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L. — Ptk , A5 HSEQ ID NO: 19 F AR HE P ZI M SEQ 1D NO: 21 o i B
F1), e Bk i et/ BT il Coa 5 ChaR I 45 &

2. —Fphifk, A ESEQ 1D NO: 26 7] A8 H A CDR1 ¥4 ¥ %1 L SEQ 1D NO: 27 1) 7] 48 5§
CDR2¥AJF 71 .SEQ 1D NO: 281 7] 4% H FECDR3AN /351 . FHSEQ 1D NO: 19f¥) 24 21 3947 Z HE R %
FE P E R AT AR 52 BECDRLER JF 31 . FHSEQ 1D NO: 198155316 1 o7 22 o ik vk 42k T 4 5 (1) ] AR 4%
HECDR2¥A 7 HFIEH SEQ 1D NO: 191K 94 21 102457 28 A 1 7k 5 P 6 7 1) ] AR 42 E CDR3 AT 771,
Horb B frodd s/ B4 Coa 5 CoaR M 45 &

3 BRI R VB2 Pk , Forp B B4t 401 1] B AS [R] T~ Coa iy HoAh AL 22 5B EC A4 51
FECS PR T T 4 L ) ST

4 BURE SR 1TBR 2 fiAd , Hod B S 4 & B s B SR B H btk .

5. BURIZLR B2 fidd, Jorp Br i S 2 A i s A IR A 4

6 . BRI SR 1B 20 fidds , Hodh Frid $i4d 2 1g62a Y BT gG3 AU Hