk A%
FR G I, 285 W% 7 1 % AL B AR o AN PP 51 22 T8 ) 1 0 LU R — PR P A 3
A 1R] A7 5 P 250 H AR ek K (B [R) — 1 96 = A IR) B B 20 H /7 B A e 0 < B X
100%6) o fE—FhsE it )5 20, XA e 5B A AR R A B o PRAS P 91 2 TRV 1 0 LU TR) — 1R A
i 5 AT LA P80 B3 52 B o T BRI A e 71 1) S B0 10 I e 1) AR B A 12 552 491
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KarlinflAltschul {5 (KarlinflAltschul, 1990, Proc.Natl.Acad.Sci.U.S.A.87:
2264-2268) , fEKarlinfilAltschul,1993,Proc.Natl.Acad.Sci.U.S.A.90:5873-5877+ &k
o X FPE LI AALtschul£51990, J.Mol.Biol.215:403(¥JNBLAST FIXBLASTHE 5 1 . AJ LA FH
NBLAST#% T BRF2 /7 S 3L AT BLASTIZ IR #2970 =100, K = 12LL3R1G 5 ACH
IR S T BRI A% 8 7 91 . 7T DA B XBLASTAR 7 S 5045 AT BLAS TR [ R &, #l 15
53-50, FHK=3LLIR1G SRR & A i T RVEM LR 7508 THREHTIEH
fR ) S AL EE S, AT A BNAL tschul 251997 ,Nucleic Acids Res.25:3389-34021 ik ) 45 F
2 BLAST o 53, PST-BLAST A] FF 3#EAT K I 43 7 18] 3z 4% 5% R IEARAE R (1d.) - 2414
BLAST. 73\ BLASTFIPST-Blas t#2 /7 i , 1] LUAH & A2 7 (51 4nXBLASTHINBLAST) I ER A2
£ (Z WATIINCBI I 3k) o FH T LG A8 510 0 23 R 0 57— P e 3k 1) IR o) 12k S ) & My ers
AIMillerff %% MyersfiMiller, 1988, CABIOS 4:11-17) o iX P13t A NGCGF 71 Lt Xt
BAFALI) —HB 5 FIALTGNFR P (RRAR2. 0) 7 o 2448 FHALTGNFE [ b B & 2 R 7 B, ] DA it
PAM1 208 BB FR JE 36, 1200 25 K B 53143 FNARG 250 51 49 TR AN 81 2 8] F [] — P 1 9 mT A
i 5 IR AL B AR 2, B B SOV ARV S o LR — T @ s RSk
HAUCEC .

[0163]  F F4ifhk, 243l i IMGTER & (il inKabat 2 5 15 51) B AR BE $h bb X Hidd 5 21t
AT LA B A3 B R A [R] —VE o LU IS i SR 52 X3 B Ak X 3k (161 a8 4 B 1) 5 B Rl o ]
AF X 38) 5 2 BRI AR R DX 847 B B, W 5233 A0 2 MR B A X e R ) & 4 L e 31 [
— MR TR NS R PR X I8P H A R 28 TR 7 98 1 A6 B8 0% 5 Bk DA 7 A DX s B ot
AL B S E R B ST L 100U FE o B 43 L

[0164] WA SCHT FHIIARTE “SL B 7 917 S 18 B R SRAF 0 B3 B RO 1] (32 %) B2 40 A
(1A% B T R B ARV T 81 o A2 AR B A 0 4 B B A R SR AT AE IR B AR B L 8 40 1 A2 A Bl X
R 751 o A H G AR 7 51 ] LA SR B A% R J7 51) (DNA) BA% BB A% R 17 51 (RNA) , 7 HL
AT LUELHE R ARAFAE (B , CLFE MR ng | L IEnd: | B s ng | B 1 FN R EIE o )7 5138 AT DL A &
PRI 26 o 38 A U1 A0 AR 225 14D SEZ 497) 6,55 2 24 AR Bt ey | S PN i i 6 2 AR R 15 g
B ZERA VR VNS o A% R ] LA A XU B BB 1Y), I BLARGRAE BRI SUBE - A , R E “#%
M A48 B AMZIR 7 51 LA B 2% i - A BRR) SCE S TS50 o G AR SCRT R T “43 85 1) %
R 7 517 & 48 2418 0 F 20 DNAF AR AR P2 A AN g 4 o sl 8% R B A% IR , B 24 b 22
FSCHST A 27 AR B B A ) I o 0 S AR B A B AR AN 5 R AR THZ A% R I SR VR ) A% B
M 7 51 BRI FAZBRS T A3 K It 5 51)

[0165]  “HROEE B MR RNIZIR UL VAL IR 08 1) 7 5 % 7 5+ . & & R 7
FIAT LSRR T 2 FhoR U5, CLFE AN B8  ECTE VR R FLsh el B HU SR IR L G R A E I R
HIVER T e B 00 1 A0, F B o] DLl AU 8 15 RN 53 25 2 b 56 A X R 4% I A1
(1) SE G0 4 < 3% 5% JE Bl 1 AIG 5 T BURNA SR A B 45 & 7 91, bR 45 6 )7 41 (B FE RIS 4G
F5) o T R BT R 00 A 32 40 B RT BT AR A, BT DK 3R S A R AR Y
DNAPRR il PEA7 A 385 7 AR T 5% 35 SR T P N BIR B E AR F .

[0166]  GnAR SCHT B ARTE “80R” A8 FTAX R 70 1 AT AT [ A4, A4S B iR AL TR
Gy FHIANREAE A 51 N 21 JFAZ RN/ B A% A0 rh R/ BB 38 B DR 2H b, IR B TR L R TRRE
WGk T A B 23 A (22 T 100 7 3o B3 (1) AR S R A DI B AR S o A ST B AR “J
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L I A T G (AR AN I AR ) TR AL A4, 38 R S POIRDNAIUE A4, FL AT Bl a7 T 4L (/A DNA K
il o

[0167] % /g B A () S 58 25 A7 J AR e B A VA b P BLAMZ IR 73 1 (R e 1%
PEIRAE I S5 A o AT FT LR AEAE A B BB 0 R 7 91 03 1 b o FR A 40 K B2 28 /by
15 ($114120.25.30.408¢50) MZ IR « ASIRA AN SN R, L IRWBE AR B AR S AR A2
SEVE R TmiR 5E , TmoE 35 BN 2 10 B 2 A 8 1 VR BE AR FE AT BR K (Tm=81.5"C~16..6 (Log10
[Na+]) +0.41 (% (G+C) -600/1) BLRAATEF) o Rtk , B 8 2428 A€ T ) Beisk A rh I 2 80
YR TR AR O 1 E S ORI IR 2 T AR MEAS AR 231, AT DU 1 96 S I T 3
HTmfE LA 1°C, Bl nan 2R F 4R B A >95 % [Fl — R RIAX IR 73 1, Wl dpe 2% B Ik il P2 4 P IR 4405
Codk T IXELH L&, RGN 51K BEUE A S M 350 24 1) 28 58 2% A o ZE D0 3k St 7 =X
H BT IR AT AR A BB, TR AR SRS RS 2R AT R T Bk AR R, #ETm-5°C
NAESXEALIN/FTERER B (SSC) /5x XS BIRF I/ 1. 0% SDS N #EAT 2858, #FH#E60°C 0.2 X
SSC/0.1% SDSHI Pk« o 25 ™ A% ) 28 A2 S A AU AEAE42°C T 3x SSCrR#EAT Hei D 3R SR T, B
TZ PR 2 A8 A [R] FR 22 r  32h RR 5 AT DA SIG 348 [ ) P 1 o A SR R A8 SR AR I L 4
50 IF :Current Protocols in Molecular Biology,John Wiley&Sons,N.Y.,2002, L
J¢ :SambrookZ$ A\ ,Molecular Cloning:a Laboratory Manual,Cold Spring Harbor
Laboratory Press, 2001,

[0168] 1% ST 7 FH LA J% B AR A5 76 4 BRARE A BB <V 21 PR T 2R 26 B0 4
R (BRI PREE ) B 7775 A 7 F Y0 B2 At PR 25 SR m] B A B AN PR - — Fiv el 22 iR IR B0
i ) 28 A B S0 B AR FE IR ek D i RS B e (RIANSIRAL) , ToLs o s 0 A 47 , 3 i it
JEH) 98 2 Rk 27 , 2 T3 R 3 B e 25 B0k R 2 B R R U2 DA K G AT (TS 8 A2 #8434
#) 5 o 1R A AR IR 8 2 AN FTARI) o G SR AN SZ VR YT, “VRYTT W TE S T A= A7 A
EU &R A A7 o AR ST T R Y8977 e B0 HE TP PR T - 9l , vl LAY T B 5L IADIR) 52
W LATB ik R , v DL A SO IR I -E W U G J5 i RR B 2H A& Wi 97 DL TT i3k g
[0169] AR STl B ARV “Titi FH” J 48 In) 40 P Bl 52 35 it Va7 A R8GRI & B AR A T 4L
G AW

[0170]  GnA ST H, F 18 “F R 48 72 58 LI B8 45 1L 75 16 771 R [A] B N A R0
o it T 32 I A R0 AT DR 1 A R AS AR RE PR | 32 A B AR R 3R AR
o T LA R 755 7 22 DA fit d A VR Y e

[0171]  RiE “jo b a2 7 S e oA OB B0 71 5 1 700 i & 40 70 AH S I Bt
HEEZHBERER EAAE,

[0172] QU578 “ELHE" — Ml 2 M 128 (1) T R A& W B 05 R AT DAL HE R Bk A 4
M ETeE i, “B 57 BRI LR A SV L&A B PiiA s S H e HE
HUE7INNS

[0173]  FEBRMRAA FF G IS, GnA ST R TE “Hi . ... .. MR R FLRA A & 2 TR
JE FTBRIR R RFAE T 3R AL A B AN/ B8 BRI A7 AE 1 3 P ORI, IF BARHRRR B R
R IR PIRFAE 0 2R LA 2 REAACRT / B0 BRI A7 A

[0174] A SCd Ik v pod 270 245 ) 50 900 el B, 8 6, 13 A YO T A ) B A 80 R 2 (9 1 %25
FF51.1.5.2.2.75.3.3.904H015) o i NAZ PR ARV 2 , BT A B07F0 00 B A At B RS
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“CP BT o BAl , NAZ BRI , B AE N 2 B B 55 A48 1 75 0 A, “— M7 F9Z |
FEEHFRAR ATE “4) IR IR T S B HE M IES610.1-50% . 5-50 % 5 10-40 % , ft
17610-20% , BEALE10% 515% .

[0175]  pbAb, 7E4RE 8 30 7 F R 1 e SCRN St 5 =X B 78 3&E FH T A SCRT IR i 3 e St it
T WARGIRE AN B E AR A, B NE A T IX L s 7 =X 4, 72 R T Bedg v, 58
FEAN M T AR BB AN R 7 T - B A B B AH S 8 s » 75 J00 G bk e SCH A 5 T A LA
ST e 7 TV BT T2 A o R S 1, i 7 9 L3 B R AT AT REAE 7T LA S8 387 ik
A A AT A B REE BRI & o

[0176]  JE bR 3C 5 A B #ELE , 75 W5t 1] “— AN, “— 7 f 92 o SaFE 2 B S
R, RAE “— P A7 8B D — ML G 47 nT LS Z L S B HIR A
[0177]  T1.RMALEEA

[0178] A KB NC L AEA-BIY 2 E IR 7% 26 -94b % 5E 7 A-BHDSG (SEQ ID NO:1) i “Ffir
X" AT St — 2D % e 1 RAL X 3] DL B 3 M 5 3R 47, HF HLHDSG (SEQ 1D NO: 1)
A L BRI A-BRE B MR I Pk & & o

[0179] Ay A2 BRAR R4, J £ 2 ] UL 2 05 A A AR SR S R 1) (1) AH ELAE FH A R o X
A IR M AN AR R Qe 9 1 J5 41 4 3% T 2 5 JF HLRE % 5 A-BE 4 i A= 7 A ELAE
I A 22 A o 9 S SH IR AE R A 53 Pk 18 (IS AR 2 TR 77, BCER A B 4 T g 2 51 ke R 4 4
(IR IR , AT 3 B0 5% 25 T 58 55 i A X 3. 2R 5 » A DB TN I 6 55 5 5 X 38, FF 1) FHix d
TSR A EE VT BT R A B AT PR o 78 B 2 4 o n] B 4 A R 1) DX 3kt ] R 2 S SR R 2 e
T e X3 R Ui 2

[0180] Uil it [va) T~ ik 1 3% 482 2 1 ot X 3 22 T BALI RB AN 77620154211 H9H
AT 3L [ & R G 75 62/253044 “8 Ixt S A A4 bRl 22 TI0II % 85 15 1) B 1 R AL R G0 AN
TE” FR A, He A3y 2l I 51 FH 3 NS SC o i St ] o BT I, I T v B T A-B IR
SE 1 WA ST TR B 1) FEA-BRE B AR kR S M Bl e 38 4 B AT il iR R A7

[0181]  {yisizfif 5 4 Bk , BRR K ERMR (CGHDSGG) (SEQ 1D NO:2) B DA 3R AB R T B Fi1/
B A4 PR 2 1) SE AR HHDSG (SEQ 1D NO: 1) ALK —Fhak 2 Fit 5 22 57 B a0, K I T3
R7-EEFRIR (CGHDSGG) (SEQ ID NO-:2) H JL A S JE 8 AN — [ A7 PR 77 ml s R Th AL it 2
RMSDZE #4) A4 bt o F0 T A 0 A (1) 22 7 5 B R OR / B iR 2 4 B AR IR AN ] S 3R BH BOIR IR B it
T 5 E XA FE R G T 5 HRARA-BRIA-B IR £ 4EBE P AL A8 A, & FOIR (CGHDSGE)
(SEQ 1D NO:2) [ 43 i 7= A= R BT A 6 T B BECGHDSGG (SEQ 1D NO: 2) e Ft: 45 A IR
(CGHDSGG) (SEQ ID NO:2) Hk#FE M 4 A A M/ B3R R FERKA-BFI L 7= 4 TR
(CGHDSGG) 1 3 A uAA i i il A-BERE £R 1) A4 71 38 5

[0182]  TI.HDSG(SEQ ID NO:1) “®A” L&MW

[0183]  [AIL, RATFYERE T B B FA-B_E I & FE IR 7 256 -9 & 2L FRHDSG (SEQ 1D NO:
1) B HB4HDSG (SEQ 1D NO: 1) ZH BT A-BH 1) A7 o 1 SI2Jita 451 A B ik B 19 , R AZHDSG (SEQ
ID NO:1) JHDSGY (SEQ ID NO:4) FIRHDSG (SEQ ID NO:5) (fL37E A LG bR A “HDSCFIAH K 2
R R AL H) #5758 8 A-B IR A4 5 A JpRE I X 3 o A A G AL b 5 32 78 R A T A
H I AR FEHDSG (SEQ 1D NO: 1) , M iZ R AL M F 7R FERSFNY 105 H HILAE— Tl
[0184]  — NJFTHIELHGEL & 70 B M A-BIK I AL &9, BT i 73 BS 1 A-BJIK A 2 B T HDSG (SEQ
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ID NO: 1) FHIZRALI FF 51 AN/ BT AR A7 348 70 350 43 2HL e o

[0185]  fE—Fhajti 7 =\, A-BiikiE H A5 B HHDSG (SEQ ID NO:1) \HDSGY (SEQ ID NO:
4) BYRHDSG (SEQ ID NO:5) 4 ) 2 LR 7 4] o 7E— PP s iiti 77 U, A-BIK B A sk 12—
AN ZRAL TR T A-BIKI 2 51 o £ — Fh et 77 20, A& 7080 & WnSEQ 1D NO:2,SEQ ID NO:
2. 2829 AE — R B R

[0186]  7E—Fhsiiti 7 =N , BTk b &2 PRI G4, BAN IR K « ARAE IR IR FNERR K
TEASC R AT B 3

[0187]  fE—bsijifi /7 P, A2 HDSG (SEQ ID NO:1) (EiH:#4) MIA-BkA] LLALE fE4E T
HDSG (SEQ ID NO:1) (EH:H&B43) HIA-BN-K i A/ BLC— R ¥ (T 1\ 28K 34N A4/ Bk 2 , 451 A -
BIK AT PAEL HE 1A FRFEN-A i HZRHDSG (SEQ 1D NO:5) o a0 4n#ESEQ 1D NO: 3fIA-B/F 4]
H TR , A-BHIN-K 3 FHDSG (SEQ 1D NO: 1) (132 24 1R /2 EFR H.C— K i BHDSG (SEQ 1D
NO: 1) (3N 2 B BR A YEV o #E — 285t 77 :Urh , FE AL ST A-BIR AL S L B 15 6L T, A-BRK
Fe IR £ 8N A-BIR 3L , TNA-BERIE B 6N A-BAR 3L L 7E — i 5 P, A-BRK R B £ A5
ANA-BERIE 40, FEA-BIIK A2 6 S FE IR I 1B 0 FL AT DA AL 55 B Z B8R /7 ZIIRHDSGY (SEQ
ID NO:13) JHDSGYE (SEQ ID NO:11) \DSGYEV (SEQ ID NO:15) 8,FRHDSG (SEQ ID NO:16) 2
%o

[0188]  fE—Fhsiiti iy A A VIR BFEERE T %GB T8 & R b T /B — A
AR REAL I BB 2y o B T 0] AN AL 210234456 TE8AN S L e F1 / B 4% [8) ThRE R 43 1+
#4n 5 £, — 1 (PEG) #B 4y , A1/ B AH & o AE— Pt 77 2, B B 1 2 2R R B A e e S5k
B AP SRR R 2 () R R TR TR A L 19 NG ANA, 451 4 1] B ¥ AT LA £ GGG GAG . G (PEG) G PEG-PEG—
GG o 1] LLALFE — AN B Z AN vl B BB 356 2 (B an B B RE I I = B 1) » #lan F T4 &
AR IR 22 7] B P AR bR 25 B R (UBSA) B G 328 Ji M 38 5 771 (AnKLH) .

[0189]  7E—Ffsijifa 77 =\ , %82 T4 & GC-PEGPEG-GC . GCGE PEG-C-PEG.

[0190]  7E—Fpsitiy =, B4 740 52.3.4.5.6 . T8N L TR

[0191] 7k Jy =, Horpr, £ 5 HDSG (SEQ 1D NO: 1) B H—#540 iA-BAk A1 & EA-B
Hh % 0 FRIN— K i i/ 8 C— A 2 FIHDSG (SEQ ID NO: 1) B 1288 3ANEAM i 38 , a4 T L
F2 28 A-BER AL N- K oy A1/ B C— K Iy (9 an Fe e, Piradk k72 RHDSG (SEQ ID NO:5) , 1 3Ah
HEE ERMCHREL) S, ZEA-BIKZHDSG (SEQ ID NO: 1) HITEAL T , R T B B vk
FEHANG, 3 HAEA-BIKZHDSGY (SEQ ID NO:4) FITBAL N, e T3 iR EhR EHATY

[0192]  m] DA F & 1 Ak 27 AR B A R ) R (] A 6 R B 380 ARV 6 i) o 4k 2
AR S E N E S TR GHEH A EE TR EER TR ED) .

[0193] w1 BFTIR , AL & W] LR IR A o A SCHE JL 1) “RARIE” v DA FR 52 A 8
A (B He A B 7N 91 .2.3.4.5.6 . TERS N IEIR) o B 24 TR AR 1K) /2 , v DL 52
Jite 451 A A 5 TR AL X PR IR BT I () P B N B AR R R R IE B T o T e A (B an
EIRRILE) o ARTE “FRFEIR” A FRR K 75 A A ] B e (5

[0194] [k, —ANJ7 AL T A& BEHDSG (SEQ ID NO: 1) (864 inDSG) A1 1 36
RAED, b, P id i 2 1 B Rl Al B 350 (K 2 B 5 HDSG (SEQ ID NO: 1) Ak (5 4m 4
& EHHDSG (SEQ TD NO: 1) ZHalii , HRIGERIE) o 5l anfE 3 RAL A 4 22 /D H DA/ BS540 R F
EFE KA H DR/ SIS RN A] ARk s b T 52 5 2 4R R 5 .

23



CN 108350051 A ﬁﬁ HH :F; 18/55 11

[0195] 7 —Fhsi 77 =0, ORI & P AL 46 B & HDSG (SEQ 1D NO:1) 1% £ 64~A-Bik A
({5 LN A 556 A1/ B C A 3 BIHDSG (SEQ 1D NO: 1) F 1B 2AN R I FR) A f2 T A A-BJI , Fodb, B
A EFE T B B R B L R RN A i B 25 RN A - BJBR (1) C— A b ke 226 o B AN AE i IR A
Yirp 2 /0D 5 A B 1) BLAE K DI A SN , B AR IR R A 4 22 /0 S5 4 B I BB IR
HSHIHIR AR, 3 BAT R I, 5A R A S BRI 5 S S AL, 2 /DHEL R DDAk
T2 EZ LIRS

[0196]  AILUKIRRAL V& A B, i EMMbL iR B T I e 2 a5 A-
BIK ({THEHDSG (SEQ 1D NO: 1) BAH IR AL 1 PRIIN-R I BLC— K ity » B, TEIK 2 HIT i
7 B0 AN e BNy, S0 HAN B B C- Ry (AT —FE LT W BRI A 49 T
DA XS EE I, (5] ik iz B PR A0 13047 1L

[0197]  FE—Fhsita 77 b, ORI A 0 B 4660 & B FHDSG (SEQ 1D NO: 1) A8z 141 ik
[RIA-BRE, Forh, 41 AR IR 22 IR BIN-K B FIC— >R g (15140 24 K FHHDSG (SEQ ID NO: 1) ZH iy
HFIGHR L) o 7E— Ppsiziiti 7y =N, FEIR R & 0 22 /DH . DA /B S 5 AL 7 HDSG (SEQ 1D NO: 1)
(1 ELREAL S () i B AR HH DA/ 85 S  JE A AN

[0198]  f0 & A-BFF 4K ELAERE /T A& E BB & o 7 —Fh gzt 7 20, &7 HDSG (SEQ
ID NO: 1) ) B4 AL S 4 88 B B K A2 A N ELAE K 75 55— Rl =0, EEERL 2B 5
HDSG (SEQ ID NO: 1) PAEAR K B A A-BIIK , £ 4] a6 15 A-B AR Ak 1 - 3511 Bk Ak Bl LA /N
4y (INA-BH%HE1-20.2-20.3-20.1-15.3-15.3-12254%) 7 — o5z 77 0, EAERLTT DL 2
A KA-BIK.

[0199]  FE—Fh st 77 =N , ZEAR A A4 28 ZDH DA/ B S 55 BN/ B JiR 2 4 v ke 2k
5 4 (e R HA /50D 38) AR AT

[0200] 7 —Fh st 7 XA, FEMAR A A A A 22 ZDH DA/ B S 55 B AN/ B JiR 2 4 v ke 2k
5 4 (e p DA/ 8BS  38) AR A TH

[0201]  #E—Fpsiiti 77 b, AR R ZZ LRI R .

[0202]  fE—Fphsizjifi /730, 5 EHDSG (SEQ 1D NO: 1) F ELEE K &5 HE A R AHLL (T ik
Hph g DHE H 5 /DD A A T2 2 AR R

[0203] 7% —Ffsiziiti 7 20, HAN/ 8RS DA/ B SH ) — AN Bk N A IR R AR R 5
B E A EYI AT DL 52 3 2 AR RS S .

[0204]  WEI6FTR, 5 EE MK A EM M S AR RALL , ORI B ) R IR EEHAIDAL T 52 58
Z LRI G B~ 0 THEI A 81 . 7% KRR, T DL 49 . 8% AR - 75— PP s i
T A Al S Z RS PG AL, SA R B S AILL SRR A R 2
10% & /020% 5 /025% FE /30 % & /35 % B % /1040 % 5% B 22 21 o) 1) K G HAT/BED
[0205] {3 4im , AN [R] #4952 0] LA CE SR FEHAN/BRD AN/ B S A DA R AT 3% 7ED AN/ B S AL 45 5 B A ik
A/ B FE A S L R A 0 T A AR B — AN B AN A R I TH A

[0206]  WIEAFTIR, SR 4EME BT 0 BLEE R ER B AR LG , D719 T A 2 A0 7EFROIR Pk 2
A EANE AE— Pt Ty b, AR ED, BriAD AL 5 1) 0-C-Ca—CB (HF8 50-C-CA-CB) —
T A Z /0305 /D40 L /D50 . B /D60 B /T0E B /D80 L B A90 5  FE /16100
FEVEDTI0E B D120 . B /01305 58 2 /D 140 2 AN [F] T 78 B 48 IRD /ol JF 27 4 11 1% 1l F
RSN AR - THT A o B0, 6 138 B, oh-F- RS 400 ) BB JO IR KRR R £ 4 , 1% T A 1) 2 S AE 30
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RFNE BE 2 (8] 219160, FE IR ARG 47 4 2 [0 2958195 % R b, 76— Fh st 75 X, Brid
R EEED, FridDE & )0-C-Ca—CB (B FR NO0-C-CA-CB) i LA E D140 . £ /b
1505 . 2 /01605 2 /D170 BEAN R T 7 IR 2 4R 150 R AR T A

[0207]  FR1ILYEE 1 H B A REH 10 A5 A 2 57, 45 B i fE 5 ZEH DA S Hh ) IS e —
T #7153 A1 o

[0208] [k, 7E—Fhsiiti 77 b, ORGP 80 & ik EH.DAISHA-BIIR AR L , b, 2= /b —
AT AL RS0 VB D40 B /D50 B /D60EE B /DTORE VB /DS0E 290 F L b
1005 . 2 /01105% & /01208 . & /0130 8k 2 140 AR T 172 BEEEAL S 15 5 AR
[ —TH A

[0209] 7 —Fhsiti 77 S, BARAL S WA 5 R AL S 10 0 LA IR TR 1) e /N~ 38 e/
FBE T A2, KT 2R3 A AR O A R UE B T FROIR R N LA Bk 2 TR P R )
BE/ T HE A RN H:28 .58 D 133/ .S: 12982 .G« 13 MM S 2T 4 2 1] (1 AR
Br H: 51 .D: 103)F .S: 114)% .G: T3/ .

[0210]  [Rlith, 7E—Fh s 75 =0, BT MORA0 &9 6 8 5 Birids B 3% JDRORR b 1) ~F 35 ) 22
S DN S THE D205 5 FDA/BES /D30 L = /D405 = /D505  E D60 . E /D70
FE /D80 E /D0 E 100 2110 B 2 /D 1205 ; /80t TG /D30 L 2 /040
£ & /B0 B2 2 /D60

[0211] AR 22 A5 o m] DL IEAE (1) B AUE ) o

[0212] KA H % 0] LUAL& AR R BB o 5, 5 B R 21 4k JE 0 AR B, FIR  fr 2
T HUARM B R AN

[0213] W& 72| 1 14 FHoR F PDB 2M4J ¥ %) 4R 2% 1 70~ 1 i 41 4 a5 M i i ol F 1 % %71
CGHGSGGLA JZHDSG (SEQ 1D NO: 1) £H i i) B4 FIAIR TR H 1 5% 2EH6 D7 S RIGO g ~F- i A 4L
HRAFE R phi flpsi A B N TH AT LLE B PRI =85 1 A (B2 phi/psif) 8504
AN F 75 JE AT 4 S5 Mg 2MA T 1) 5 D0 T LB R 5 A-BAKHDSG (SEQ 1D NO: 1) SRFRHIH7 K M0 A7
R X T AR FEDT IS8 . 2% Y | F-FEphi/psi M AMEE A 2 5 o AU, R3E R T &
BEphi/phi MAAIHE ORI 22 5 (S HIFERI10H) B, 3 T ik B S S i KR 41 4 5K
KO, L3h HI T U £, % THDSG (SEQ ID NO: 1) , i R4 T ¥R AN B A% ik 2
SRR IR A ZER (A b, AD) : (-3.0,-1.1) &, (72.6,164.1) &, (67.8,195.1) &,
(-38.8,13.4) fE un 25 T MOIRA R A 4E Ik 2 A1 1) 3 F 8 IR i 2 R+ (-53.7,29.7)
FE.(4.7,-154.5) . (86.5,129) i (127,-163.8) Ji&,

[0214]  [Rlgk, fE—Fhsii 5 SUrp SRR E B & B 20— DNREMA-BIK, Hod, 54
7P L R B R 2T 4EPDBES My AHEL , T8 Ephi/psi AN E /D30 £ /0408 £ /D50% ., /0
60 . E/DT0 . & /080 . E/h90F \ E/h100F . E/D110F, £/0120 . & /D130 . £/
140/ \E /D150 . & /01608 . £ /D170 s £ /0180 .

[0215]  “AN[) #4 G ads v DA /B0 46 DL 2 J25 18 D A 0o 1) i 26 9 sl AR G T A B BB KRN/ BRA-B
JiR £ 2460 FHDSG (SEQ 1D NO: 1) BUAH I RALII AR A1) il 2 38 im0

[0216]  fF—Fhsji /7 A, ASFEIA G HDSG (SEQ 1D NO: 1) AHXSF BL8EHDSG (SEQ 1D NO:1)
FA BN 2R o SE it ] R s, RS P DT RTS8 B Ak Y il Ze AR T BB K
R o B 1) ol Z Bl R AR RS 0 T B9 IR il R BE 0 (B12) , an st fa 2 Hh Bk
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[0217]  HffsE A SR LT 445 v T B FRIR (CGHDSGG) (SEQ ID NO:2) . E4%CGHDSGG (SEQ ID NO:
2) FTHDSG (SEQ ID NO:1) FRH.D. S G il ZAH I HAE St 927 Hifiids .

[0218]  [Klitt, Fridfb &4 6 E A-BIK, Forb , 5 A M. 1) B KBl 7E 5 4 4E 1 1 100 T D7 8
S8HALL , AN A A S A DAL/ BSR4 0 7 2 /00.1.0.2.0. 38 .

[0219]  #E—Fhsiti 7 =N, Bl n SR AR TR R M R g 1K Se i | R i 3 (n B ik A/
B IR AF4E) AHEE , HD\DS . SGHDSDSGAH/E{HDSG (SEQ ID NO:1) &b TAFH 5.

[0220]  pbAlk, AHXS T B LK, FOMR DR A OUE%E (4 S0 B A1, 15615 M0 B Ak T b B % IR 3 45 F 1 11)
MR,

[0221]  YASCHTIERE , PRARAL A 90 00 Bl 2% T — Se G L IR 1T 5 AN [R) - B Ak S &1 4 s
BN BRI 2R (B12) g, 550 B B RRAR L , 7EPR R AL A #CGHDSGG (SEQ 1D NO:2)
[R5 DT 2R 3G

[0222]  [RI, 75— Fhai i 75 X, 5 A0 R BLEE 1L S A LL  SRR1E & 9 R DA/ B S 1)
RN T £ 010% 2 20% 8 E 30% .

[0223] SR UEBH , FREEHAN/BADAN /B SH I — AN ER 2 AN 1 A m) T 5 75 B4 IR S R 41
HEIE LN IR B T AR AN T IR S R IR, 24 A 7 n] I A R A (SASA) il i
VAR AU, B 22 1) B A AR AR S8 o RHN T B B Ok 25 SR AT 4k, FACIR B o T 1 47
BRI, B 7~ X 1 R 22 LA FR il PR A B P i

[0224] L AU4E BRI RIS

[0225]  #F—e5jti 5 b, 45 A AHDSG (SEQ 1D NO: 1) BRI A7 1 BRI IR ARAL &4
A LB HEAE BB T-HDSG (SEQ 1D NO: 1) BAH ISR ALY b A/ 80 NI A-BH 1.2, 38,
T2 ANTRIEE AR FNE O, 18] B T A 2 12 45 A B 1 A 7 32 AR ity Y N— A< ity R C— A i o
[0226]  #E—lsiji g A, 38 7 B I BR T 1] 82 A DE 2 A-BIR [PIN-R i FHC— A g % 25
[0227]  #E— s 77 Ao, B S0 =2 B 1B s AL &4

[0228]  #fl] & FRAk BK ) 77 v 5 AR A 2 0 ) H B HE SS PRk Bl ok i 34 4k (Sk %ot B8 Bl = i 3A
1) o 1% 7 IEAE SR 3 HE— 25 iR o 5, 78 FEN- R i A1 C- R i LA “C” B L 1 AR (i 4
CGHDSGGC (SEQ D NO:2)) uJ LAis it SS—3A4k s 3 A A= F= 3R BK

[0229] G ftafpl 2 i , PEAG B LIBI IRIRAL &9 5 4 7 (1) K4 B 3R L () A S o 43
FTHDSG (SEQ 1D NO: 1) BRRIIRAL A mT T 7= A2 %) — Fhal 2 Fii SRR IE A IR BRI BT
N

[0230] 41 SC Pk () A2 HDSG (SEQ ID NO: 1) F1/8% H —#5 /3 7T LL 2 2 5 A-BIA-BIt 4l
AT B B B R R T AR R , FE ELUR A SR AT A T LA G A TR X A 0
o

[0231] S —J5 RS AL T A& A SCHTIR I A-BIK 7 511 43 25 K , 046 B 5 KRN RR AR . B
B SRR DA n B Tk B sk = S5 A Bk or B KT LB S AR SCRT IR & B T A WA
CGHDSGG (SEQ ID NO:2) EHFEMKH , 41 AT L A8 Ik 2N R i 5 COR By AT 48 43 A8 Ik ZENR
ity 350 43 A 22 CoR i o FE IR IR HP 5 142 7 B 2 B ) B2 A 6 22 C— AR g AN R 3

[0232] S —HHIEHFEEE WA (TIERASCETIR FIFRRA A1) 10 995 IR o 50 58 Jid i v]
DA 25 41 anHDS W DSGERHDSG (SEQ ID NO: 1) BRE A1 FIA-BF 31« 2 FE 18 7] LA B #47 T-HDS\DSG
BCHDSG (SEQ 1D NO: 1) BAH ISR AL 7 F1 i b e A/ 3R I (RIN-K o A/ B C— K i) o XX
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BB A 928 JE F2 28 i AA ] BLIE B T 91 40 5408 HDSG (SEQ 1D NO - 1) B AH I R AT 1 FOIR Ak 45

I
= o

[0233] 3 224 b ] 2% o 1) G 228 it DA it FH 324, 4910 a2 JiR mT DA TG B 1) sl ik 1
[0234]  #E—Fpsii 5 SH L G928 52 B BT HDSGEAR R AL I PR K .

[0235]  #F—Ffr st 77 2, G2 Do A f 2 S M 1 5 ) 491 Gn H L it 3 2 ) (KLH) BRMAPHL
JER o G2 G 358 5 5 T DA B o iE e e AL 5 A B R BE R AL AW, BB EE T R B RE
IR AR AL G W) T T2 BN F IR TR IR LT (B AN FRAL A 4 I A-BIIK 2 6
NEIEIRTREL) T 0T D2 Al B BRI E 53 (B dn e R = BR R ) -

[0236]  mf LLid s fd il aiLateef 55 (2007) BTl (1 5 ¥4 A 52 2V R ALK HI PR AR 10
B WG B A IR B 5 A AN A FL I AR A (KLH) Bk an 4= i A & A (BSA) A== 4
985 5, 1% ik 5| FHENAR ST o A —Fh sz ity 2, 48 St 451 384 v BT IR (1) 51

[0237] 5 — T THI 2 Gt AR SC R IR Ab & W B e 2 Jis 1) A 1 30 20 () 93 B IR R 70 7 o
[0238]  7Esiiiti 5 =, R 2 T-4mA%SEQ 1D NO: 1-16 from & Rl 2 51 AT — A
[0239]  fE—Fhsiti 7y U, =R 70 1 S i A8 ST IR FHDSG (SEQ 1D NO: 1) BYAH G K AL AN
Rk R T

[0240] S — T THI 2B BT A R 0 A o AR ST AL 3R T Bl i 344k

[0241]  TIT.HoAR. 40 AIAZIR

[0242]  EiRAbAW CRESIZ IR EY)) v T 7= AR 45 57 14 45 A A-BH DS \HDSBHDSG
(SEQ ID NO:1) (f5lun%k6-7.6-85%6-9) Fl/E iR MA-BFPE (5 WnA-BH) T M) H DS,
HDSVELHDSG (SEQ ID NO: 1) F Ve G Bifa . Al ih , €05 41 nRHDSG (SEQ ID NO:5)
HDSGY (SEQ ID NO:4) \HDSG (SEQ TD NO:1) F/BA AT IR I H & A R R AL T HI I AR &
Y] FH T P2 AR 1 45 A HDSG (SEQ 1D NO = 1) S50 /BRI 7 14 A SR AL M PR « an A STl
HERH B BAR A 72 BROAIR (CGHDSGG) (SEQ ID NO:2) , HAHNT T B 4%ECGHDSGG (SEQ ID NO:2)
R R/ BRde 38 £5 A PR (CGHDSGG) (SEQ ID NO:2) o

[0243]  [Alk, — 5 T ELHERr 2 1 45 & B A P FIHDSG (SEQ 1D NO: 1) BAH G RAL T HITA-B
FRBIFUAA (45454 F B L BIAnSEQ 1D NO: 1 &= 169 fAE— AN s .

[0244]  FE—Fhsita 77 XA, A-BIK AL S RPN A, 3F BLHTARSXS BRI A P A7 AE R A-B
Fe e R B R

[0245] 7 —Fhsiita 77 XA, B = v A/ BOE B 45 S PRI B P I A-BIK, oA, A-B
HAUSEQ ID NO: 1 ZE 165 AT — N F 41 .

[0246]  #E—Fhaiita /7 A, FRARA A P2 TR K o 75— Fh szt 77 s Hp , FRAR K A 9 A-BJK
JESEQ ID NO: 1-16FH AR —A o 7E S — st 77 X, BRI A 4iSEQ 1D NO:2.12.285,
299 BRI F 41

[0247] G s 3] o BT , ] LA FH S5 e 451 H B o 6 N0 38 93 B — FhER 2 Bl T ) Bt
N

[0248]  #—FhsLiti 77 U, PR AN & L5 FIHDSG (SEQ ID NO: 1) ) EAERK , A i7e 1 H:
W, BRI R A0 T P AR SRR PR 7 A BT 0, AR IR L GnSEQ 1D NO:2.12.288%
29+ BRI

[0249] 75— Fhsiziiti 77 20, AT A5 A-BAK I AN, ELEE AL A4, AiTid HL AR Bk P10k
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T G W AFAE I A-BIK R IR B

[0250] 7% —Fsiiiti 77 20, Frid PuiRss i 45 A A-B L B R AT, 23R A7 & 5k HHDSG (SEQ
ID NO: 1) BRHAHI R AL K

[0251]  fE—Ppsiiti 7 =N, A-B_E A PTAARSR: e e B Bt TR R R A R R R AT

[0252]  #F—Mfsiit 77 s, Bk A 2 73 B

[0253]  #E— AP 77 Srh, BTk Hidds =& SMIs 1 i

[0254]  4psizjifi 49 o e, BRRAL S0 b A HL DA /8RS 3 B n] i Bl 2 5% T 5 A0 N B4 K
BN/ B R AT A R A-BI R .

[0255]  [RIt, 53— T 24 TR LE A A-B LR R I Budh, Ho, B R4 5 sl by 32 22
S 58 GPUERMN BD—ANRERRRIE A B, Hodr, 20— AN B RR A B 7 FIHDSG (SEQ 1D
NO: 1) WIH.DELS . 7 —Fh st 7 =0, Frid (A8 & 8 th 2 E S 544k 2 /0%
SRR LR IR IR ALY, Hodr, 2/ AN S PR 2 i AHDSG (SEQ 1D NO: 1) P HHDELDS B
SG.

[0256]  #F 55— Fhsijiti Jy 2, FTid AL HHDSG (SEQ 1D NO: 1) k< R4 ik o

[0257]  fE—Fpsiiiti 77 SR, Frid B2 M GOR SRt uAdk  7£ — PPt 7 Qb , 5 A BB
JFHIARLE , BTk Bk ide B 456 A8 A ST IR B R AL K7 S PR RAG & - 45 a0, 45 6 5 e
RALA R B PR TT LG FR A G S P DU o 1K Fh 42 mT DA FH AR STk 10 T v 3k AT ik
P A G R B DU AT DL X AR RS 2 A-B RSl — 4L A SRR (il an — 2R A, = SR AR AN
HEeFEREMI) IEHS 7 — el b2 A (B0 5 R sl i 2F 4E RS aT Ll BA
EINOE VAP

[0258] 7 —Fhsiiti /r xUrh , BURAN KR SR 45 & SR A-B . 75 — s it 77 0, ST AR 57
PELE A A-BE BT, B an7EADRGZH 2AHh IR A1 45 5

[0259]  7E 5 —Fhsiti 7 b, 5RREE B ERA-BALL , PR A 2k B 1 45 & S ARkA-B.

[0260] {5t , A4 P e S 1k 5 & A0 3 T HO DTS I AR B PR RAL & 4, Horb SRR &4
W g /b — A T AL R D30 VB0 L B /D50 L B /060 L B /D TORE L A /D80 L & /b
90/ . & /D100 . B /01108 . 2 /01208 . 2 /0130 8 2 /D 140 BEAN[H] 115 BB A 1 17
LN AH R T A

[0261]  #F—Fhsizjiti 77 2, AT AL HDSG (SEQ 1D NO-: 1) ft BL 4% ik (5l 4 AH RE f) F 41)
PUAIEBE 1 45 A PRSP I A-BAK , FTIRA-BEL A HDSG (SEQ 1D NO: 1) B¢ —5 45 .
o, FE— P 77 S, P ig B A5 S FOR M R BIHDSG (SEQ 1D NO: 1) , F H 5 B HEAL
fFJHDSG (SEQ ID NO:1) AHEL , R4 % I HDSG (SEQ ID NO: 1) HA F/b2fs /3% /b
5 B /106% . 202015 . /03045 . £ 04065 . 205015 . 2010045 . 2 /050045 . 2201000
% i i ELTSA BT I 55 (1Y), BRAT g h 4 AR STk 16 7 7%

[0262]  fE—Fpsiyii 77 b, TR S P2 B4R (CGHDSGG) (SEQ ID NO:2) B E A 41SEQ 1D
NO: 12288429 Jr 7w 1 5 FI I B AR S 40 o

[0263]  FE—Fhsiita /7 XA , Pridi FEPE 45 A& PRI B YN/ B E R A-BH I A-BIK - 7E—Ff
St 7 IR SRR X IR A PR/ BRA-B I SR AR R A-BK Y B LL 1% 1 A-B LA I/
B A-BJE £ 2 A/ Bl AL S AR R 2R M BRI 1 S 0 A- BRI AP B /b 2% L & D35 & D5 A
/1015 B D2065 2 D306% . 204045 B /05015 . 2 /0100, £ /05006% 20100045 .
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[0264]  FE—Fhsiti 7 =N, Uik = A-BJE AR 4EBEH (BFRAE FBEHY) Yeta, ny DU Ik
IoH 4 56 & U A By 7 P HUAR6E10F14G8 (Biolegend, San Diego, 1% K) 8{2C8 (Enzo Life
Sciences Inc.,Farmingdale,NY) 5[] FhY 5t I8 LY 45 i Al B Bl Ge (i) R = o SR Hid A
BN SO R BEHOE & S e H Gt KT 5 FH TG 5] Foh 28 5o B 21 9 7K 7 4 24 B AN
2485, WA SR () i Ads ik = 5B A AT 2008 (K A-B IR 41 4E DR P gLty o %5 FE 1T DL AF) s 7]
Feh 78 5sf B A 1 A RIGE 10 1040 % 78 G i /K - o U SR i% bR FE _E A G 0K P25 T 8K T2, N4
ik = A-BIR A AE PR G 5 AR St 7 SN, PUik BoR T B/ D BIA-BIR A 4E B gL €1, 51l 7
BIIBRAREE b PP KL N T BN T3,

[0265]  7E—Ffhsizjta /7 U, BT i 2 5 v B i

[0266] Ry 7 A== ER B RE AR , T AN AR SCRTIAR 1) G 38 iR G 38 1) 52 AR WO R 0 44 7= A 41
(BIREZ 20 Af) , 3 A v A 4 B ik 5 2 57 5 B W8 AT R R 75, AT 7K 2B A 1 e 41 i 7= A=
HRAT IR AR A o X BE R AE A 2 A FN i (] anfe Wl FHKohler FIMiIstein (Nature 256:
495-497 (1975) ) K B ZR I HAR UL S HEHAR , tn ABAHE 4+ 58I Hi R (Kozbor %%
Immunol.Today 4:72(1983)) , 4" N H5iBE AR EBV -2 I 7R (ColeFEMethods
Enzymol,121:140-67 (1986) ) FI¥fiik2H & Pk S (HuseSEScience 246:1275(1989)) o AJ
DA 9 928 A4 27 i e 22 A SR AT DA A 7= 5 AR SCRTIR B 3R AL FRE S e R A4, 3% BT LA 43
BT RE LA

[0267] S € HU G BR 73 - H A SO () s S P P A i A Bt AT DL ek 9 a2 2 5 4
985 BR R [ B DR B L 30 20 1 R IA SCFE T P 28, BT fe 28 BR AR 1 28 DR B L 40 70 LA A SR T
F 0 TR 240 B R 2R o 48 2, T DA P A R e 08 ST R A B R 3Rk SE R ¥ Fab B L VHIX 35k
FIFVIX 35, (Z W inWardZENature 41:544-546 (1989) ;HuseZEScience 246:1275-1281
(1989) FiMcCafferty%s A\ ,Nature 348:552-554 (1990)) .

[0268]  fE—Apsiii 7 A b, Bk Hidd & NIsfbifa

[0269]  CHRHF AR T K3 IEAFEPUAR NEAL - 2 WA WEP-BL 0 23940041
Carter&Merchant 1997 (Curr Opin Biotechnol 8,449-454,1997, 8 5] NE AR AN A
) o NEAL TR A 5 i W5k 18 (B iiScotgen Limited,2 Holly Road,Twickenham,
Middlesex,Great Britain) »

[0270]  mj Uk sh P i) N JRAL T X2 5 18 i CDRAE N 77 2 (Riechmann®Nature,332:
323-327,1988)  FEIX M7 VA, A5 W 1A B0 B v B BRI PR 45 & A UK /S AN CDR¥F
ELISE P NAE 2 DX 58 2 2 o p T 28 DXk P 25 R T BB 2 M e i 1R 31, B ACDRAELN 38 5 7 A
SR SIBAR I HiAR Foote&Winter.] Mol Biol,224:487-499,1992) . T AR HEHi ik 25 Fl
77, 38 7 EE I E AR B B A BOR B e RO S B I AT DL v R AR
PUIR 45 S A7 SR B (Co%% ] Immunol, 152:2968-2976,1994) .

(02711 NVEALTE M Hid AT ik 18 i 32 1 EAZ 38453 (Pedersens¥] Mol Biol,235:959-
973,1994) AEIXFP 715, KA MG UG sShPdt vk 1) 2 i i 2 4 N UL

[0272]  m] DA 3@ i Wk B R J 7 o 45 08 0 R B PR AR R A PLAR (Jespers®§Bio/
Technology,12:899-903,1994) o £ —Fh 735, 4 58 1) S X0 A S P 70 D5 %) 6 5 sh ) B A 1)
A v B IF 5 N R BE B 2 BN DAAE 22 R B AR b 7 Fab v B o il il 45 & bt R 1 2
G B i B BT B 00 N 285 5 N B B8 A FC 0 DA T e i A b o, IF Bt 245 6 P
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RGP B AR o 25 SR 2 o 4 0 e S MR N B Fab B B o 75 53— Pl Vi Hb , A2 7= [ e 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 B 470 1) W BT A2 368 s o) 45 Sk 7 D 1 ¢
)& i B o MAT— 5 1% 58 19 NFabmlFv A B Al 4k 7 50 % DL ZER AL S 4m i /5 A
[0273]  AHiffftide Wi BRI 2345 e L H'56,150,584:6,114,598F15,770,429) »
TEIX IR, B A BlUPh 22 2848 /N B PP 1) 25 e e IX 3k (JTH) 2 [R5 2k o B 5 K N 2R 47
98 BR R [ SE DRI B 51 B8 280X P R AR /INBR HP o AR S I A 38 1) A B TR /N BRU BB 8 7 0 i B g
A SE R NP .

[0274]  NUEAbLPuid s /R APUR S & B (Bl inFabFab’ \F (ab’) 2 FdFv Al 25 F 34t
R B SRR D B B AT e S et 1) B i B BB A T AR o 1 L, NBRN IR Ak
AI LA LA B B3R A T SR AE o NVRAL BRI Hh A0 5 — 2 A N BEFI— 25 AR AL BE (B —
26 NYRAL S 4 B )

[0275] A4 N AL HUAAR BN Bk o) B e B AR AT 2K 0 1) S % 3R B L 04 : TgM . g6
IgD. TgABLIEAMEAT [A] Ah Y , FLA0 45 : TGl 1862 TgG3 M TgG4 . ik & NIEAFTIR BN Hiikw]
PAALHE K [ — PPl 22 Fh A Fh BY SR 781

[0276] Sk, JE sk fifi e o A s v A Fi 78 S T L2 5 340 5 0 AR SR IR 2 A7 R S M TR
A o A, AT 39 38 I A5 AL B X6 T AR S T D SR ANE IR IR B PR AR A ) 9 4 e A Wk T AR S
JE DL 78 0 M G s S MR B ACRE S BUAR v B S e I PR F BUT I T AR P2 T T AR
FIr 3k 4 AN [) S it g =X 22 8 28 oAk o AR 0k 181 4 i 7R ST T 7 e 3R A, 481 4, Jd st Xoma
(Berkeley,California) HT i ige AR B8 1K SC 2 (1) 5 VA AR ARSI H 2 A R o

[0277] 57— Ty THI A2 /B 5 4 e ) A X 4 A B e ] AR XA ) B s gk A R B S 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 IACDRIAI &L IR 7 51 6 & 4 R Fros 1 2 51«

[0278]

CDR-HI GYTFTSYW SEQ ID NO: 17
[0279]

CDR-H2 IDPSDSQT SEQ ID NO: 18

CDR-H3 SRGGY SEQ ID NO: 19

CDR-L1 QDINNY SEQ ID NO: 20

CDR-L2 YTS SEQ ID NO: 21

CDR-L3 LQYDNLWT SEQ ID NO: 22

[0280]  #E—Fh st 77 A, ik Hu a2 B v BE Pisk £ — PPt Kb, Brid P2 ik &
Ak, a7 ank 109 By 21 COR /72 41 (19 N R AL A

[0281]  7F i —Fpsiifi 77 sUH , i 2 At 74055 3 107 1) CDR AN A2 4k ] 7% [X 38 A B 4k ] % [X
WP AT A R TARR SO R .
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[0282]  #E X —ANJ5TH, Fridpuii el & EEE T AR X 4, HAL 5« 1) WISEQ 1D NO: 24 R &
R 11) B 5SEQ ID NO:24 & /b50% E/060% & /D70% & /80%  E/090% JF
H[E — ML) E I RE 41, e, CDRFEFIANSEQ ID NO: 17 18FI19f 7, Biii) ff < BRI &
BT A1) AL S — T, Frid STk & B8 ] AR X 3, AL 72 1) WISEQ 1D NO: 26 iR
MR IERFH,11) B 5SEQ 1D N0:26%/050% £ /060% . £ /70% %2 /080 % 5k 2 /b
90% J7 4 A — B @ F B 7 4], o rh, CDRFF A UNSEQ ID NO: 2021 F122] 7~ , 8liii1) P 5 HY
RIGBERERITH1) o AE 55— sty =0, B 5E AR X8 & 35 R /7 I SEQ 1D NO: 237
(A% IR 7 41 sl e 25 A 1 187 I s AL T b o 78 53— s it 77 20, BT id Hi4 & i SEQ
ID NO: 25 7~ [ A% IR J7 41 5 H 3 15— 7 - sl LA T X b 1 e m A8 X S B R R T 41 o
FE—FhsZi X, BEE v AR X 3L B SEQ 1D NO: 24 R I & 4R /7 41

[0283] 5 —J7 i A& 52 10 BT 4124 1 B A CDRJF 41 FR B A e S5 1 4855 L) 26 7 () i A
[0284]  F— 5 THIELHE 5 A& K109 Fr A4 I CORIF B M LAk 5 4+ 25 & NA-BIIPLAA
[0285]  Huddc I8 1 5 4 ] LA A5 A4 P 2 mp A AR o 6 0 4 410 i 2 B Tk 5 2 () i
)R S P 55 5 R 0 1A S SR 5 o D7 5 4 1 45 25 W s b BT 1 5 SR et R AR
(Bl anZe /b 2F% 5A% 10552045 Mt S RPtkr s & 2 /050% & /Db75% . F2/080% & /b
90 % 5% 2 /95 % , WA YA 52 Pk 755 .

[0286]  fE—Ffsii J sH L A8 FHASCRTIR (I FRRAL A4 (T - R KD A2 r=hufac

[0287] 3 — 5 THI A& 5 ¥R I M AT A bR 3 B A i 7 1 7R 45 A i AR  #E — Fhae it 5 X
AR IR IC SR IE H TR S U PE A% 26 o IE 7 R S O A% 2= o] T PET A% - o
[0288] ‘A —TJ5THI¥S AL & A SCATR PR RN /s L 5 A B BRI SR R A-BII PR E 54
[0289] 55— THI /& Gt AR SCHTIR B B 8 35 43 (1) 70 S (P AL R

[0290]  J&HeAt | Ymht B FE B B AKX IR , 19 4N g b £ £ AR SC Pk Y CDR-H1 . CDR-H2 1 / 5
CDR-H3 [X. 455 1ty 2 4 B 4 A F 5 A SC AT AR CDR-L 1 CDR-L2 A1/ B CDR-L.3 [X 35 ) 2 %

[0291]  RAFFILIEHE T g A SCA T I BT/ B 25 A Fr BRI A% R 3 B 1) A8 4k o il
BREFE S ILR T PN HE IR TR T 51 5 1A% R 7 HIAE 22 /D 85 PP A% A8 25 A T G 4 3L
AFERIPUAFL/ B EEG Fr B a1 T FE BRI 7 51 o 75 55— Fh st s, AR AL TR
JFHEA 595SEQ 1D NO: 24 FI26 K% IR T 51 22250 % 227060 % 2 /070% , s ffik 2/
80% , E-E Lk £ /090% , H E Fe ik 2 /095% AR — 1.

[0292]  FE—Fpsizja /7 N, IR AL IR A2 70 B AL R

[0293] 5 — AN I AL AR ST A T HIAL IR 1) 3Rk S s Ak o 72— Fh s it 5 =0, k2
Pan =Y =R

[0294]  #RARFT DL RATAT A, BL4EIE T AL P~ PuaR A/ B 3L 45 & BRBGERIA A SCRTIR I Ik
7B A

[0295]  mI DA LA Eni 7 SOB AR 7 T H N B & W H AR A TR A I RIA H R mT RE 1)
FIBHARAFEADAIR TRGRL L TR BAS IR0 3 85 (51 40 52 1) SR F Bl 2 s o 25, Tt 2 IR
FHRIREE) o BRI 51 A 15 E B AR A - RIEFAR & T HeAfE R4 , X R RIERK
B Gt X6 BT AR SCRTIR B R AT BT AR IR IR AR R 7 1

[0296]  fF—Fhaiti 7 QA , BAAE T i F R 7 2 3 08 B n B BE P AR o % 3R T LI
Tl I (R R, B an Al AR e 1 3 B0 758 o 78— P it 7 U i A B
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T IRESH H oo ViR I8 52 55 v AR [X 3800 51 4 ] A% [X 38 o IX Fh i A o] FH T4 P i i= P

[0297] & i& B 45 77 21 AT RLSRYE - 22 MoV, R FE 400 LB R B I FLA Y Bl R L)
HA .

[0298] X Fh 4 7 2 i S A9 0 4 - 5 3% R Bl 1 A ol T BURNA R G B 45 6 )7 91 A% B A 25
E P8 (OFERIREMGET) - Ao AR e £ 00 1 M A BT FHE A, o] LUK & 7 511451
LN A S A B4 M R DNARK A AL £ 38 58 R T % S 1% S PRI 7 21 R N BIZR IR Bk A
[0299]  fE—Mpsiiiti 7y =N, A% 7 51148 R B IR 4 23R /s 4r i i) R IE

[0300] A 77 b, Pk B4 R R B B

[0301]  EELHFRIAEAMIE ] L&A br LR R, A BTk AR IE AR TR Pk el R 4r
JOR ) 28 A 2 A Sk L B A e i 3 AT

[0302]  EEAH FRIAFARIL T UL A dmhd il &35 (B “Bh &8 E7) BRIA &, Frid &5 7
FRAIL 716G 0 %) B 4 TR ) 2k B AR E M 5 B0 ) B 4H DR ) A AR R s SR AR SR A Al 7R Y
TC A T 4 B A0 b 2 ZEL K, 60 35461 G AR ST Pk B s 25 AR AL o S A1, TS B ) SR i U0 )
A AN 2 R AR B2 BR 1 DL R VAR R G B B 4ifb 2 SR AL AR B MRk A8 40 0 i o LYY
Al A RIR BB TS EH RS- 1 (GST) E MRS & 0 el H A A 5 EH
H E L& pGEX (Amrad Corp. ,Melbourne, U RHVE) , pMAL (New England Biolabs,
Beverly,MA) AIpRIT5 (Pharmacia,Piscataway,NJ) o

[0303] 3l i #E AR AP AR A 5 JE ] 3% 7% B ph 2 e AR 2 2 A 1) R B4 2 TR 52 10 28
I, BAEASE 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 FE A FH AR SURLDNA LA J2 I S A —DNASE &4 o o — PP v =2 48 HAAV il
i, R DNAJE 58 BH & IR 4 (1), 4 I Joa G034 5 aa ok o oAy PRt 38 1m0 51 Al R (Leone %, 352
H11%452002076394) .

[0304]  [AIUL, 7E 55— D7 T+, AT LA SCRT IR AL G4« S 0% iR AR 2 A FI e AR T 1)
UL (U B DA 9 K UKL AN o3 B i 3 BUBURE) 177 491 FH T 3B 3k AR ST IR B AR A
o JE AL IR o 5 |, ELHE B A W BV ) & R S W) 2t vl Tt F buds

[0305]  —T5 bRt 1 RaA A ST IR B HTAAR B AL 5 AN ST A TR BAR B A0, AT 3% Hb 2
53 B A AR / B 2H 2

[0306] W DAfsE FHARART I T4 7= 22 K B 0 i 7 A EE 2H 4 B, ) i T A = pAg A/ s 2
B BB, N T AZ IR (B EUR) 51 ONBIA0 R, MR B A A B A, RT DR 4 e
AL ER YL

[0307] & 3d 1 = 40 M 60 475 &% B JSAZ AN S0 AZ A 40 . 490 4 , A SRR i a1 o AT DA AR
A B AP (B a0 KAt B) B R Zm A (f AR 55) 19 BESE B Bl SLah P 4 i) Hh Rk
[0308]  fE—Fsicyiti 77 s H , ik 40 B A 3k 1 TR BRI L FEL D A B L ek FR A A L R R
S | 1 SR A0 P T€AT Sh A7) 20 Bt AR 2L 30 40 B 1) S A% A

[0309] 7 5 —Fhsieniti 77 2 , B iR L 2470 40 B A2 By #8200 e I 400 e 2 52 g 2
[0310]  #F—Fpsiii 77 s rh , Pk 40 2 pP s 4H

[0311]  i& & 1 3R & Pt Ak B0 BK 10 B B A0 3 B 15 2 40 B & 36 (B A [R T BR 7 1% &)
(Saccharomyces cerevisiae) , e il 245 £} (Schizosaccharomyces pombe) , EEFREERE &
(genera Pichia) B &4 BEfE (Kluyveromyces) LA X #i 2% J& (genus Aspergillus) B8
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FhFRES o F T 76 19 B R 1 B v 208 1 B A 1) SL 5 . FpYepSec 1 . pMFa . p JRY88 FIpYES2
(Invitrogen Corporation,San Diego, INEEK) . F T #ALEERERAI B H 1) 7 R X5 T A 4035,
BN TR A A HI o

[0312]  Jrbr, W3 - (40 P 2L 3 4 40 6 58 - COS (] INATCCS-CRL 165088 1651) BHK (4541
ATCC'5CRL 6281) \CHO (ATCC5CCL 61) \HeLa (ff|#HATCC5CCL 2) \293 (ATCC'51573) FANS-1
M . T 7Eml FLA P40 L 48 2 3R IA I A 0E I Rk 8 8 A FE B 3h 1 (G ands 5 v
PRI 22 98 5 5 B B 2, B 4 s B AR 740) LU FL e 7 s RN 1428 i e 1) il 2,
BN IE AR 5L 45 45 pCDMS FpMT2PC

[0313]  J— T THie AL P2 X AR ST i (1) 3R A B A e e 1 A AR 1) 232 58 98

[0314]  IV.ZHEW

[0315]  F—T7 it & AR AL G G i LR B AR BRI A4
[0316]  FE—Fpsiii 77 b, ik 40 & M)A 5 MR o

[0317]  FH T A% PRI & 3 i A B AR B FE A AR T 7K BRI R S B

[0318]  Aidfy 2 Ik (B HEHUAR B F BOA /B4 AR) 10 # B 7 BL FE (B AN B T 2h V% R pHEE
PPN H SISV B0 TV R 22 TR/ B A ) R

[0319]  FE—Fpsita 77 =Urh , B iR SR AWMU & W, HAL 5 AR SCA T BIAEAT K | e %
JR PO X BR BRI AT R & 2455 T B2 3k .

[0320]  RSCRTIR A A W] DLk A B U5 & 252 bl 2 A &0 5 ik
il £, Bk 20 A0 v] AT e M A o it T 52 i3, (18 A = i i 5 25 % Eap
B M BARE G BOR A -

[0321] P iR 25 2H & W A0 H5AH AN PR TR K0 AR BK M 8RR 7K 14 TG T 3 SR VR Bl
HAr gt — B & EH A5 T2 52 3 1 20 23 Bl I i 32 A AR 25 1) B B A7) 22 59 L 400
FUFNE BT o P ARAE T IX Pl & 1) & 4 2 A 38 451 an 7K 22 1 v PR 770 () i 3 £
2 JUIE « H I RHAE A Y o 15 B Y S 8 VRORH =2 P RT DA EH TG TR AR R 751 Bk 44 s VR B
VR B o Z AW AT LU I E AN R TR A6 i B T 8 2 R G B /K B K S A I R
T AR R

[0322]  Prik Z5¥eH &4l DAL 5 245 b nT 352 B 4k« G il 1) 24 5 b nT 422 B Bk 4
AR A A E A S, HA T G AV im A 8. 5 18R 2
WA AR B S AL FE AR AN T 7K BRI HHA TR OB WN- (1 (2, 3- Bk U S AR N,
NON-=H LGt 8 (DOTMA)  — ye ik i 18k /I 8t — £, W fi (DOPE) AIG B o IX Fh2H S W) %
HIRITABERNA G G i 2 DL E SR A B 1 T B e .

[0323]  FrikZH-GHv] Lhag 2% Enl 42 i sh e A, AR EAR T 5 2 2 58
ABLEHZ 2, Bl anfiT A H LR B IR « LR « HLR VB A TR AE A IR LS, DL I 551 2 R B I A AR
SRS, ANt AR H AN VBT VBB VR AL RGO - A B A O VAR S
RIS R,

[0324] AL & ASTPTR Ak & W el e 2 R 1 S it 7 0, ik 41 -G 00 2 44651

(03251 w] LAASE FH i) A2 7] 451 B0, 3 [ A A2 741) (9 T 22 ), Gl i 8 A 9% T ) 2% SR Bk
BRI A2 5 o AR AR TR S B TSR, ol S P R AR LA 1 B A T ) s M R 1 3 A
PR I o 5 RS S B AR IR R B AN R 5 GBS SR A BN AR Ao T2 I A A 5]
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T 5 X o 2 JE A 5 R0 G B ) N o X S FE i WS timulons (QS21,Aquila,Worcester,
Mass .) B H 7= A2 i FORL a0 TSCOMAN (Fa 8 FIE &) A5 8 B P (GiZ iR &4
A ISCOMATRIX, BA T M0 i) B Je 5 5B &4, R AT B B0 i, 95 1K 52 ik
5 A B 7= 4 G0 B B R — K (MDP) FAE 22 Bl (LPS) LA K g SR AR i Joia 4k

[0326]  FE—FhsEit 77 2, B Ve i) S A A B o 78 59— P St 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.) #ARibiTM (Ribi Immunochem,Hamilton,Mont.) /K& HFLF AT LA 5 G2 Hll
|2 AE 5 5] T A B P O (48] 2, N— 2 P L B - L - 5 = e - D— ¢ A L Bk i (thr—MDP) , -2,
Pk - 1E 7 P& Bt -L- A & -D- S A Bk B% (nor-MDP) , N- 2. ik Jifo B k- L 9 & Bk -D- 7 A & -
L-TN&IR-2- (17 -2 ZAFAABE—sn—H JH -3 -2 JL it 45 2L) — 2 e (MTP-PE) , N— 2, I i #l fi
Fe-N- Pt 5L M BE R -L-A1-D— 3 4% S BR - L—-Ala— B AR B 4205 AT It Ji% (DTP-DPP) =Mt Jiz
(TM) ) BB 0 o ZH P B 2H 7

[0327] M50 WT AR iR — 205 W 5 o e S — S it FH o 5503, W7 DR It FH 72 2 i [ IS
A/ 8 fa i AT .

[0328]  J& W , A AR IR Sh oz i Eh K i FHAEO. 052 1. 0 %6 ¥ VR o A2 751 185 5k 4 % i 1Y) 47 928
JER At ARAR By AN — 58 R G 2 TR M 1Y o A7 700 T 30 e B 28 TR Ry 50 O B A6 it FH 7 e B 30 DA A 7
it 22 2850 T 12 32F 38 T[] B T2 55 0 200 PRLIV) 2 1 L RF B2 RE T8 Ve 7510340 T DACK: #2832 48 1) 4 i
W 5| 1) 4 958 J5R i 26 5 TRICIE e 4 B DA 51 & S B M o okl , S 77 =0T DAL FE i — A
PRI AW -

[0329]  HT 1% 4 A R B 4E s & 4 (9 an S 8 AR B IR 0 AT R L R IR 4R) o iR
WA HE T, PR T L S84 & Wil JE s b 218t & b o B A WRIBI
(ImmunoChem, Hami 1 ton,MT) t 7] FH-T % B #hiti F

[0330]  FHT-HGMR e e s g 5 R (BINERLE &= CD) , KRR ARETRR
LT) SRR F T RAME Hixi R (PT)) A G W RE R RARE) a0, nT Ll
R SREBLEE R ILHEB (CTB) By 4ifb il 7B [F 2 1A UL R 5iX a8 R H A& 4
W EIEN), R EEATOR RS MR AT o A% A FH JE MR FR AR R AR . D& ik 7B 1E 1)
RALM (IANFEN095/17211 (Arg=T-Lys CTHRAAEK) \W096/6627 (Arg-192-Gly LTHRAAK) AN
W095/34323 (Arg-9-Lys MG1lu-129-Gly PTHRAAK) ) o Al F T Bk Jrik AndL & H e i A 41
LT R AL 5 51 41Ser-63-Lys Ala—69-Gly .Glu-110-AspFIG1lu-112-Asp ARk . H e i
A (0 & Fh s (5 an KR 1 B JE 758 vD T TR B BR A% F€ 00 T 1K 1 BB IR Y =,
TS N A 6 2,38 T (PLGA) 3R ) 4 T S i e T DA (MPLA) ) B m] B kG et H

[0331]  He 4RI B0 45 4B B EE 1 n 4B A 2= (B AnTL-1 . IL-2A1TL-12) , #afk H -+ ()
UNCXCL10ANCCLS) » [ Mgt 240 g A e DX -4/ s kg SR SE BT 7 o T AASE I L B IR A6 CpG 3
¥ ER (Davis.Curr Top Microbiol Immunol.,247:171-183,2000) .

[0332]  KELyMFL 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%
P25 IR — B T, 490 B B R AR (a0, N— 20 Tk B B Tk - L - 05 A Bk -D- 7 A & Bk % (thr—
MDP) , — £ Pt~ I 53 PN 2 e —L— A 2 Bt —D— 7 45 i (nor—MDP) , N— £ Pk A gt —L— A 2 —D— ¢
HBRBE-L-NE IR -2- (172" ZEF B -sn—H -3 32 L i S 0L) - & i (MTP-PE) ,N- 2. ik

34



CN 108350051 A ﬁﬁ HH :F; 29/55 T

W % FE-N- 2 T 3 B BE -1 -A1-D- R B &R -L-Ala— AEHE I S FE A Bt % (DTP-DPP) — ik
g (TM) ) B 352 41 o 201 o B 24 5

[0333] W] FH - M A0l 15 4 9 38 1 A7 770 48 SR I (911 nW095/2415) \DC-RH[E B (3b-
(N= (N7 N7 = F S0 i o) — 028 P B 2) LR B (49 58 [ & R 55, 283, 185 F1W096 /
14831) F1QS-21 (51 41w088/9336) -

[0334] #4771 AT LA 55 90 038 R AR IDE FH Tt FH o 9 4, G PR anAs AR v DL B 5 — il 2 A Ik
ABVIBE , (S5 75 60 B T 928 i 10 JUA 140 ) G 280 e A 5 Wi 56 38 i P 792 e 742 )

[0335]  #E—Fh sty =N, ik & 6L AR SCRTR I Pk« 78 55— Fh st 7 =09, B
AW A SRR AR FRR R R o A — Fh s 77 20, i S TR AH AV -
[0336] V.55 A

[0337]  Sy—T7 T Je— Pk &, HoA & AT iR 1 1) ik /el g & 7 B, 11) IR,
i11) PRECSR IR , iv) H-EYely) B A0M, HAL & £ /NI (140 B /M e B 5e i) H
e HLAT 326 1B, 5 2 BRI AN/ B LA FH B

[0338] 7 — b 5 =, BT il R G 8 & — A 52 AN B I s v 2 B RTARS: Ik
o

[0339]  VI. ik

[0340]  ELFF il & FOAd FH AR SCHTIR I A4« S B FNHT AR ik

[0341] 4% 3 Hh, $2AE T #14 XTHDSG (SEQ 1D NO: 1) BX A4 20 1) ¥ % 25 17 BLAG e S 1k A/
SRR R BUARG rvk, AT R 2R3 (i N 238 B F B & A ST b i) R A7
HIH R 5 R 4k &) (T 40 &7 HDSG (SEQ 1D NO: 1) Bk < R A7 FI RIS 4) 5 LA S 4y
PR AR A0 B ERURE S M B BV 4 G TR PR S P B PR, FF HAT IR 1) 45 e 1 Bl
P Hh 25 A B RN/ BOR SR TR SR AR RN/ B LA BLR A 0] 2 1 2 AR B 4 4 D o7 4H 2R
i BCE A B SR ] 2 1) 5 A N B IR 1 45 A PR 8 an el DAL AR SRR 1
A AR TR IR SV AT A “RAL”

[0342] st 77 2, 1071 F T R A0 AR STk 16 77 1 1 4 B v B AR
[0343] Mt 77 2, %771 F T8 B an A STk i 77 1 il e N IR B
[0344] {17 SCAN S it 451 A Bt 38 e 34 T PRIRAG A 0 A P2 R Bo Ak o 76— P si it =0, Bl
R TV AT et A5 FH AR SCRTIR 1 7V B R e P B R MR 45 6 PR R BR I Pk 5 BAERK
AR RAL 7 F 2R SR, ELURR MR 4 A B SR RORN / B = 50T 2208 1 JiR 7 45 A B R
VIV =K

[0345] S — 5 T FEAE 7 FH TR I AE P0RE o2 5 B B A-BI U7 v, Birid 5 vE B HE A AR A
i 55 AR ST IR 1) B A ik e A I AT AR A A7 AE o AR — Fh st 7 X Hp, BT ik 532 A
TR AP RE e A& A-B, Hodr, /00 DAN/ B Sk T 5 il A FE R S H.DFT/5ES
TR R

[0346]  FE—Fpsii /S H %5 V5 TR AE RE SR B AL S R A-B.

[0347]  #F—Fpsiii 7 b Z T VAT

[0348]  a.fE VA= PUAR: A-BEREE S KM T AL LR SXAA-BEREEA
R S R/ B AR () A ST I I ) P A e fik s DA

[0349] b K IMEA] & EWIRIAFLE 5
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(03501 Hrpr, WAl &2 & MR A7 AL R BIAE Al T BE 5 A-BEE IR
[0351]  #E—Fhsi it 75 30 BB B =S 7T 5 TR 1 40 & 3 i T e IR Bl Te ¢

PUARHEAT EL AL
[0352] £ — Pt Jy 2, g B O U B A 7 1 B2 A PR o B AT DA A AR T A
k.

[0353]  #F—Afsii 77 b, K B ) & S50 BT 3

[0354] £ 57— Fhsiit 7 20, 1% 7 VR AT

[0355]  a.fEALVFAE =R YU E SR FAE T, A BTIR 23038 A YRR i S5 AR S ik
[T il

[0356] b Jll&E WAL S P PUA-BUR R S & DL &

[0357] ¢ MR S LR PR 2 AP0 & 55 R AT 8

[0358] e, kA=A S I BRI 2 A 55 AL, RIS A5 A-B.

[0359] R i o B AT DA B it oo B (91l >k B VA ADII 3260, Bk B B A e e T X AD,
B2 A R R B I 2R ) L B R R E AR RS2 I S BRE A DU T IR I 82 i3 H A-B
FERYKFRIARN.

[0360] A 77 A rh , A A SO IR B fifas

[0361] 7 —Ffsiziiti 77 20 , Popddss S pE A/ sl £ 44 U5 A7 HDSG (SEQ 1D NO: 1) B AHSE
MR RALA-BRIRI G, H BRI AE P RE & R I B R R S R AR B A-B R SR AR
[0362] 7 —Fh st 77 TNH , BT A b R AR R i o 76— P it 7 = H , BTl 5 o 05 P 281
ZLE AL HU AN/ B CSF o £ — P S it 75 S rp , BT A i A 5 A I i R BRI o AE — skl it
75 2, BTIR RS M2 3RS o AE — Fh st 77 2N, BT ik 52 38038 B MR 58 B AD Ak T &
A AD A 1 Bl A AD

[0363]  m] DAfd T 2 5 VAR IA-B : FUAR S A4, AT A8 FH 45 SC BT IR 0448 1 i 7 £ 2 HDSG
(SEQ ID NO: 1) BiAHIC A G R AL F/ BA-BEE R AR A-BIE BAFE T AW SR b 1Z T
F5 5 2 0 5 25 (i 20 4B A L G2 ENZE , ELTSAFI G ZE UTTE) 5 AR i 4T SDS—PAGE A 4, 128 24
Hafb ik o

[0364] Gzt 9 B , 2 T & B8 TR SR BOR v FH T PEAS M SR e e 45 & o W R ik
Wl brac sl Al P B p AR S5 1 () T AS U RS TC 1R 28 o, I mT DAAS M e o R 7
055 6 RS FHRPAR A [ PR o 76 72 8 77 vk, v] DU b 55 v lon 1 bb 3ok i 2 A2 7= 11
55 R ME WA L AT

[0365] 54— 5 [H A 47 I 32 4 5 B 4 4 e A- B 7K ST BR BG4 75 1 AT e o, 43 0
BURAR IR A-B e T RA-B 7E— Pl st 77 20, 1277 V2B 4 1) XURS: Hh Bl PR B B8 ADER R A AD
1) 52338 it P 48 & 22 n R U ) AR R B AR s LR IIARIC , AT 8 S A DUAR 1D o 72— Fh S
it 77 20 (R AR T2 AT BAG G0 T PET AL I 1 HL 7 R S U P 2%

[0366] 57— THIELHETE 524 v 75 3 S 8 e 7 (1) 92 FL A 4 1) 52 0 3 it AR ST A ik (1)
B AT R EL EHDSG (SEQ 1D NO: 1) A R ALK T I FORA S 5 Firid e 92 Ji A/
S AP B BT A B P s TR G 3% i 5 DA S AT i b oy 85 S5 P mlOde R 14 25 4 BT e F 4k
A K S 3% TR A- BRI 4R B AN/ sk o 7E — s b, TR A RS 5254
AT R R R SR AR VR A AL S P e i SR I 25 B
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[0367]  FE—Fhaiti 77 s, BT il 52 3035 2 1 Wi U5 sh A AR N 32303 o 78— P si it 5 =X
A5 R P AR AR P AR A AR 2R TR AT AR

[0368]  7E—Ffsijita 77 =0 , it FH I e 92 B A 2 B LB AR s AL B 40

[0369]  ASCIEH T 4F XS FRAR (CGHDSGG) 7= 2K (P AR AT LLRE S RN/ Bl de 6 14 45 A A-B 3R
RARIF o= A-BEREH L 4 . ZE R A-BFP R U R ADH B A B Y GE PR i — P n ¥ 19
N {8 FHER AR (CGHDSGG) (SEQ 1D NO:2) 7= A (1) 3 HoG 3 SR B e =t i oA s i) 7 A-B
RAEFIA-BIE IR ARG T . R I, IO 4 T HI I A-BIE SR AR BT 1K) 725 , 127 46 Rk A-B
AR B ZH 23 50 75 B 32 0 el sl m) A 75 B 52 3 it FH A R I AR SCRT IR [ A-B
SR AR S 1 B P T A DA | A- B R S AN/ B T SR AR S 4 o ] LA G S it 491 1 O Bk M 4 47
MSE o

[0370]  HifRth ] FF VA9 ADF /B3 B A-BUE Ky R 8 AR S5 o 1 U, B8 5 A i Sk A
TRARILA ULPIZIR) 1 AR 445y ) 58 7 5 i AL R A ADARALL G BB, I FLA-BH AT DL7E
T JRE oy R B 1 LA 9 1) SR AR R T o A, TR B PR IR AT M 0 (LG M 4 A s A&
BUREIR) ) VR I, LR, ADYRT I 2% (P REAE T DAY A 3H B ADI PRZ5 G H 1B
AL R U bR, 7R AR B4 ERR (CGHDSGG) (SEQ ID NO:2) [IFuiRS:E & 5 FKA-B, 1% H K
A-BHE ISR ADH A-BF= 5 PR I 41 = BEABTE SR AR T i o

[0371]  [Rltk, 53— 5 THI A& V6 77 ADAN/ B H e A-BYE WA 2R 13 M 00 1 7 % 5 1% 7 V2 4%
A 77 ZE RS2 it 1) A SR A ORI PR B S A AT HA-BIE SR A
PEBE BV BUAA, BB & BTk FUiR B 24 &40 5 312) A 75 B 32 3% 3 i AL S HDSG
(SEQ 1D NO:1) BEAHIERAL T F B S s S5 1 73 B R &9, BUEL & BT iR FRIR10 & 411
YA ED

[0372]  FE—Fhsit g s, A8 A ST R I HUARVEAL SK B A8 97 10 52 30 B AR R i
A-BIIAAAE /K o 75— s it 77 20k, FIPUAR TG YT B A I ) A-BAK P 5238 3 (] dn A
A0 1 B8 I S R FIA-BEUR R &) -

[0373] ok Al G 38 Jii m] DAAGH G 25 A G0 AR SC R il B 250 26 b, S LA A e o 30
H DL T g ik

[0374]  §E[aJHDSG (SEQ ID NO:1) Al/BAHICHUAAR R — Pk 2 My vl LA &0t A - 4,
ASCAFF PR BT DA — Pl 22 i 2 e v 7 491 G B— 73 s g 4010 1) 71) B8 T sk 1 g 440 1) 77—
Jite FH -

[0375]  FE—Fhsiti s, IR U 2 0 G e 1 /I BV AR, AT th ks S PR Bl 33 1
CEAA-BRERK,

[0376] SRR T FTR A G PUAR 7 B IE L G SR FIA% BR CE IR 7 ADHH 1 s

[0377]  ARSCATIRIH GV A TR 73 B IK S G i AR B AR S5 mT DL e 3
ERAN 7N A S N o I T I 5 AN e I N = e RN M N IR I
25 31) i e FH % 11 ARt P

[0378]  fEREsbsiji Jy U, 4 S it 24 &9

[0379]  FEILersitn 7y =0, Bk 25 W40 & ) B B i FH - CNS TR g kg B30 40 1 4, 3X
5 R G AT SE R, T S8 % BUe S HE 2057 O 5 A B
RN G — 2R R, S T LOEE v S8 T FARE AR, MER 38 e
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.5 00 BT R T e FH Bl A7 SR AT EL sberry 55 1) 56 [E )5, 814, 014 “Tld i 167
ZRATHEPIE AR iR 7 X MEOR, Hoal i 5] FFF ARS8 8 T 1 an /e 56 [ 4 R H
1520060129126 (Kaplitt, 7E “FH T K4 o 1) 858 i b (R v e & AOE o) dh BTk (19
FRLLT7 v o T 244 34 12% %2 Ao ANCNS ) 6830 3 11 26 B8 AT 1 g 345 (1] i SynchroMed ®
EL Infusion System;Medtronic,Minneapolis,Minnesota) o

[0380] 7 Jy—Fhse it 7y 2N rh , A8 FH I s i A Jit AL & WD BL Jo Vi 32 AR A 3 2 3o 1T i o i
H e 3z () 7 925 T e 24 ) 205 it R T

[0381] & st 7 0% R AU R I AH B &) Bk o B K e JE AL IR 5
LN i 2 e L o 10) 2 3 1 A 0 12 21 R i

[0382]  FERELL sy A, 3075 R 3 F T 2 ek o I e e it AR ST i &0 A &40
PO 3 B Ao SR AL R (1) 7732 » 36 [ 2 R 701206 1“8 i i o 5 e 368 525 1 1 077 4 v
BT , 5 A2 I 30 0 e ) 3 A, R 51 IS

[0383]  AIALARN G R B T WA SCTR A& S Pk o Bk g%
JER R I T4 it P 2 o i 2 e I i o o Tt FH ) &% 5 3 1) 7 4%, O HLRE RSB 1M L8 77 DA
{22 A b it FH AR SCRIT IR 16 7 Bt 1)

[0384] DL EATFEMR EHEER T AR @IS 275 DL BAR S5 7T DL 3R AT B 58 B ) 3
il o 3% 8 S it ] AN FH T B ) B TR, AR B AR RR A B ) VG o 24 15 100 T RE R B R
SR AR, 2 R 2 AR A AN 45 [B] 5 e o ] A S T R R (B SR T AR R IR
PR, AN Y 7 BRI H .

[0385] DL~ A= PR )24 SE e 7] 2 0 AR 22 ) 0 B

[0386]  SLjiif3]

[0387]  sjitifhl1

[0388] £z AL HR TN

[0389]  FHT- Wil & i 4T B AR AL J7 5 R RN “BR & Ak B i 227 I 7 ik 4 it , AR 36 B 2 )
HIT 7 51)5:62/253044, 20155E 11 H9H $RAZ 1Y “I8 1 45 & A A5 i 22 T A 1% 47 B 2R 83 iR
BLH RGEAITVE” ik, I8 51 IR NA S an L rp Brads , 1% 07 V248 2 00 130 ) 2
FRAREAOL , o6t B 1 ot (B — B A0 it in 4 Jy A b i 22 DL AB A 2 1 0T (BRI SR AR A%) #i iR 4T
S SR JE TRINES 73 AR S5 A B 1 ot (sSIR ZR AR AA) 1) 5 PT A AR A 28 1) Xl o 3R AT i 22 454D, I
HGE B AN B A i B30 v ) AT B ) AR THTAR (SASA) (5 2% B 2 3 BT 1) W 2 45 A4 AH
FE) o SASAZR 7R %o HaO W] 4223 (14 3 111 [X 355 o SASARY I I AR 4 (5 P =% RE ) 2 11 Jo2 1) 00 4 225 ) A
EE) AT LA A i 75 AH S B R 4R B DX rp B R A 28 R iZ 07 VAR F T = P A-B R K
MNEHRA H CIIEE : AB-40)Ik EUERAK) (1 = B X RRZEH (PDBfI A 2M4)) , AB-40 5k ) — 5
XFFREE ) (PDB#AI A\ 2LMN) LA S AB-42 B4 1Y) SR BE Y- 4T 27 A7 ds 45 K4 (PDB 2% H 2MXU) (f51l2n—>B
2, Horr ok B — SR BE R Bl Ak 5 oK A SRRE R AH R SR B AH BLAE F) o

[0390] i Y 3¢ [ & R HH i 7 414562/ 253044 1 BT IR 85 A AL bR 7 V0 6 AN Wl R 5 M it
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
WHY 4K T A Scharmm® 7 7N A 14 % . Journal of
Computational Chemistry,31(4):671-690,2010; f1P.Bjelkmar,P.Larsson,
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M.A.Cuendet,B.Hess, fIE.Lindahl . ZEGROMACS H S5 itiCHARMM /737 « 23 M7 3K E A< & , R 40l
FH A AL 5 AR 7R ) 2 13 i sE PE 28 . ] . Chem. Theo . Comp . ,6:459-466,2010, 3
i@t 51 AT, HATIP3PK

[0391]  SEjtfsl2rh # IR 158 FH 1% 7 V2 F00 ) R A7

[0392]  Sijstif|2

[0393]  T1.4E&ALFRHUN

[0394] K A7HDSG (SEQ ID NO: 1) fE K H St sl 1 7 Frid i 85 & AL b J5 v B B bR 2MA T 1Y
T AL B 7E U e R AR 4E AR P 1% X I PR R T 7 9 LR L 7EPDB#i N\ iR &5
P4 o B UNTE2LMN A, HDS 2 JE 45 #4011, R I e 5 J5E 1) AR bR AN A7 E F-PDB&E #4H , 2LMP HDS
FEPDBH A4 MIAL T, 2MXU HDSG (SEQ ID NO: 1) ZEPDBHY 2 JE 45 #4011 o AH N (1 1] 5 7 il
M RALAEEI 1 0T IR AR 4S5 /I 2M4 T, T3 F5HDSG (SEQ 1D NO: 1) K B 72 Ml FAs ]
RHDSG (SEQ ID NO:5) FIHDSGY (SEQ ID NO:4) FJ24 7 51 s T AN R FERS FIY 10— Tl = H
L, MFRFEHDSG (SEQ ID NO= 1) M2ANTII A H IR, DR S A 40k 36 79 A TR0 2 T8 1) 4 52 S
¥ 5.

[0395]  IT.My5 % mitERAL

[0396] WA ST AT e I HAE B 1R ol , 75 ) Jif 21 4 PDB &S #4 2M4 J % 2% 14 . 778 HDSG
(SEQ ID NO:1) FfrAE Jg T i 30 . 49 FMIHDSGY (SEQ ID NO:4) FIRHSDG (SEQ ID NO:5) .
[0397]  ABSZH1 v 70 WG V) EIvE Ry MR B I HU AR B 1 (APP) P2 AR UK 3643 R L R (1)
ko TEAD EB 35 rh , B DL 22 b A G PR AN 1 SR AT o IR 9 1 O SR AR s A7 A - AB R 41 4 72
AD B i o A IR 22 AR BRI S A

[0398]  FEHARIEA R, ABIE N AELE WAL 2 BRBEAFAE o 70 SR AT 4 FE 20, ABTT DL SR £ AN TR
(T2, 30 5 TR N B AR o 1 S 4 Fy v ) — 1 ) 23 1o [ ZSNMRAff o —— S8 JR 41 4 45y L 2
AN T R R AT 5 55— S I {5 I ANAD B2 SRR PR e K KR B 1 BB P SR 4 4 35

[0399] W&/ SR A IR B P AN B A

[0400]  j AR SR BEAACRE S PR BRI 2 e 25 A2 45 8 ABJIK b (1) B , 12 B AR 7 B AR B iR 21 4
PG AR ANAFAE BAS A ] o 1% 6 55 SR AR S 1 R AL 7E — S 4 5 SRRl SR £ ¢ v ) A
FrBE A ZE A R B E R SRR L T MR ER AR 2 3, B2 ERER
farh B A KR S REA AR T AR R4

[0401]  J24 RIbIB A E B RARM G54, BEAL , G IR (NMR) (EHE R B , H R A RFAE
T — B E IS AR E T B A BRI M B A 5 n] 38 ] A e 45 e A & o kb
FERARFP IR P A T B AR B R A7 49 (i T HE 28 BT AN ] (R 291K T 100045 5.
HZ).

[0402] 5 [m) 1 W) %) ) T2 82 . (4910 n FEL A I 1) et Do & 44 45 A PR 0 R T i T A7
A TR A E AT R 1a] @ 7 A T B IR DX oA m) o0 S SR AR i, Rt
BARSE G o BT BRI BE LA B LG SRR AR IR B vy, DRI UG, IX PR B AR 792 Tl R 52 AR A
517, BB R RGEA IR HE DI REPEABIKIIE B » 11 AN 2 128 35 14 B 1) AR5 ok 2 SR AP IS o 15
TEMFERE AR AN PR EE S R4S, SRR AAE A M RE F5E
(ARTA) , BLFE AN A AR M5 /K I AN/ B I P (5 5 A8 4k

[0403] TR FE IR M ABR G G MR Pk, %€ 1 R4 S IA r X
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B A B2 AR WA R AE A 4E IGO0 T A IA AT DL R R T S B AR SR I b AR T, AR
Bk b X5 X 0] DU R T 5 AR R/ BR A 4 RAN R B b N, £E 3R
1 b AT AR IR B i T X, 5 AH B & AR SR AR 4 B AR h R AR R X IR A
B v P 2R ) 25 i R T AR AN [R] ) I AR 2 AT

[0404] AR T AEHDSG (SEQ 1D NO: 1) (IR A PIF B Bon TRI1BH R &
M AW R R — B AN ol B v ) i AR B S ) R R 3R T AR AN [R) 1) T A 43 AT
[RIFRHE

[0405] %55 By T+ B IR Ji 2 44 1 DX 35 75 7 2 AL 7E T8 ] DS 58 W0 IR iz it R ) IX
s, Hor, JREFAERT DL g 2 ke A0 A DL ASE >R B B ) S SR AR A% (3] o LA 2 R ) 1Y IR
2R 2 X 38 0T e 5 T Re -SRI I SRR R AR S A LA A (R 2R B R 16 00 5 R S A ki
1) AR 2 28 [ A iR A 24 3 T Ak BB 0 A8 00388 Ak FE R BRI, LRtk B T e TR Rl (0 4 55 5K
1) 2 RAR R Sk . A B2 P i) IR 41 4 5 2 B I ABIX 38 ] e 2 B I 25 M 55 SR AR 1) 77 A
BT IR AR B IR BT P X S Po AR T A 2k P X P sE AL

[0406]  TTI.RFARBKAYHEZR

[0407]  FRIRHKCGHDSGG (SEQ 1D NO:2) ¥ FIRHDSG (SEQ 1D NO: 1) 55 B Bkl 5 £ 24 [X 43
) i 2 1 e ol 2T P R ] 2 7 Y 7 B A I A S IR Bk i L A L B IR B A 4 AR
iR, 5 iE PR BB R A 4R R A G AR, EEERR A T i 4. N — T, 5 EEE
JOR B 5 £ 4 A (1) AR L L 1) il AR L, R A R BR TR FEDT I 22 2 TR & HE S8 TE PR Ik b B A 5
a1 R PR IR R 0 H R R R A () HA LU R 41 4 b 19 F = 1 il 2, (ELHLA LL B RS A1
) 28 TX e 2 BRI A S [m) BT BRR IR PiAAR v DL SR 5 Bk i iR 4 A 1 e 6 4 2 A
[F) ¥4 G Ak R PP e 1

[0408]  Sof AL i 1 1 28 B R0 1 A7 70 A ], 8 FH Charmm27 ACBH A% 771 (TIP3P) Hr (1)
P AR IR AT B o A AR ZR B SOLNT TR) RO B 202 U S R AR AR &R < EHLLAS (] 10ns , &5
10011 ; B HEIR AR R BT (8] 10ns , B 10011 ; 2M4J 44 & : 680ps , 2 A 691 .

(04091  PRRIIRFALH Hh 2 B A 5 B AR BUR A 4EAN R 35 1, BT DL 3 X Ee i ik
() 5 SR AR 1 AH N U B R B B A AN TR T S 2 BB 1 32 BRI ) o SR T, B R AR PR AN 2
SEAEER I TR SR AR 4E 1 LA B SR A R AE PR R h R4

[0410] R4 45 H 7 5RIEH D SHIGH] il 22 1) BUE o Ny = 72 , X T-HDSG (SEQ 1D NO: 1),
L AT EAIR DR 9 25 (1) o 503688 75 L Do 2 4 v 110 I A Bk 5 g 23 B K, RV AN W 3 R T AR 4
PRI R o 1X 32 B2 5% B THDSG (SEQ 1D NO: 1) 78 B 21 4 45 e 2M4 T b T FH X ZE A 1 BBE A 5
(P2 Si, I HLR B A X OIR B8 B B K= AR R DR T REAE A G ) iR 4 4 B A IR #5614, B XS
JR A4 AR

(04111 IV, ~TH AN AR

[0412] e b () — 1 1 0 A A IR A i T 25 08 T SR AR B M R A I TR SR AR
TR R R FR ) AL PR IR b 38 T A 1) A S R A G B A R (R AR R AR AR 2
FEAR EAFR A

[0413] A& W5 JEH  DAIS I (M) B% — THI £ 53 A1 « H6 ) C—Ca—Cp—Coy FIN—-Ca—Cp—Cy - T 1 50 A
X F AR IR 5 AN E) T HARBRE 27 4 0 A (K13) - BAERKTEJLF- A (90%) 3R — T
FAYE A 4 T A R RS T IR T A R AR AN 36 %, 1T IR TR B AT 4E 1 1R
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NILFFA (90%) B FIR IR = 1 A 50 B A o 4 = T A B9 BE 2 06E T bk A — i A b B4
—AMMUAN13% o X F IR AT e sl ARk &, Hoee T B A 2930 % 51 2 A R MER o 75 R TH
(IR AP A, CA L Casl Ca P 3% 3 T3 C—a JR 7, 3 H. 2RI T CB . ChAICe &5 45 .
[0414] 49 BIR 7 DT 0 A 5346 5 TD7TH 0 A, BLEEIKAEJLF B (90%) HIFRIR
JUR T A P o T A R R

[0415]  C-CA-CB-CG:12%

[0416]  N-CA-CB-CG:19%

[0417]  0-C-CA-CB:15%

[0418] S F-D7H I A1, IRTE SR A AER 1B 50 T JL-F I (90%6) FFHR K = 1f A5 BBl Y o5
s T AT

[0419]  C-CA-CB-CG:30%

[0420]  N-CA-CB-CG:49%

[0421]  0-C-CA-CB:6%

[0422] W5 o 1 S8 T M40 A o AT L 21|, X T BRI SR S b i 1 A, 1 A
AR ERANFI AR 5 EATE B R BUR A 4Rk R 0T S8 T A, BEEIKAE LT A
A (90%) PIFPR K = 1 A7 36 Bl A o5 4 — T A 2 a0

[0423]  C-CA-CB-0G:92% GXEKMHA FHES ,HEH BAESHIEMREEAR LA,
W B 5T LUFE B ISRE , R B ARIE ) — 1 A P Re R A

[0424]  N-CA-CB-0G:84% (45 iRC-CA-CB-OGISARIFIEIE FH T-1% —1hi f)

[0425]  0-C-CA-CB:19%.

[0426] S T-S8M I A1, IRTE SR A AER 1B 50 T JL-F I (90%6) FFHR Ik — 1f A5 BBl N o5
P T AT

[0427]  C-CA-CB-0G:30%

[0428]  N-CA-CB-0G:28%

[0429]  0-C-CA-CB:25%

[0430] AR H& L b XHBE — 1 M0 AR 20 M, TDANSS /& R 5 BB AR RN R 4T 4k R k2=
SR AR  TDAN/B8S T LA AE A T 44 Gade B M X SR AL b 1) ST

[0431] BT 3-5r s B EE , R 1B 1 1 A A B 20 A B WS AEL , % T P S8 FE R R IR
A A ) SR R 2 2 A I A R IR I B BT R BLAR T £, 512 R AE
FLEEKCGHDSGG (SEQ ID NO:2) B &t T 1% A BER) T A 4 A1 B AE , 21 32 78 PR R IR
CGHDSGG (SEQ ID NO:2) Fr1E &L N 1% Ff BEI 1 A1 50 A0 WA , %1402 B A ERR KA — 1
A5 AT B VAR IR 22 57, 5152 75 SR 21 4 25 R 2MA T 1 175450 R IRHDSG (SEQ 1D NO: 1) f) — T 1 77

A I AE o

[0432]  3R1: 1 A5 A I AE

[0433]
T A Bk 7N Z5 (HEE-200) Jii A 4k
6H:0-C-CA-CB -57.5,97.5 107.5 -165,-10 97.5
6H:CA-CB-CG-CD2 | -107.5,97.5 -82.5 -25,180 -107.5
6H:CA-CB-CG-ND1 | 77.5,-72.5 102.5 -25,-175 77.5,-77.5
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6H: N—-CA—CB—CG ~67.5,67.5,180 ~62.5 ~5,130,-117.5 67.5,180

6H: C—CA—CB—CG 62.5,-57.5,180 “57.5 120,0,-122.5 ~57.5,180

7D C—CA-CB-CG ~77.5,72.5,172.5 | 172.5 97.5,-100,0 72.5,-77.5,180
7D:N-CA-CB—CG 57.5,-62.5,-162.5 | -62.5 120,0,-100 62.5,52.5
7D:0-C-CA—CB 102.5 ~97.5 ~160 97.5

85 :N-CA-CB-0G 1725 62.5 “110 62.5

85 :C—CA-CB-0G 67.5 180,62.5 | -112.5,5 72.5,67.5
85:0-C—CA—CB 82.5 “102.5 | -175 117.5

[0434]1  V UEER

(04351 BRIEH MUBER AT DL Bt S/ K = — ) / doip(¢i) Inp(¢i). 415 .t FFi 4y

BT > 2R NTHE I R S S OB P ) Bl AT 1 A, I Hop (& ) 2 T F 20 A

[0436]  [E6F S 1 AR T I T AR IR AR 28 o B0 S s B IRy 1]« 5 L R i 4
FHEL , HO R JR5 R AR, 2R WIHE HAT 52 58 2 10 20 A A A R o SRABkh , of T ELBE BT AR , S8 51X
W AR T SR AT 48 o DT (1 5 AR - BLARBE A, (ELAR T SR 2T 4E R 0

[0437] B HE UVE S 53 HO 1) LT
(04381 e H DS ARSI GE o §F 92 7 6/ 11 #0000 46 6 T 22 th 7 H6 DT RISS I — if

FATIAS H DANSH JUAS T AR AE XS T B £ /) , 3R BH 1 0Tt T 5 Jif £ 4 55 A 6%
FAARAN [F] BRI AS RIS £ R ) PR o 1 A 2

(04391 PACIRKIE &5 LU B Ak 58 FL NI, 5 )2 o6 T-HE o A , R FEH6 AE F R ik o BL 78 S £4F
YA G rp B HL W o X 3% BH AT e AF A8 B B I P00 ] e 0l 2 AEHO R I o SR T 5 2 3 ] A s
S5 EH MR Yk RGBS X AR REH6 70 417190 % LN B MEZR 0 5 TR BB &
FIFRAR JR A 24 £ o i C-CA—CB-CG \N-CA—-CB—CG , CA—-CB—CG-ND1 . CB-CG-ND1-CE1 A10-C—CA-
CBA (36% .36% 36 % +35% .33%) Al (13% +13% +30% 34 % 65 %) 4 HILEFR ik B4
B 4 G 008 SCRF T Re 5l BB T e MR PR B A A Y

[0440] VI.HiIKAA

[0441]  ZRA7 Z R T Hifap) EEEEU R AR I8 162 & 2 BAE R EE 28 0 A 3 il 22
S ] A 3o 22 1) LA RN IOIR B R BEH DL S LG £ BE G 47 I fphi Alpsi (A Sk &1k 7
Yot T AR JR AT 4E S5 /I 2MA T 5 I T B R 81)CGHDSGG (SEQ 1D NO:2) A JZHDSG (SEQ ID NO: 1)
2 PR BB AN IRCIR B R A R H6 W D7 L S8 FNGOLE - #5548, o BURE I phi Alpsi /1« M 7o ]
DL Y, 6 T3 FED7 FIS8 BB 1 A1, AN [RI AR K b 32 85 — 11 A 10 25 A 5 A5 IR 4 4k 45
M4 JH) 5 T BB IR B AKHDSG (SEQ 1D NO = 1) BURERY) — I A1 E A AN .

[0442]  {EREARSZH], XS THREEDT, B TEIR THIK A &, 05045, X FHRIETE (&, 1)
= ((-65.97,-44.5°) Wb B A WEAE (BT BERIME) X T EEEIK, XLl eI E 2 (o ,0) =
(-153°,165°) A1 (-66°,143°) (AP ME(E) , 5 T IR A 4E S5 H2MAT , IX L6 iy ] 5 (1) 2
(b ,b) = (-60°,143°) F1 (-150°,143°) o & [ FFAE AR L AR 22 e R 5 e 45 FH T PR R 3R AL
P4 5 BB AT e X L B AN iR 4 2 R A LA AR SR A AT 6

[0443]  ZR2rh 45t THE.D7.S8RIGOMIFLIC A HE & , 0o AT A (B nT BEFAED - R2HH )
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E1FNE T B B A, ORI I A B phi Mpsi, H3E 5 R S 25 R oR £ BRER
CGHDSGG (SEQ ID NO:2) 15 FHDSG (SEQ ID NO:1) {4 K phi/psi fIUEAR , 11 E 55351 3
TREEFRIRKCGHDSGG (SEQ ID NO:2) 1% FHDSG (SEQ ID NO: 1) f$7 K phi/psi M IIEAY , i
Ji — B RN AE SR LT 4E 45 K 2MA T 45 1 FHDSG (SEQ ID NO: 1) [$z K phi /psi MG . 2 I,
K17, HE I BT A SRR ARSI 32 47 [ AR AR B XD 7R U, B BE AR A 4Rtk R A DA s 5
IR R A ) 5 S o A0 2% LB F PR AR 2290 % AR HRIRL, T IR £016 % Y ELBEAR R AL
TAZME W, 9 BB Z10% 1 R 4T 4E R RAEZ5T RN S THEM RN & , 6T B8R R
() AH B R B0 D 2T %6 RIR T B 2 4 A 2200 AH IR 207 32 %6 o 6 1-S8 , A il B R A4 5190 %
R BN TR T 3T % BB AR R AN15 % R A dEdk 22 . 60 T-G9, 90 %6 1™ 58 44 dt 1 % 4
SS90 %6 kB 1 FE AR o IX LLSEAR S Y R 20 B Ok B R A R2TI9% Sk H IR AT
Yek ZN11%

[0444] 32, F:%phi/psi Mo AT HIIE(E

[0445]
F48% phi/psi £ 5010 i 4AE i=K::3 AR JR &4
H6, (phi, psi) (-98.5, 0) (-164.6,157.9) (-147.5,150)
712, -433) (-85.150)
(-162.8,157.4)
D7: (phi, psi) (-153,165) (-65.9.-44.5) (-60.5,143.5)
(-66,143.4) (-149.5, 143.5)
S8: (phi, psi) (-66.2,144) (-70.5.-50) (-156, 174)
(-158.3,151.1) (-156, 12)
(-66.5,-48)
G9: (phi, psi) (85.9,7) (86.1, -7) (-114.3,-14.6) (77.5, 0)
(77.5, 158)
(-62.3, 158)

[0446]  VIL. FHIZRAL 5 I M FE A0t JE 1

[0447] AR 4 CamSol T 77 58 [4] B A-BA25% IE 1) V4 fid & S /s 7E I 8 o ke 3EH6 -G FH 7 E 28
FoRo

[0448] AR FL R AT VA, A8 5 S8R 2 THT 4688 3] (1) v B8 M it bl K o 51 N3 1 (K AR VA it P TR o
i, W R AR

Si — Save
ds

[0450]  FLrfsi @hRIE1MIVARRTE ) save e 420N IE I A-BRK I 33 i F, OF Hom B Frik , 6
S A2k e A BT iAf FEE AR TEE D 22 o

[0451] IV i P 3R BH Bk 22k B M) e B % TV R 3F T 40 TP s 7E 1% An R A-B42h T fy
BRI A0 IR B2 -0 39 FEW A 1 — B I MAAE B BB OL T , 1 DX I8P 13 i 2
HEINER A B 0] BE B R T A 22 B o (R, 76 g e S SRR A J b, 1 X 3R e
] - b ~F- 35 5 N 28 5 o CamSo 177 % [4] 2R R FE TR 1 R R R VD BEAL 210 ) BB A &, B0 4
B KV HR P pH R B 38 1 i HEL A7 o B TR [m) AN B B i e, ELX T 7N R FEE A 1
(R LA TR A AR5 2 1) 52 o VA A FEE VP40 T SR N TG 2 N4k (AL UL BRAU) , B3 8 J BE05 fi

[0449] o; =
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% A AR AL 2 K= A2 B SPIE ORI bR A I 22 L 0% o BRI 0L, B /N T LIV AR P 0 1
FIETR LN 92 e 1) ELH R 5 R B Ui s TR T LR VR4 R & BRI
(100 X 33, o R A iR 55 7 A T DR

[0452]  [R|9Z: ] 1 ¥ 77 P 430 A 22 THI AR (SASA) , SASAH AN FR L 1 VA At R - AL o
SASAi, FE Hoi o SASA: 2= AR 4E b AR, RIUAEXS T+ 20 4 , S A AR TR o 1% & 19 38 fnos
A SASA; o 7E s F2 U E SR FRIE 1 (AR ST o <s> 2 A-BIY TG 42N BRI (1K) P IV AR FE L <>

=-0.39,JFH ds= Ji—.zj‘i (s —< s >)? FEABI FIT A7 42 B B 1) 5 Ak 152 B B 44 I 22 « SAS A Ak

FeFa 20 th 2 2 s I IRIN- K o 1) SR B 1) T AE T A M G R I SE 2 ik nT 4200 B 3R 1T - 24
TR Ik A P IS A 3 BH 25 5 7 22 7 1V A B ff e o 1) 1 000 T g 2 T 22 8 TV 7 X e e A 1)
D E N, HRIEHE FISSTE TR A AR 52 A A2 AT G A o 24 SASAHH b 3R V5 A FE AL, SR Ji5 ek 25 4H .
(1) S5 A Y AR DL Z2 B AR X T B 2R 4E RN S HH T OR0 J0 5% 5 HL 0T 3 T R0 0K 17 H I Ak
S8 1% AT B 1A 122 Jok o 14 5 i S8 RHG 45 & T R4S T S 2.

[0453]  PACHR AN EL 4% BRI SASAZ AT E AR, H HE5 R T B 4F 4 1 1) SASA

[0454] 5552 2 2544 HHDSG (SEQ 1D NO: 1) FRg GAHLL | a8 i v e BE 1) A 5 B0k ik S8
B B KT REIR 22 57 2 g AN BLAR 45 5 mT M.

[0455]  VITI.PRARBEMI SR EEERIE RAE T BEREBUFR A 4Er B A R

[0456]  J& It ffF FH A 5 2 [R) ) B A4 285 A LU O BE 2, SRS St SR 28 2 #r » W LA 7 1IHDSG
(SEQ ID NO:1) FEMIRIIK BB 50 T bl AE B BE K A 27 HH AN [R) B A 5 B i e PR R B o 6 T B
HEANIAIRARCGHDSGG (SEQ ID NO:2) BA K XF M F-PDB 1D 2MA4.JF) 3 B XS AR 45 F ) 4= 1 B 214
IRIG MG AT AR 2R EE K T HDSGHR 2 (SEQ 1D NO: 1) iX 26k R M R AP, S8 5 fE gk
M b5 E KR R 3 i R R R FE O Be X, 910 ¥ 5 i A 22 (RMSD) - 2K H
maxcluster® ik (http://www.sbg.bio.ic.ac.uk/maxcluster) BE4T . ELEE TR A0 2744
FAI 30T B T RMSDAE B 2 il 9 B 10 () — 4B i 1

[0457] D)2 €0 5] ] s O MR IR AR RAERI R EAS[E] - DR €61 =7 s 1 BB IR Bl DA K
AR = AT BRI IR AR 4E AR 2 o B 100 T30 i 28 B 2R IR IR EAS & BB IR S B 40 4 =2
IR R 34k o 3R R 35 50 PR DRI = A B pe AR mT DL A Gk B 1) 3F Hoa] LA e 456
LR AEBLERAR , {H A ) B AR I BRI SR v DL &5 & IR AR 4 o (R e, AN Ay B2 3R R 4, T R
()2 I SREPRAR IR AR 2 SR AR B LA , N o i S A 77 A B B AR AN VT e 45 6 B Ak B
JR A4

[0458]  MIEI 1O AT DA BH S HHIX 3/ A 5 58 SRR U AN R] o oo Sl i, BAIR IR &5 w4k AN TR T
BHE B R A AR R, W7 T PR IRR AL I PR v B Xy BB el S 4F 41k R 2RI R
BAMER T,

[0459] B 1TAHR R H T R ek H IR IR AR 22 285 140 1) B R 58 2R ) A o (R AR R A I R P A
P R, FEE L IAFR DU R Y T ELRE IR AR S P AR A RAFAE HLAE B IR 210 — T
FA 53 AT R DB 30 B A T A ) I E ), B A 2R B INAE AR IR b DA B B B A TR AN [R]
n) o3 T EH SR T AZER, W RERIEDT FURS U IR FE IR FR LSS K il 2 7 M e 55
[0460]  [&]1272 HH 3577 MR 2= (RMSD) 4L it — S AR R, I H & 0k 37 T~ B4 Ik 210
AR BRI W 10FT 7R
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[0461] 434 f6FR T2k (A PDB ID 2LMN. 2MXUFI2LMP#) HX [ FR Ik B 5 £ 24 ~F- 17 44 £ 11
TP B B4 B R R o B B ORI R REER SR 5T R4 4k RATE
T Jo A # EL A A R R B IN- R 05, PRk, BR AT 4k RAEFEFRFE RS B E I T B A
R X RRE PR IE T A PR AT BEA) ROE R EAN G & 2 MPA-BR PRI IR A 4ER B

[0462]  FR3HIH T HUH K L0 3R AL IR KA G UL Aok B B ORI R 21 4E 44 5 09 AH
OO R G AT R UK B AN EE T A AE - P SR AR AR R R SR R AR O M R A AR I
R IR 25 T IOIR AT B A TR 2 1] L B FAOPR R iR 21 24 ) ) 2 1) A S T AR 22 57 T
KSR, 1% A RS 7 1 A2 B ANE

[0463]  F3:7/nHH T il B 10 () fe KA G 5R8 FRHFO B FAR DR A G 1) r I = i A0 A e
TR, HoR 7 W s B 10 () BB AR 4T 4R R i R R R 2O

[0464]

77N H ik 2mdj 7 ER Ak -2mdj
$i [G-6H (-137.5,154.4) | (-134.5, 155.5) (-83.8,124.7) (-3.0,-1.1) (-53.7,29.7)
$i [%-7D (-75.2,-26.4) (-147.8, 137.7) (-79.9,128.1) (72.6,164.1) (4.7,-154.5)
$i [G-8S (-73.5.-50.8) (-141.3.144.3) (-160.0.-179.8) (67.8,195.1) (86.5,129)
5 -9G (-123.6,103) | (-84.8,3.1) (109.4,174.1) | (-388,134) | (127.-163.8)
6H:0-C-CA-CB 103.2 100.4 65.9 2.8 373
6H:C-CA-CB-CG -68.9 48.9 57.2 -117.8 -126.1
6H: N-CA-CB-CG 549 178.3 -177.8 -123.4 -127.3
6H: CA-CB-CG-ND1 93.4 58.2 65.8 352 27.6
6H:CA-CB-CG-CD2 -100.3 127.6 -108.3 25 8
6H:CD2-CG-ND1-CE1 170.3 -0.1 -6.23 170.4 176.53
6H: CB-CG-NDI-CE1 1.62 175 178.8 -173.38 -177.18
6H: NE2-CE1-ND1-CG | -0.45 0.2 8.22 -0.65 -8.67
6H: NE2-CD2-CG-ND1 | -2.12 0 2.58 -2.12 -4.7
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[0465]
6H: NE2-CD2-CG-CB -169.6 -174.5 177.2 4.9 13.2
6H: NDI1-CE1-NE2-CD2 | -0.85 -0.25 -7.06 0.6 6.21
6H: CG-CD2-NE2-CE1 1.8 0.16 2.36 1.64 -0.56
7D:0-C-CA-CB -94.9 87.9 68.9 177.2 -163.8
7D: C-CA-CB-CG 176.3 -51.2 -180 -132.5 3.6
7D: N-CA-CB-CG -63.3 63.3 -60.9 126.6 .7
TD: CA-CB-CG-0OD2 -33.8 113.3 149.6 -147.1 176.6
TD: CA-CB-CG-0ODI1 131.6 -70.8 =373 -157.6 168.9
8S: N-CA-CB-0G -46.7 -163.2 -164 116.5 117.3
8S: C-CA-CB-0G -170.5 76.4 69.2 95.1 1203
8S: O-C-CA-CB -109.7 84.1 125.8 166.2 124.5
[0466] 4. IRAR . ELBEFN2MA T I 41 AR R A REANERIE V) T 2o i R AE 2% . il R 55k = Fe 4
ZelrEE 29,
[0467]
ES B RN 2M4]
6H 1.19 0.781 1.01
7D 0.99 1.41 1.03
8S 0.95 1.36 0.93
9G 1.40 1.31 0.86
[0468]  5izjifif313
[0469] B EMFRARRAIIIRIL G D ERIE

[0470] A& HDSG (SEQ 1D NO:1) i3tk (CGHDSGG) (SEQ 1D NO:2) [P kAT LAk %) EE 2R
k.
(04711 W] DA FHE 20052 (9 Gn S b g Fmo o 56 [ AR BE & sl 5 H e vkl &) A e &

HDSG (SEQ ID NO:1) MRk EL 52 3842 IR A/ BUPEG R JT i 42 7 1 B4 IR . PEG 2y
AJ DAEN-R 35 5 B B AT B , 49 sk FfHamley 2014[6] AllRobertsZ£2012 [7] F 43k i {B AL,
275 RN GINTFENA S B EE AL A AT LU S0 4 A D) BRI T I & A
R B R iy DA TV SR (9 A4k 2 4%) 5 2) 7R K+ 382 1w B MU 1 2028 R i BlOR B R
Ui 5 3) JPK+IZE 4 H R T A I T P

[0472]  BRARAL AW Hb B B mT DA B F R0 A ik (1) B BAOIR DR B30 6468 L e S Y 11 4
NN ks A C 377 N/ I

[0473] Pk ] L3 3ok 75N— R g B C— A St B JBAC PAY 3860, 5 491 a4 o B A v e I R 1 5
250 S BT P e 2 P S AT R A o 437, A2 JUAC 1) 79 A1 e I 26 T e 2 DA s — i
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A LA A B FE B A A S (B R) AR S AL I H IR R AL (TD)
BREAL I CIREE (TT1) B ARG E AN 51 2 A1) = e AR, I H AT DL S5 A8 4
RN R FAR 71—

[0474]  SEE LR AIF52009/02151 728518 T SEFRIKEG A KRB T A &) . L &
FIAFF52010/0240865 . 2 [E L F) /A FF52010/0137559 F125 [ L F 7,569, 54158 7 AT
A B & R 53  FEPCT A JF 5 W001 /92466 flAndreus, 1994 . Methods in Molecular
Biology 35:91-169-HfiA 1 H &5z,

[0475]  BF H4AHh, v] DL i e & Ml A/ st N\ TR 7 B 1 R R Bk 22 1Y) TR B
T IEE TR EHDSG (SEQ 1D NO: 1) FRAL A PR K o 88 3k 78 78 0 21 K FIN-K g AIC-R
Uity [ A R SR P I SRR Ak Ak 2 TR) 7= AR i, v LUK DR AG 28 IR A R o et mT DL e 7EN-
A FHC— AR g 2 B PR 1AW TR B (5 an =k e R B T & BN PR IR &40 -

[0476]  JEIICPC Scientific Inc. (Sunnyvale CA,3E[E) $2 REAR & FE 7 34T B S B
[0477] {5, 48 FVR N B4 HDSG (SEQ TD NO: 1) ik FtN— A s R C—AC it 21 e 4 Fil ke It
2Z 1) ) i B DA 52 29 BRI PR A b A AL S M R R ALHDSG (SEQ 1D NO: 1) I 3Rk
(CGHDSGC) (SEQ ID NO:12) MARIK o 4 AN HE R IR e 2 R 7k 2 ¥ in 22 GHDSG (SEQ ID NO:
7) 5 HoA — AL T C- K, 75— ML TN-A i o AN R RR E 2 3% 256 T AL LU e —
B A Bk ot B8 s B A 7= A St

[0478]  4n B Rl , S IR IR 1) 25 7 DAL A-BEE S A4 HHHDSG (SEQ 1D NO: 1) B2 FE g ful
U 1) ) G AN ]

[0479]  FRIR (CGHDSGG) (SEQ ID NO:2)

[0480] ¥ FHHLL N /57 (CPC Scientific Inc,Sunnyvale CA) & IR (CGHDSGG) (SEQ 1D
NO:2) o i@ it 78 25 — 2K H S &M g b 1) b 7 % 2 T Fmo o 32 [ K & 1%, 2R J5 30 %
HETP/DCMM S i b 248 17 6 552 PR3P 1 B K < 3@ st {8 FHEDC . HC1/HOBt/DIEAYEDMF H LAIG
W PN 52 DRI B BE IR IAL S AH L 52 OR 37 () FRAR K o 388 I TRASE 52 OR 37 (1) PR AR I £r 37
PLAS BIFHERR B, H B RP HPLCAALRH AL , T 5 15 B 4B R B

[0481]1 AT LAi# I B %% /kCGHDSGG (SEQ ID NO:2) I IZ 45 & )4 FofR (CGHDSGG) (SEQ ID
NO:2) .

[0482] W] LI B 51L& ¥C-PEG2-HDSGG (SEQ ID NO:28) [k ik 4 & Hl 4 FoIR (C-
PEG2-HDSGG) »

[0483]  fil| £ EH 4% (CGHDSGG) (CPC Scientific Inc,Sunnyvale CA) .i# i ZEFmoc—Gly—
Wang 4 Jlg b A% 5 I Fmo ¢ F25 14 [ AH K & BB e 32 PR 1 ELEE IR, 28 5 18 1 TRANS 32 R 3
(1) A2 AR A4S 2R K , 83 RP HPLCARAL ALK , R T FE 15 B Al ik , 6 H H T 25 BSA.

[0484] A i [ F 4

[0485] 40 F AR, & EECRAL S 0F (CGHDSGG) (SEQ ID NO:2) , 4R J5 5BSAF/BRKLHEZ: &
(CPC Scientific Inc,Sunnyvale CA) .3 i SMCCEFEPBSZE Myl Hh B i AL BSABRKLH, 4R J5
FFPBSZE MR I AL IS UM BRI SR A M SR &M= RD) FHH2h. R 5
TEIENT a8 IR G T AR BB A7) -

[0486]  Sijitif|4

[0487] PR = AR AR
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[0488] KA R Z AR EIML &Y (i #EL & HDSG (SEQ ID NO: 1) #n¥fiR (CGHDSGG) (SEQ
ID NO:2) BRI HOIR ) 58 FL M #E 2k A (KLH) @& 482 % BUmE R 8 & R dEn oy
Z LB ERR BIE N DN R B T FE B A 77 (ImmunoPrecise Antibodies LTD (Victoria BC, Jil
R)) W AE S BSATEL FH T A PR BRI A SR EAE SS K (51 403K (CGHDSGG) (SEQ 1D
NO:2) ik) ik /1N BRI

[0489] skt 516 idE — B HEIR T, A8 FH AL & #R (CGHDSGG) (SEQ ID NO-:2) ) F  Ji i
& J4AT IR o BT ELTSAFNSPRIT % 24 A2 8 L i LA S 45 & FR1K (CGHDSGG) (SEQ ID NO:2) ik 5
WA SRR B B4 CIESS#40) K o A8 8 B G T oG4l FH 14 e e it AT R ASE A 7= I gk —
At

[0490] Syt fs5

(04911 PPAh XS BEE/ JR AR 4 1) 45 Bk =

[0492]  7E10% #@ /K SRR E J5 , AT 728 B A R NG U1 B AR I U0 Bt AT 4
P2 R4k 2 mT LA O . 596 I S8 A S ) HE IV v v K PN et S A g e 14 20 9 o A5 A
B ERENPHG . ORI ZE VA #2573 Bl ARG E R RT) A E1304)%F, v LLSEEL P B K . fETBS
AR ST/ Bl G, fE W N FHT0% H ERACEE ) Fr 159381, SR JE AETBSH i3 X 1541 . 7E
I = vh a5 06 I 8 A B AR (Dako Canada Inc. ,Mississauga,ON, I K) i
B LN SRE A AERE R et

[0493] b e Gty A A SCHITIR B0 L B BE6E10 (Lg/m1) IR F AU} B TG
2af12b (1ug/ml, Abcam) VEN—ZRbifk . 4 Cilit B V) /I8, FRAETBS-TH i3 X 5738 o
P/ R TeGHAR S F AL YREZE &4 (1: 1000, ECL) BT V) K I & 45708, SR S5 ETBS-TH
Ve 3x54r Bl o 18 B B0 ) st g 1y WK P, M HDAB K ik 5f] (Vector
Laboratories,Burlington ON, JIEK) s FHZE MK #e Ul A s FIAEHRER 75 R 3R Mayer” s
haematoxylin) B 4Y) b, BRI EIEE I A B2 B (Zeiss Axiovert 200M,Carl
Zeiss Canada,Toronto ON, & K) PR EZIE F, 78 FHLeica DC300 digital camera
and software (Leica Microsystems Canada Inc.,Richmond Hill,ON) £E50.200F1400XJH
KAGEECT AR EE

[0494]  Sjiti {56

[0495] Dy Adt kL

[0496]  Hu ¥ i

[0497]  IRIRFIEEEAKHCPC Scientific,Sunnyvale,CA,USAP=A: ¥ F =58 L BR Eh Py
27 R K SKLH (T 5 28) FIBSA (FHT-9fide) S84 o 4 IRt 6 5 38 s MS FTHPLCAR 25 1A
995 %6 AL A FRIZIE A TPARL F T8/ R A2 7 B e B A

[0498] Pk

[0499]  F=AE V2 A8 90 AN L b P Bk 22 5 8 FL 6 B2 B (KLH) JE B2 /1) 31k (CGHDSGG)
(SEQ ID NO:2) .

[0500] 40 y50 H wsMEPEBALB/ /Nl (Charles River Laboratories,Quebec) o 7E19K ]
I N 25 T — R 5V E B HUFAEA S0 R T B AR S 75 B5 /N B BRI ST 0 . Smg/mLIY
IRARIE-KLHIG R £ 7K, F 100ng IR G5 /MR o /NBR At 22 B fELab Products 18 XL R4t
o A 4 RN BRAE 28 L9 R A 22 SR A0 WSO MR 8 40 B FH T 2 2 SR 4 i 3R 1) 7 A
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[0501] @l /ZACTIT R

[0502]  7E5E £ I (PEG 1500) FUAFAE N 75 25 itk B2 40 i 5 5 BR SP2/ 0B il Jd A M k5 o A0
FHHAT I 38 15 7 kB 2 P o 122 77 VA0 P 2 ] 4 R S 47 o 22 JEHA T B0 1 4% 77 DU A5 T ik
PRI v B 4 G B — AP IR B0 BT AR 1) A S8R AR K AR P [ AR R 7 4 DL TE BB e o
W o il B FHAF LOK G , W T 15 4258 90 v b 55 42 B 96 FLAL 2 55 F- 0 1 78 S A HT I By 77 2 v
AR, HRIBBIHEKF I GKR)

[0503]  Z=A89Rd 4 A (i)

[0504]  {i FH 1l 2 H1-TG/ TgM (H&L) ~HRP i iA i i i i HT IR GRRAK-BSA (WYX i i) )
(1) TB]EZELTSAMI AR H 4258 IR I 4 285 77 L3 W, X TgGAN T gMbu At AT 4% LA K2 F TMBJER
YOI o AE1Z 0 5 HR SE B >0 . 20D TN — 58 WK o BH A 355 27 4 78 0 e B0 i DA A\ 23 WA F R 7
AFRPUE N8 g E) b 3R DU DLV B IR ARE 5 1 mA b I HE B A BH 14 o 388 o Bt A 4 3K
ELTSACAH 32 ‘BA T2 TgGId 72 TgMI[R] 24 1 [ i 43 A1 Bl A 26 BB 1) S [ o i J8 ik [A] FEEL TS AR
FE R IK-BSAZE &9 UA I B85 TK-BSAZE A 4 I A PEA% 58 X 24 T Ik Pl 7 J %

R De R
[0505]  fifi Fil 5BSAZE A HI¥RIR (CGHDSGG) (SEQ ID NO-:2) i i [A]8EL T SATHi i /N B, 24 32 I
Pk

[0506]  ELISAPUAAGiiicL

[0507]  f&jf 5 < , fE4°CAE100uL/FLAK R £ B4 2% phif (pH9.6) 0/NH O . Tul /LI
(CGHDSGG) —4 A -BSA (SEQ ID NO:2) AL ELTSAMR , I = T F3 %6 Wt g ok B PBS ¥ i & A
VNI IR AT : 737 C R WG 243898 LB W LA 100uL/ LIRS I & /IS 737 C N ¥ IR bt
f£:1:10,000L 21/ 1gG/IgM (H+L) ~HRPLA100uL/FLAEPBS-TweentH #E 3% L /N . B A %
% B FHPBS-Tween#t 4730438 . AS0uL/ FLES I3, 37, 5,5  — U H L BE 2K % (TMB) , 1R
A 5 FE SRR IM HOL A 1k

[0508] 3 4% BH 14 o B LA FH Tt — 20 AR o 3l 3k () 2B L TSAIN 72 /0N BR. 4252 988 149 H 44 o o S5
FRR (CGHDSGG) (SEQ ID NO:2) Z%&rHIBSAMI N 4L 1 (HT) f /e Stk . 1) #E4°C R #E100ul/
FLBR IR Eh 045 2% i (pH9 . 6) 0/NH FHO . Tul/FLIRIK (CGHDSGG) —4A—BSA (SEQ 1D NO:2) ;
BUTE37°C N #EdH20 0/NHH BA50uL/FLI0. 25ug/FLHTHU R GLBE AR o WL Pifd : 7237 °C 4 4%
AEIR B LA 100uL/FLIR % I B 1/ o E37 C R IR Ak : 1:10,000 1L 241 /N R TG/
IgM (H+L) ~HRPLA 100uL/FLEEPBS-Tweend 4R % L /INSF o T A 1 145 45 B8 FHPBS-Tweeni#4T304)
B LS0uL/FLININERH3,3° 55,5 — DY B JL IR i (TMB) , 7EHE Ab S5 52 FF FH SR AR B 1M HCL
{1k,

[0509]  ELISAFRIR 5 E4%CGHDSGG (SEQ ID NO:2) tr & Wik £51:

[0510] 1) 7E4°C F7E100ul /FL oKk B2 £k 6 4 2% v (pH9.6) O/NH FHO . 1ul/FLE IR
(CGHDSGG) ~%% & -BSA (SEQ 1D NO:2) 7£4°C F7E100uL/FLAKER £ €45 22 thitk (pH9.6) 0/NH
FHO . 1ul./FLE %% (CGHDSGG) —2%4—BSA (SEQ 1D NO:2) ;8¢3) 7E4°C N {E100ul./FLERER £h A9k
22 M (pH9 . 6) 0/N FHO . Lul/FL A7 Ik C B ELTSARR - W] e Hifh 7637 C Tl 4258988 F 5 LA
100uL/FLIR I A 1IN AE3TC R RIR iR : 1: 10,0001 24T /N TG/ TgM (H+L) ~HRPLA
100uL/fLIEPBS-TweenH #f%35 1 /N o B W 20 B HIPBS—-Tweenif 473043 %1 - LL50UL/ FLIS
DA TMB , 7515 Ak 2 52 FHAEAR AR IM HC1% 1.
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(05111  [&]Ffi iy 1Y

[0512] g FHHLAARFifi 3 SL B0 0 AR A I PR AT [R] #43 BL . 7£4°C T FH1: 10,000 Ll =40/ B
IgG/TgM (H&L) HiAA LA 100uL/FLuK R #h B4 22+ (pHO . 6) AL il AR A o 50 156 I 1A
B IR ANV BRI (G288 _EiE W) (100ug/mL) «#E37°C MR GAR: 1:5,0001l F 30/
fR TGy ~HRPEK1: 10,000l £ 317N R TgMu—HRPLA1000L/FLAEPBS-TweenH §i73% /NI o T A
el IR FIPBS-Tweenitf 473043 8 LASOUL/FLUS NI TMB , 7215 Ak W 52 3 FH &8 AR AR 1) 1M
HC1f% 1k

[0513]  SPREE &l 7€ — W) A IR 2K i

[0514]  EjAbetafiAd FISE IR MR &5 & B LR I SPR I A

[0515]  A-BEAARFIZE RBARH| 5 EHA-BA0FI42)k (California Peptide,Salt Lake
City UT,USA) ¥ f# T 0KV B9 75 % 7 A BE (HFIP) A o Jd i 78 A % Bk ZHF TP 37 SpeedVac &
LA MR N T I B 1 KB AEDMS O B 44 22 5mM, 7E dH20 9 i3E — 25 F B 22 100uMFF: 37
R o 8 85 5mM DMSOBK VB M AEAN STy A F1285 7% 3 (Life Technologies Inc.,
Burlington ON,Canada) HFiFf 25 49K FE N 100uMFE7E4 C il 8 247N 28 7R 1 1l 46 SR R A

[0516]  SPRAFM#T4 FH 7> T35 F J10% 3%k 248 (MASS-1) (Sierra Sensors GmbH,Hamburg,
Germany) JEAT A SPRIN & , K FH /5y 5 P IO AN Ry 33 2 1 1 23 A A2 A A T S ek 1 )
g A A EAE oA FHSPREL 245 & I s 3E 47 A 285 77 BB B 020 0 12, HH I BSAZE & 1)
JIRA-B42 B AR FIA-BA2 5L Z AR IL A [H] 5 75 1 i 45 7 (HAC) A& X288 i (Sierrafi&as .80
GmbH , Hamburg , 78 [F) ) 5N 38 40 A H ik 2 i - 48 FSPRIATEE (ri3k) 4 & Wl e
TE IR 2% 07 38 23 #r B B A AL FImAbs , HH MR LR 3R R S B AT AE AR AR 8
(XanTec Bioanalytics GmbH,Duesseldorf,Germany) I, HA-BAOEAR  A-BA2E K A] VA
AR 2 B2 R A Y e R TR o FESPR ELFE 45 5 g, 8 ik K A-BA2 B A FIA-B4 255 JR A S
v [ 78 FEHACAHE S8R 05 1 () SR AN i 4 B b FF 9t 2 A I mAbE S T HUAR I 4 S

(05171 W] ¥ 14 F /2 U FHCSFAE i T SPRA> #ir

[0518]  w] ¥ P4 i £ B A9) FCSF i) 2 ANUBCRAT 2K 7% ik B o AUAH DG o hE 1297 Hh DA 1 AR 3 3R
5 N i 2 ZURICSE o 1T &8 M ADIF I PR 12 W7 3% T NINCDS-ADRDAARHE [5] o K CSFUS S 7 2 TR 4 5
o AE PR A5 53 B TOORL SR P /NI S I A 27 5 /N N i A7 4E-80°C .

(05191  #5)5ith : FREE N WL 2R i , B R IR N — 38 AR AR R B B 0K I TBS (Rb 78 A SR 5
% Klaval QCfJRoche DiagnosticsH)TCEDTAZE F BEHIHIFE A4 4 , 453 M 2H 23 ) e &
WEN20% (w/v) o8 FANUARET 5137 28 (3x30FP K, B[R] 45 BE 308D , BB AE UK _F3E4T) %4
P AL Z R o SRR A TBS 24 AL A it AT 2540 (70,000 X g, 9073 B) . Wi gk
EREW B FEAE-80°C MigAF 3 FHBCAZE 5 %€ (Pierce Biotechnology Inc,Rockford
IL, SE[H) i e TBSSI K M) 8 H UK

[0520] PR3 #i7 ¥ >k [ 4 44 AD i 35 4 44 4168 UG e JE 1) i 32 B A DA Aok 5 9 44 AD B35 F19
S DU BC T HE P CSFAE A A FE 20 B o 4 240 A mAb i 3R AE 2R I AT AR AR B A% 85 1Y)
SR BN b, R R ORI R S VR S AE SR 1 1808, SR 5 7E G2 Pl Hh i 29 1 2080 - it
AT 2R A o 18 I 98 25 /N BR N HR T G2 FRER 1T &5 4 A 5 2% R XU EE 2 FRL 5 6w I8, FF L
BNFEIZHE

[0521]  PFAd HXFA-BEAAR 45 S ash =
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[0522]  FEZHZREG 7% BIH MM WIRImE T K A-BA2 AR FIA-BA2 5L SRk H T B2 45 &
E o TEAR IR 1, A-BAO B AR FNA-BA2 T 54 L A 5 1k P 3 U ) RN CSFAE: i FH T 1) 2 (4l 350
SELINE

[0523]  ¥)Zkimiik

[0524] ik 2H 4085 9% b IE R 2 5 A AR BT o F PR IR BRI B 45 & o WG BN RE S FoRE
I7E [ 52 [ BRFIBSAZ B R T b — U vE 5 12080, 2R J5 (N AE 300 8D it 5 AR S8 17 22 nf
WAL M B 2 J5 T AR AR IR AR 0 3R T o 8 98 22 BSAS: [ T AN 25 I8 4T R Pl
T S ) 5 RN A 5 A AR SR 1 e AR T R 4 R N S B R

[0525]  BEORAARGE & E

[0526] 42 R K& RIIA-BA2 L TR b 7= AL [ 58 , 7 AT B & | b7 o B 5 A-B42 55 5
PRI PR LS & e S5 AR 1) 45 G e B2 EAT LR

[0527]  B&HIF S5A-BEEEAKIK 45&

[0528] iy 1 ik — DGR AIUESEA-BA2 S ARG, &, W PU AR IAT [] E , B J 3 3 21 3 Ml il 4
K F2 EA-B42 3 F K (SynAging SAS,Vandéuvre—les—Nancy, ¥ E) KR 1H L.

[0529] 4%

[0530]  ELTSAMNNA A IR 73 52 6 v [ 46 & AR AR o

[0531]  JEIHFELTSAMIA T — A v 56 PR —F0 B 5 -CGHDSGG (SEQ ID NO:2) (&I 45 &
WP . 5 EHBECGHDSGGEE & i -BSA (SEQ 1D NO:2) ML, ¥ 2 o B 1 4 45 & R IR
(CGHDSGG) ~2% & 11-BSA (SEQ 1D NO:2) .

[0532]  [E]fif o 80 B 7R K 2 v 2 0 4E TeGl . 1gG2a I gG3 Ta [ A TG . b %58 T )1 1M
FTgAvalE , (Hx A HE— P IBER,

[0533] i R M5 B iR T IR AT B 45 & W LATRIE 5 SEQ 1D NO: 2 BRI &5 & (1)
MR FE EIBER IUs.

[0534]  [&14%: ) T BERELE &I E 45 S ANELTSALE 5, I 7R B B2 45 & FIELTSALS B 2 6] 17
TEA A

[0535] o e o T MK L 25 5 tn B BT il i) % B FRAR I L ELBE IR L A-B1-42 B fA FIA-B1-42
FRARBIRE 7. a0 B R A FHSPRIFAT 455 € (B4 -GNE) 5T iR PR kAT I 45
Al e IR BT 2 TR .

[0536]  feHR(1) be% /& TaG mAb. IR e H (1) Sh B 4 & (B an /T [E A A0 JE)
[0537] %5

[0538] 303
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[0539]

R-BE  (RU) Hif-lK (RU) | Ap42 $E  RU) | Apa2 ERE (RU)
1B4 136.2 -0.1 56.5 109
2B10 171.9 6.5 4.1 69.8
3C2 74.9 2.9 1.9 116.2
3C5 790.4 795.2 7.8 59
SE10 13349 35.7 8.2 60.2
6F1 23.4 8.7 -11.6 77.9
8B2 310.1 7.6 -2.9 49.4
SE7 386.1 4.2 251 54.2
9E5 253.5 3.9 -20.1 50.8
10B9 17 -1.5 -23.2 61.9
10B10 235.2 4.6 -40.8 45.8
10G2 397.6 -0.7 61 109.8
11F10 148.8 -1.5 8.9 66.9

[0540]  ELISATiifiiik

[0541] 7298 BB BIELISATR % %5 € 15 ERERLAH L B 5 R IR G hn 4 & 1) v
B o — B3 S P XTKLH- SR A 8 4 7 IR B AT s 37 1 o IX e gl HE R 72 3 — 2P W 7 2 ok o AT A ST
JIr 3 E4) [ o 73 TR R o DR 2 A E A T Glm] e

[0542]  jEck R0 55 & AR SLIR I & 1) B4R 4 A - Wik

[0543]  {ifi AR IS5 B TR SL IR , M & A BUak el i 2 238 9% H IS S PR IR BRIk
A-BEERARFIA-BEART) HRLS &

[0544] Ik imik i) 45 RAEE3F IR . AR R T 5RRIKAI B EEK 454 EBE IR T
HA-BFEIRARTIA-BIRAKIN G55 o VT 22 T B 0 FOIR DB A Thm () S S, 3 BT A Sl B
IR A fe /D ETE RN A-BRERAA LS & B A — MOk Btk 0 T R Z2HERM AR Z 50w
B, BAAA S B R 29 0B 0,

[0545] b Fa B v b, LU AR S A1 s AR 15  FE VIR IR (S5 #4k) , BLAEIK (A4 1
16) s A-BEAR RIA-BEESRAR B IGO0 , A8 BT X RE e 1t R A7 1 R 1 255 B8 AR LR VPAL B AN v
G B RRASG  E S s, BRI e SRS A SR AL (1 B R AL e B 1) v B A et
H.

[0546] Sy fs7

[0547]  RZK ik

[0548]  fupedl 4L

[0549]  XFA VR NGO it AT e e H 20 2% WA [l e st R 2 AR g = A4, @it 5
Tl yE B A B ARG (Dako Canada Inc. ,Mississauga,ON, JIZEK) I5 & 1/ 10 & A JEEr
FEMEGLE AT LT — iR T R e i s 430 H Biolegend 1Y /)N BR B w2 (7] b 280 ok HE
TgGl.TgG2afTgG2bLh R HilE ko i 8 F16E10, LA S ade 338 00 BAR DK LA e 24k 1y i A0 v o
FrA PR Ll Ing/mLAE FH o £ = 05 N iR & VIR LI, FFAETBS-TH e 5% 3x5 73 8 Pt/ iR TG
BRI AP BE 2R 54 (1:1000, ECL) it I+ 1A JFi 5 4573 Bl SR JE AETBS-TH e 3x59>
B o 24k 2 B8 R 1 S e (i B K I, N FIDAB K 4 35f] (Vector Laboratories,
Burlington ON,MZEX) I HZAMWMKMED . HIBEBIK 75 K &E (Mayer’ s
haematoxylin) E 4L 5, /KGR E I AE G F B 5sE (Zeiss Axiovert 200M,Carl
Zeiss Canada,Toronto ON, JIEEK) FHEEIE H, IHff FLeica DC300digital camera
and software (Leica Microsystems Canada Inc.,Richmond Hill,ON) f£20F040Xi8 K5
BN LG . B B R IE (Levels Auto Correction)” fEAdobe
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PhotoshopH it K15

[0550]  CSFANHEE4)

[0551]  Z2UBCIE FRBT 7T A6 FEZR H1 4> (C04-0595) kv , M 5y L 2% K2 o Al 4L ZU4R AT 3R15 A
i 4. 23 . INUBCIER Bt 12 BT B BT 7% 9% 1 2R 9 A1 A 53 iE A PPAL (1Y) 78 28 3R 45 CSF i Wt FL 3R A5 T
UBCIIE AR FEAS B 2% R & I LV , o ELAEURBECSFRESL BT3RS T S 58 8k e @ B
6] 2 o AT BEPEADI I R 12 7 2 T-NINCDS—ADRDAR ¥ o 45 CSFUS A6 7E 58 T 4 B b L AL B L 250 %,
100ULER PN s /N, I 76 JEEAE 28 0 J5 17N N A A7 AE-80°C o

[0552] 5 Jmafb: AR E N B ZH 234 i, B J5 ¥R N — 5 AR R 1) 38T B UK [P TBS F12K H Roche
DiagnosticsHTCEDTARE [ BN HIFNVE A4 (Laval QC, INEEK) w5 15 b 4 4 Fe 8 9K i
$920% (w/v) oA FNUBERET 2122 48 (3x30FP ik it (A1 B 304D, &R AE VK _FdEAT) ¥4 2H 2R
B ACAETZ 22 M o SR JE A TBS 241 B A A ity HEAT B 2540 (70,000 X g, 9073 1) o i B BiF
W ZE 5 FE-80°C A - {8 FIBCAEE H M %€ (Pierce Biotechnology Inc,Rockford IL,
5 ) € TBS SR M H Bk FE

[0553]  CSF: &3k H 9% FHmkE FIADFNO 44 3% A ADI F8 /R 5 1 CSF o X B Hi 4k , i i SPR
155 VR FE 300008 /m1 Y A4 TG AT A i o K /N R TG R EDUAR XS R, I HLEr A SEie R 2
b2UR.

[0554]  SPRZ; 7« K>k 1 AD &35 11 A4 o £ A7) AR B A % UG FC 19 0 B T 4 i S8 B &
I FF 53 Hr o FETBS Hh 389 A0 FR) Mo 1 it 0 75 B 12 Jo A %' 4 2 (Brodmann) X3RO . 1 FH 73 5%
707 % 248 MASS-1) (Sierra Sensors GmbH,Hamburg,Germany) 34T FrA S286 , U0SL jifs
6 BT IR , >R FH 15 58 B O AN = 8Os 22 F 3 1 2 i B AR W) A% Sk S IR 25 S A ELAE
B0 AT Bk B EACIR IR 77 AR ) A0 BT B A 18 A B AT AR B IR A58 1 20 F B 3
AR b, FR R B R R ST AR SR T 1808D , SR J5 FE G2 il Hh A 25 1 208D FE R 1 P-4 il
825 /INER O IR T g G2 HR 3 111 45 6 AN A 22 B AUEE 23 BB 46 G i) B, I B AN [ 4 A i
[0555] 455

[0556]  CSFAw 25 Al o e 2H 24k

(05571 ) LA 5 B AECSFH 45 G A-BII BE 77, 1T V14 o $i EUAA) A0 ' A4 AD i F10) 2 23 i Y
TNTEZR6H o 3267 (1 BH A4 558 B th 20 7 -5 327 .

[0558]  FROAIRTHEAL T UnA ST i ik SPRIN & 1) Ffr a2k vl 2 %o 5 SR AR BRAAR ) 25 & dk
PR EH -

[0559]  THCHE RMEFEAERGH , Hor “+/-7" o 5 A M AU AR ERAS R ) Je 1, (HIE A
B BRIIEE.

[0560]  [&]16\2 7 1 5 FHEELOF A4 WL 5% 20 1 FH 14 Bt B e 4 AH LY , FH 5o 25— 1 BATE HT 44 VR
DI Bz PR gL 1) SEA

[0561]  E175E.77 T7 44 47HDSG (SEQ 1D NO: 1) [ FRIR K 72 A 1 ik 45 A A-BEE R AR AR
TR, FF HIGAR S 456 AD B 1) I 2 U A1/ 5 CSFH R A-B 6

[0562]  4n6.TAIE 16 AT, &1 %4 L& HDSG (SEQ ID NO: 1) FIFRIR IR = A i piik &G &
Fi $2 BN/ BRCSF A (I A-B , {H 7% 45 B 5 3th 5 SPR_E ) Bk 45 &, I HLI% A5 il THCRH I3 h 2%
G U R A4

[0563]  3R6: 25 A HFIEM a4
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[0564]
xo6
[0565]
YR R4k CSF R THC-PESR B
Bk AD/JE AD AD/3E AD
HPR(CGHDSGG) 25 (1B4) t 4++ +
(SEQ ID NO: 2)
28 (3C5) + ) Py 5
26 ++ - ++
30 + : ++ N/A

[0566] -y AR A —H i S i) He e b
[0567]  RK7.A-BREEARLE GRUMEINZ ik &

[0568]
Wk v B 303-3C5
RU 227 .7

[0569] st fsl8

[0570] GRS &

(05711 U v ol 1) 2% 1 A e A 1 B I BB SR A (SynAging SAS,Vanduvre—les—Nancy)
) ZR F 245 M B (7. 8nMZE2000nM) 5 3L il & b BLAR B 45 & o X B HT A mAbBE 10/ 45 2R 7R
T E18AH , /N ST IR TeGorn T- B 18BH, I 18C 7R 1 &R X 3R (CGHDSGG) (SEQ ID NO:
2) A BRI 4

[0572]  Sjifsl9

[0573]  #&/K Sh Ak [ e 21 23 e g 240 =2 5T

[0574] i FHHTIR (CGHDSGG) (SEQ ID NO:2) F=A= I Hi A P4k A w424 . % £ 3 DL R ¥ H
= THI R 7 9206 B R R U BR R AT R 45 52 A2 W - (1) Bielschowsky £R¥2: i /s Z E BELR AN
PR JRA AL 2, (1) WIRA BRTEM R A (111) taube R 230 2% B 7R 4 45 FIE S
SEDRHR S P R A% ZH 2R FH TR T i B e B A4 T T B B s B M o f% Tk 2 2R [ 5E A
10% A /R AR ZE P R LK, F-AESakura VIPZHZAALFR 28 A i ab ¥ . 2H U i 1g/ml %
R BEATIRIAA TR PR B E (AR)  BFEZ TE FEE B M P HTARGEL0 DL Kk I Pk
ol AR A BH X I . FHPUARHG BE57) (Ventana) i BT /A #i B, 7 HOptiView DAB (Ventana)
6. fFVentana Benchmark XT THCH:fhZs Fi4T4%(0 {8 FHOlympus BX45 & s 3715 K
% BME H B A M B A T AR T 2 5 H A .

[0575] 40T R8P, A8 FA & B4 2R, MR Biiaxs T B F sl R P E 5 122 4 58

54



CN 108350051 A Ww B B 49/55 i
VR FE B e S 1 e B8 2 B 1 - 6E 104 FH A BH A4 X6 1R

[0576] k8
[0577]
4 MMeEREZEPER B FER A R R UEHE
b A iR Lo NE RS
% AR H AR
25 [H PA 4
303
28 [H 4 [ 4
[HEREFORE 6E10 55 5 14 543 S

[0578]  SEjsifs10

(05791 S SRk HEG 5 1A 470 ]

[0580]  jEIdAd AR R T (ThT) 45 G AL & EATAUE K 8 1 B (AB) S A2 BEFH 1) 52 e 4 41l
PRI AP 22 D RE 1 - ABSRE 5 HH T T2 B /INABSE SR AR 0 A% 175 '3 9 Hoad i Hosg g, oF A
AR AZR AR 21 T ¥ 11 5 SR AR S AN i 1 iR A A ) 50 B 0 R A i 5 B A TR R ) A B 38 Jim o 3 AT LA
IR ThT (—FhAFFmEme 3h) E47 W, 2 H 455 B B 45 M IF R BRI  , Bk Ak
5t A KB 20 S 385nmAE A450nmFl445nmA8 N 482nm., {1 5 2 , KsAB1-42 (Bachem
Americas Inc.,Torrance,CA) VAfi A AL, 7ETris—EDTAZE K (pHT . 4) H &R I8 I
Pl B A1 96— FL I E T B (Greiner Bio—One,Monroe,NC) 7, [n] H A s &5 AR FR 1K) FAOIR Bk 72
AR B PR EAAH IS B /N R TeGHUAR R FR AU R, T B AB 142K S HT4AR i) BE KL N1 : 5. 48
ThTIH ¥ FIRAEZER N E 2400, ff FHWallac Victor3v 1420% brid i i #8
(PerkinElmer,Waltham,MA) &E/NFIC SR ThT 22 Y6 & (TE440nmAb UK , 7E486nm & 51) « BT
AL E R B S PR 28 G E, I H AR B FL A 3E— 2 ek 22 AR B Bk £LI
58

[0581] LI 19AT/R , AL ThT 5% 6 M (T ABA2 3 45 B 7R H DL e /NS e W 6 i Ji o B A
TERISTEIEAR , B DG PR 38 I Fa 2 B, & Ja 72 1 G B B, fE IR AB 4> T M2 b T
PR T AR AR B GG I ABA2 5 A AH IS/ R BRI LR B 0 R R A AR AT
25 5200 o FH I, AB42 5 AP TR B IR & 58 23] 1 SRS RE M A o B . PR e[ 25
(1B4; TgG2alrl Fh ) SRAF) 45 S B /n AE B 199 o FH T ThT 5 52 M e A5 4DLAD & s AL il A S B 1)
FAAAR L T SRR ) T A A RN 2T A 1) AB Y B A SR SR AR N AR R/ A AL B B AP EA
RCGHDSGG Y Fo A4k B 58 4= VH BR 1% I R2 8938 77 o A% FH T gG2ait 47 [A] A 2R ) HEIE 7= TG i AR
o

[0582]  Sjiifsi11

[0583]  SIZHILRAT /R 7% U R I8 e B8 97 V2 B e A 1 - 5 B P A 0 B3 P A-BBE SR AR MR B B AR
[0584]  H A5 : AN ER I IE M FEER B - T SR A (ABO) i e MR Pidk

[0585]  ¥x%: H BUAIUESE R, S5 B4 R0 I 20 4 A S, 38658 1 e s B A5 ABO TR A 1L 51 X i
20 H A 7 M & BT IR BRI (AD) R tauwdii B o e AL, 75 FR S AN B OB S PRI
5o R P ALF HER G 0% IR Be M e 25 LR, O T e e VE A R, R RE TR R Rt AR
PEABO,
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[0586] Wit/ T7ik : UNA STk R FHUHSEASAL , 5 B A ARt Ab 7131 70 1 30 J1 22 kR L
DURRAE B 1 B0 22 P R AB IR 41 4 1) JiR - R &5 ) o B4 , 554 7 X 38 m] RE B 28 T B AL 4]
JR A Y s SRR AR A TR il 2R B R TN IR R L I A o A AN 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 23U, BT iR T 2R 47
PR ZE R LR XA Bl IR AL, Hon] DUBILIX SABOMI B, H#iiA A
G4, I HTAE /N A 77 A B v B AR o 38 3 SPRAN G0 188 41 234k 2 ik AL P 04K

[0587] 45 5.

[0588] it -3l [F) Y 45 A AL K A& B ABOR BE 77 » s B X6 54N Tl R AL [ 66 1 T g G ri
AT AL, JUTAGE B ARG IR B R T IKERAB AR . 550 BRAHLE , BUAM TR I8 %6 0E 1
WS 456 AD 35 1) CSF AR AN B2 B AP H R SR BT i P ABO R 0 44 o AD i 1) 4938 2H 2R 4k 22 43 B Fo
pvivk = S NSRS A E IR N 8

[0589] 2518 it EEEEMAORAL R V= AL BAA 5RIRAD MO 3514 45 A 1) 2 1 5 Oy
PO , T X B AR B SR AT 2 A 5 3 A8 U N

[0590]  Sijstifs|12

[0591]  ERE4Mfi Il E

[0592]  mJLAFE KRR R AR B JZ 4 28 70 i 5 o ad iok o3k Bk 1 77 26 ) B Ak SR 411 1 A-B 4.2
FREMEM

[0593]  MHiAR AT A T oG &% [ M 224 1 2mg /mL )34 B o R A— B L SR AR AT A4 DA K 24k
X R, BT A- B SR A ABH 1) e b 22 OR 47 BN LK (EING) 1) 2% Fj BE R L o

[0594]  FKOFRH TRl E .

[0595]  FE =G TR & 10431 5 , 3G 77 2R M AR AR 7 22840t VB R AE 3T Cl B 54>
B SR K R B R N2 JEAC R JZ & o, HER 0 MR & 247N oA FMTT I & wT BA
SE APLIE 7.

[0596] K9
[0597]
ABO /AB BE/RLEL ABO (uL) | ABO (uM) | AB (uM) | AB (uL) | KiFRdE (uL) Z4RR (uL)
5/1 1.68 42 0.84 12.73 185.6 200
1/1 1.68 4.2 4.20 63.64 134.7 200
12 1.68 4.2 8.4 127.27 71.1 200
ABO TAE¥K: 2,2 mg/mL - 500 uM

CTRL #f4: 1,68 uL [ 5E AR Z2pPifi+ 127,3 uL PBS + 711 pL K57R%k
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[0598]
CTRL ABO: 1,68 uL ] ABO + 127,3 pL PBS + 711 pL 5 723
CTRL HNG: 1,68 pL 1] ABO + 8,4 pL HNG (100 nM J{"_%é”)é} +127,3 pL PBS +702,6 uL Frye b

(05991 {f 1 o) 5 Ha STt 451 1 R BT ok 1) 4 AR v 7 325 T 1) L " R AL 1 L B BRIk =
AR FLE PR AT 2 DK o 01 8 L A W5 38 A B SR A 3 M P A0 ) o 4 At X AR
(CGHDSGG) (SEQ ID NO:2) = [idiids .

[0600]  =zjitafs13

[0601] 4 py &P H 1) 16

[0602] AT DAJE Ik /INBR AT D i 5 78 A P o as At PACHR bR 72 AR (R P Ak 1 | A-BA 2.5 5 Ak
[ BE 1

[0603]  FEfxi % 4 (ICV) yESS BN B Z BT, B P44 A [F] B A0 HE 5 A-BA2 FE B AR % 1 DA2Ff
B 2 PPOAN TR B R B TS TR G o T HE ZH G455 B MR S A L B S B SR AR | B B A
FRITRH T R (9 an 22 AR B N LK) B9 /NBR o B, T DATE TCVYE: S 5 S A 2 AiF , 30 ) i/ B
2 54 5 PR  2E TCVIE B R AR J5 R Z04-TRIFUG , 7527 ST RS IZ R AT i i Fp 3P4
NG, 1 an /s B2 TR (SRT) 5 Y=2K 5 W 5E , Morr i s 7K 2K B 455 14 FHT 47 A 13 ) A8 73
(NOR) »

[0604]  /NER ZETEIR AR (SRT) VAL Hu T2 12 i S Dy ae Ml & (SynAging) o 1% A5 A4
FRA, P ZRR R R AR B ER) X 2 =l it — AW E YL E
i (Plexiglass corridor) R K. B K BANR B T2 E P50 ¥R RM B, 178
Z B R RV N — AN 5 AR SR N BRI ZRIE 3043 B, FETRURI T £ R 5 4 Bl R
B, 7R ML A B AT AT BARE N AN 5 o B IR H ORI TR 1 /0N BR 2 3 S U BRI == 0 HL7E T
Erh e 2 A X 23 488 (DT) +H 50K : DI = (IN-TF) / (IN+TF) , Herpr , N ZE 87 = TR 4E
IR B B] B, TR 76 0GR = AR A8 97 I B 8] B o A5 BRI A-BEE R AR S EOD T, i Al i A
JUTI B 1 of R 73 R SR o TE TCVYE S5 J5 AN ] B B) 5 14012 00 5 1 1 e v FH A5 T H At X B AR
FEAE U TEAR N FI I A-BEE SRAR BRI 3 /)

[0605] Y- B IE (SynAging) A& 3= Bl pUAN R it CLAEICZ) Al S (a0 &) 51
28] TAEICAZI IR /N R B B AR — N YRk s B, o, e DR R 2 B . A 5%
R ILAZ I N AE I SR 50 R TR AN 2 )28 B o FHEEMEA-BSE SRS IOV N A
M2, B T B ARBENAT M50 % FIREALE XS T 1% S 2970 %) o IR e B 400 1
AL ZEURFE (Aricept) AU 2 858 £ 8 7 X PR - iZ 00 e R 4L T MRt A-B
FERARF VR IEER 53— R 9 YA

[0606]  Morris/KiKE A2 55 —Fh V2 B2 A FUEE AL, 0F 57 25 () 5 S FK B I 3212, &
B T 5 D68 (SynAging) « MIZR/NRAE 2 GRS 1 R RSB 7E AN IE B K TH R I-F 6 o
EAITERNZT 6 AL BB 1% 2] R FICR A0 2 R ARG EATI 5 Sl & 2 K
T, RIS BI7K A B B3R 2P 6 00 1 0 R 080D (14 B 1) o DA 260 T 3 1 /N R 75 BBk R
DRI AR SR H PR B & (20 o8 T o KBz, el s 2 REZNR P&
W I BAERTP 6 07 B A8 XBCR B — U 5 1 (1 I 10 4 FAE Pl A e AZ R F e
FHE M A-BEFE SR ARVE S TCVIF) /N BR 75 2% 2 A1 e AZ 77 T S BB S IR H2 Ak T Hi A R
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FE PRI

(06071 SHrARA) A4 I R0 (NOR) A5 28 ) R s o5 s () 1585 47 9 LA T8 WA bL 2 s A B
2 BRI I [R]  FG S R T B B 2 JZ DhE (SynAging) o FEREE IR, L VR /DR BOR
BRI A AR R O P o 7830 87 ()R () A 2 S, oA — Nl B 0o — Ak . 304
R 8] 55 457 37 FF 10 S AR AR ZR BEAS WA B 46 9 RIS TR] o TE 85 110 5 045 3 ) 2 Bl 2 S 2R 1 )
1, IR A6 3 T8 Z I R R B A M, A-BEE SR A b B () 5 U5 sh 470 2% B HA BH S 1 A e e
15, 3 EKS 16 2 A UL I TR] SRBI 9T “ 2487 A SB” Wk o 3 mT LA 2 RN I RO N 38 5 771) (f51)
W22 Z5WR5) B B 380 %% o NORYI 52 W] LA ZE D [ iff 70w 35T 22 YR DA VEAR AR 44 1) 78 70 A S 2
b

[0608] [ 147 AMIE 2 4b, AT LASCER s 41 23 3 43 #r S fisbr 12 4% (PSD95 . SNAP25 | 2 fiph ¥ £
H) R IEPRICY) (TL-1-B) B 7/K o FETCVIES 35 3R J5 2914 R4 /NS AL BT , I FH 2R 7K o
W B 1, 3 VR I A7 T—80°C EHL 2 44T o 3 AR it () B 3 Ja A B FH BCATif 5 o {8 FHELISA
A& (Cloud—Clone Corp,USA) & Al 1 W1 B o 085, 33 S A- B SREAAR IR /I BR 5
FRICYIIRD 7 25-30% , 3 Hid ik A UK BH P X PR 2 2£90-100 % o 767 G A-BEE AR 71N
BRI 1-B 28 FE b B A B IR FE 3 N2 3435 , FF HAX RPN AR RRE BE g A WUBKEH 1 o ix 2%
M VRt 7 MHARPUARTE 2> 77K P BRI 1 0 55— Fhll & .

[0609]  Sjitifs14

[0610] 44 Py S8 5 H401 1) il 5

[0611] AT LAFERA /R %M BR P (AD) B & b 45 B A5 2 v B 7 A— B 4 T SR AR I 42 A BG 7
FFR S HE 2 . B4, F-F AAPP (51 i APP23 /N ER,) 5 N APPAITPSENT (APPPS1/NER) Y 5 £ [
N IR TH R K A-BIF HLE A5 508 1 Bl A5 2 0E A 20 70 40 45 1 8 I HA S Ve A A 2
DURR o o P B2 Pl B S SRR B B2 O o] S 3 N 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 A8 B ) 0 ) B2 5

[0612]  Sjstifs|15

[0613]  CDRlI %

[0614] e #EM E HA TgC2AE B Al AR HE Y w2 25 (303-25) FH T~ 3 B A2 4 1 CDR A ] AR
X 45

[0615] i 5  RACEAIY ™ 145 1d () /) R A B BREE 1 FL B (1gG1/1gG3/1gG2A) FAz4E (x) AJ
AR X 38T B (1) 2 RV R e 1 ) 51 dEATRT-PCR o

[0616] Y] T4 F itk 415 3F 7a B B pCR-Blunt  TT-TOPOER {4 Hh 3EAT M T , FEo 44 8 A i 4k,
FIKMFE E.coli) H,

[0617] 75U F7 i , BRELAEANEE ) 2284 B v FE AT PCRIFT L4 1 X S5 47 7E - 16 3£ PCRFH
PEERE AT T -

[0618]  CDRJFFIAEZR 10 o B HE A4 (1) o] A8 343 (1) JLA DNAJE 1 Al E B 7 A3 it 158
11,

[0619] K10
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[0620]
il CDR F 51 SEQ ID NO
iy CDR-H1 GYTFTSYW 17
CDR-H2 IDPSDSQT 18
[0621]
CDR-H3 SRGGY 19
i CDR-L1 QDINNY 20
CDR-L2 YTS 21
CDR-L3 LQYDNLWT 7.%)
[0622] %11
[0623] LA DNAJF A1 FTAT AR [X 4535 1) #9355 (1 U 41 o AR 38 IMTG/LIGM-DB , B %I e 5 [X 3k
(CDR) # n T %Ik
[0624]

[Fi] o 25 14 DNA FF7%) % AR
ATGGGATGGAGCTGTATCATCCTCTTCTTGGTAGCAACA | MGWSCIILFLVATATG
GCTACAGGTGTCCACTCCCAGGTCCAACTGCAGCAGCCT | VHSQVQLQQPGAELV
GGGGCTGAGCTGGTGAGGCCTGGGGCTTCAGTGAAGCT RPGASVKLSCKASGY
GTCCTGCAAGGCTTCTGGCTACACCTTCACCAGCTACT | TFTSYWMNWVKQRP

IgG2a GGATGAACTGGGTGAAGCAGAGGCCTGGACAAGGCCTT | GQGLEWIGMIDPSDS

SEQ ID GAATGGATTGGTATGATTGATCCTTCAGACAGTCAAA QTHYNQMFKDKATLT

NO:23., 24 CTCACTACAATCAAATGTTCAAGGACAAGGCCACATTG VDKSSSTAYLQLSSLT
ACTGTAGACAAATCCTCCAGCACAGCCTACCTGCAGCTC | SEDSAVYYCSRGGYW
AGCAGCCTGACATCTGAGGACTCTGCGGTCTATTACTGT | GQGTTLTVSS
TCAAGAGGGGGCTACTGGGGCCAAGGCACCACTCTCA
CAGTCTCCTCA
ATGAGACCGTCTATTCAGTTCCTGGGGCTCTTGTTGTTCT | MRPSIQFLGLLLFWLH
GGCTTCATGGTGCTCAGTGTGACATCCAGATGACACAGT | GAQCDIQMTQSPSSLS
CTCCATCCTCACTGTCTGCATCTCTGGGAGGCAAAGTCA | ASLGGKVTITCKASQD
CCATCACTTGCAAGGCAAGCCAAGACATTAACAACTAT | INNYIAWYQHKPGKG

EE D ATAGCTTGGTACCAACACAAGCCTGGAAAAGGTCCTAG PRQLIYYTSTLQPGIPS

NO(‘JZS 2 GCAGCTCATATATTACACATCTACATTGCAGCCAGGCA RFSGSGSGRDYSFTISD

e TCCCATCAAGGTTCAGTGGAAGTGGGTCTGGGAGAGAT LEPEDIATYYCLQYDN
TATTCCTTCACCATCAGCGACCTGGAGCCTGAAGATATT | LWTFGGGTKLEIK
GCAACTTATTATTGTCTACAGTATGATAATCTGTGGAC
GTTCGGTGGAGGCACCAAGCTGGAAATCAAA

[0625]  K12A-B“ERAI” P A AL A ERZ THIA-BF
[0626]  HDSG (SEQ ID NO:1)

[0627]  CGHDSGG. ¥R (CGHDSGG) (SEQ ID NO:2)

[0628]  HDSGY (SEQ ID NO:4)

[0629]  RHDSG (SEQ ID NO:5)
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[0630]  RHDS (SEQ ID NO:6)

[0631]  GHDSG (SEQ ID NO:7)

[0632]  GHDSGG (SEQ ID NO:8)

[0633]  GGHDSGG (SEQ ID NO:9)

[0634]  GHDSGGG (SEQ ID NO:10)

[0635]  HDSGYE (SEQ ID NO:11)

[0636]  CGHDSGGC (SEQ ID NO:12)

[0637]  RHDSGY (SEQ ID NO:13)

[0638]  DSGY (SEQ ID NO:14)

[0639]  DSGYEV (SEQ ID NO:15)

[0640]  FRHDSG (SEQ ID NO:16)

[0641]  #AR (CGHDSG-PEG2) ; CGHDSG-PEG2 (SEQ ID NO:27)

[0642] ¥R (C-PEG2-HDSGG) ; C-PEG2-HDSGG (SEQ ID NO:28)

[0643] 13

[0644]  DAEFRHDSGYEVHHQKLVFFAEDVGSNKGATIGLMVGGVVIA (SEQ ID NO:3)

[0645] R A Z M H R AN £ 0% S Tt 5] 1) N AR T A G  (H R MIZ B, A
FAE AR T BT A FF () SE Tt AH S, AR HR VB 5 7578 s G F5 78 i B ASUR 22 3K 00 RS #i0 R0 BBl A
()& e e 2[Rl 5 .

[0646]  Jir A 1A HA Wie ) - o RN L 01 FR 4 IR e 5| FH B A I N AR SL, FORE B2 ) > H
()RR A & R B R R 3 gl LA b RT B Ot 48 7R D e 5| AR RN BART 5, AT
SRt i RS T AH IS P 91 B 4 451 Gn 8 3R B b 7 R B s S AL B IR
F| (i B B/ s ER) S 185 51 BRI AL .

[0647] AU LK ) e [ AN I 52 110 32 55 it 73 2 A0 5 i 451 e PR ok, T N2 AR g A 45 7 5 3
B R B2 R RE

[0648] i B 45 $2 211 2% ik 51 H

[0649] [1]Gabriela A.N.Crespi,Stefan J.Hermans,Michael W.Parker,and Luke
A.Miles.Molecular basis for mid-region amyloid-b capture by leading
Alzheimer’ s disease immunotherapies SCIENTIFIC REPORTS|5:9649,2015|DOT:
10.1038/srep09649

[0650] [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.
[0651]  [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.

[0652] [4]Pietro Sormanni,Francesco A.Aprile,and Michele Vendruscolo.The

camsol method of rational design of protein mutants with enhanced
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solubility.Journal of Molecular Biology,427 (2) :478-490,2015.

[0653] [5]Deborah Blacker,MD,ScD;Marilyn S.Albert,PhD;Susan S.Bassett,PhD;
Rodney C.P.Go,PhD;Lindy E.Harrell ,MD,PhD;Marshai F.Folstein,MD Reliability
and Validity of NINCDS-ADRDA Criteria for Alzheimer’s Disease The National
Institute of Mental Health Genetics Initiative.Arch Neurol.1994;51 (12) :1198~
1204 .doi:10.1001/archneur.1994.00540240042014 .

[0654] [6]Hamley,I.W.PEG-Peptide Conjugates 2014;15,1543-1559;dx.doi.org/
10.1021/bm500246w

[0655]  [7]Roberts,MJ et al Chemistry for peptide and protein PEGylation 64:
116-127.

[0656] [8]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)

[0657]  [9]Y.Xiao,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.22
p.499 (2015) .

[0658] [10]A.Petkova,W.Yau,R.Tycko EXPERIMENTAL CONSTRAINTS ON QUATERNARY
STRUCTURE IN ALZHEIMER’S BETA-AMYLOID FIBRILS BIOCHEMISTRY V.45 498 2006.
[0659] [11]Yu YZ,Wang WB,Chao A,Chang Q,Liu S,Zhao M,et al.Strikingly
reduced amyloid burden and improved behavioral performance in Alzheimer s
disease mice immunized with recombinant chimeric vaccines by hexavalent
foldable A 1-15 fused to toxin-derived carrier proteins.] Alzheimers Dis
2014;41:243-60.

[0660] [12]Wang,HC;Yu,YZ;Liu,S;Zhao,M and Q Xu,Peripherally administered
sera antibodies recognizing amyloid-beta oligomers mitigate Alzheimer’ s
disease—-like pathology and cognitive decline in aged 3XTg-AD mice,Vaccine
2016.

[0661] [13]Franziska Langer,Yvonne S Eisele,Sarah K Fritschi,Matthias
Staufenbiel,lLary C Walker,Mathias Jucker (2011) Soluble A{beta}Seeds Are Potent
Inducers of Cerebral {beta}-Amyloid Deposition.] Neurosci 31:41.14488-14495
Oct.

[0662] [14]Sarah K Fritschi,Franziska Langer,Stephan A Kaeser,Luis F Maia,
Erik Portelius,Dorothea Pinotsi,Clemens F Kaminski,David T Winkler,Walter
Maetzler,Kathy Keyvani,Philipp Spitzer,Jens Wiltfang,Gabriele S Kaminski
Schierle,Henrik Zetterberg,Matthias Staufenbiel,Mathias Jucker (2014)Highly
potent soluble amyloid-B seeds in human Alzheimer brain but not cerebrospinal
fluid.Brain:a journal of neurology 137:Pt 11.2909-2915 Nov.
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ERIES

<110> ZJ& AHS EL LK

<120> JERyFEHE H B BN AR S o7 S oA e P fi i
<{130> 7685-P50440PC0O0

<150> 62/253,044

<151> 2015-11-09

<150> 62/331,925

<151> 2016-05-04

<150> 62/365,634

<151> 2016-07-22

<150> 62/393,615

<151> 2016-09-12

<160> 28

{170> PatentIn version 3.5

210> 1

211> 4

<212> PRT

213> A

<400> 1

His Asp Ser Gly

1

<210> 2

Q211> 7

<212> PRT

213> NI

220>

223> E IR E A

<400> 2

Cys Gly His Asp Ser Gly Gly

1 5

<210> 3

211> 42

<212> PRT

213> A

<400> 3

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gln Lys
1 5 10 15
Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala Ile Ile
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20 25 30

Gly Leu Met Val Gly Gly Val Val Ile Ala

35 40
<210> 4
211> 5
<212> PRT
213> FA
<400> 4
His Asp Ser Gly Tyr
1 5
<210> b5
211> 5
<212> PRT
213> BN
<400> 5
Arg His Asp Ser Gly
1 5
<210> 6
211> 4
<212> PRT
213> BN
<400> 6
Arg His Asp Ser
1
210> 7
211> 5
<212> PRT
213> NI
220>
223> E IR E A
<400> 7
Gly His Asp Ser Gly
1 5
<210> 8
211> 6
<212> PRT
213> NI
<220>
223> E IR E A
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<400> 8

Gly His Asp Ser Gly Gly
1 5

<210> 9

Q211> 7

<212> PRT

213> NI

220>
223> E IR E A
<400> 9

Gly Gly His Asp Ser Gly Gly
1 5

<210> 10

Q211> 7

<212> PRT

213> NLFH)

220>
223> H IR E A
<400> 10

Gly His Asp Ser Gly Gly Gly
1 5

<210> 11

211> 6

<212> PRT

213> BN

<400> 11

His Asp Ser Gly Tyr Glu
1 5

<210> 12

211> 8

<212> PRT

213> N3

<220>
223> H IR E A
<400> 12

Cys Gly His Asp Ser Gly Gly Cys
1 5

<210> 13

211> 6
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<212> PRT

213> HA

<400> 13

Arg His Asp Ser Gly Tyr
1 5

<210> 14

211> 4

<212> PRT

213> BN

<400> 14

Asp Ser Gly Tyr

1

<210> 15

211> 6

<212> PRT

213> BN

<400> 15

Asp Ser Gly Tyr Glu Val
1 5

<210> 16

211> 6

<212> PRT

213> BN

<400> 16

Phe Arg His Asp Ser Gly
1 5

210> 17

211> 8

<212> PRT

213> /MR

<400> 17

Gly Tyr Thr Phe Thr Ser Tyr Trp
1 5

<210> 18

211> 8

<212> PRT

213> /MR

<400> 18

Ile Asp Pro Ser Asp Ser Gln Thr
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1 5

<210> 19

211> 5

<212> PRT

213> /MR

<400> 19

Ser Arg Gly Gly Tyr

1 5

<210> 20

211> 6

<212> PRT

213> /MR

<400> 20

Gln Asp Ile Asn Asn Tyr

1 5

210> 21

211> 3

<212> PRT

213> /MAR

<400> 21

Tyr Thr Ser

1

210> 22

211> 8

<212> PRT

213> /MR

<400> 22

Leu Gln Tyr Asp Asn Leu Trp Thr

1 5

210> 23

211> 393

<212> DNA

213> /MR

<400> 23

atgggatgga gctgtatcat cctcttcttg gtagcaacag ctacaggtgt ccactcccag 60
gtccaactge agcagcectgg ggetgagetg gtgaggectg gggettcagt gaagetgtee 120
tgcaaggcett ctggectacac cttcaccage tactggatga actgggtgaa gcagaggect 180
ggacaaggcec ttgaatggat tggtatgatt gatccttcag acagtcaaac tcactacaat 240

caaatgttca aggacaaggc cacattgact gtagacaaat cctccagcac agcctacctg 300
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FF
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cagctcagca gcctgacatc tgaggactct gecggtctatt

tggggccaag gcaccactct cacagtctcce tca

<210> 24
<211> 131
<212> PRT

213> /PFEER,

<400> 24
Met Gly Trp
1
Val His Ser
Ala
35

Tyr

Pro Gly

Thr Ser
50
Glu Trp
65

Gln

Ile

Met Phe

Thr Ala Tyr
Cys
115

Ser

Tyr Tyr

Val Ser
130
<210> 25
211> 378

<212> DNA

Ser Cys

Gln
20

Ser

Val
Val
Trp Met
Gly Met
Asp

85
Gln

Lys

Leu
100

Ser Arg

213> /PFER,

<400> 25
atgagaccgt
gacatccaga
atcacttgca
ggaaaaggtc
aggttcagtg
gaagatattg
accaagctgg
<210> 26
211> 126

ctattcagtt
tgacacagtc
aggcaagcca
ctaggcagct
gaagtgggtce
caacttatta

aaatcaaa

Ile

Gln

Lys

Asn

Ile

70

Lys

Leu

Gly

Ile Leu

Leu Gln

Ser
40
Val

Leu

Trp
55
Asp Pro

Ala Thr

Ser Ser

Gly Tyr
120

cctggggcete
tccatectea
agacattaac
catatattac
tgggagagat
ttgtctacag

Phe Leu Val
10

Gln Pro

25

Cys

Gly

Lys Ala

Lys Gln
Ser
75
Val

Ser Asp
Thr
90
Thr

Leu
Leu Ser
105
Trp

Gly Gln

ttgttgttet
ctgtctgcat
aactatatag
acatctacat
tattccttca
tatgataatc

67

actgttcaag agggggctac 360

Ala Thr Ala

Ala Glu Leu
30
Gly Tyr
45

Gly

Ser

Pro Gln

60

Gln Thr His

Asp Lys Ser

Glu Ser
110

Thr

Asp

Thr
125

Gly

ggcttcatgg
ctctgggagg
cttggtacca
tgcagccagg
ccatcagcga

tgtggacgtt

Thr
15
Val

Gly

Arg

Thr Phe

Gly Leu

Asn
80

Ser

Tyr

Ser
95
Ala Val

Leu Thr

tgctcagtgt
caaagtcacc
acacaagcct
catcccatca

cctggagcecct
cggtggaggce

393

120
180
240
300
360
378
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<212> PRT

213> /PFER,

<400> 26
Met Arg Pro

1
Gly

Ala
Ile
Arg
65

Arg

Asp

Asn

Ala

Ser

Asn

50

Gln

Phe

Leu

Leu

<210> 27
211> 6
<212> PR

<213>

<220>

223>

<400> 27
Cys Gly His Asp Ser Gly

1

<210> 28
211> 6
<212> PR

<213>

<220>

223>

<400> 28
Cys His Asp Ser Gly Gly

1

Gln
Leu
35

Asn
Leu
Ser
Glu
Trp

115

T

T

Ser
Cys
20

Gly
Tyr
Tle
Gly
Pro

100
Thr

NILF5

NILF5

Ile

Asp

Gly

Ile

Tyr

Ser

85

Glu

Phe

BRI A

5

BRI F A

5

Gln

Ile

Lys

Ala

Tyr

70

Gly

Asp

Gly

Phe

Gln

Val

Trp

95

Thr

Ser

Ile

Gly

Leu

Met

Thr

40

Tyr

Ser

Gly

Ala

Gly
120

Gly
Thr
25

Tle
Gln
Thr
Arg
Thr

105
Thr

68

Leu
10

Gln
Thr
His
Leu
Asp
90

Tyr

Lys

Leu

Ser

Cys

Lys

Gln

75

Tyr

Leu

Leu

Pro

Lys

Pro

60

Pro

Ser

Cys

Glu

Phe

Ser

Ala

45

Gly

Gly

Phe

Leu

Ile
125

Trp
Ser
30

Ser
Lys
Tle
Thr
Gln

110
Lys

Leu
15
Leu

Gln

Gly

Pro

Ile

95
Tyr

His
Ser
Asp
Pro
Ser
80

Ser

Asp
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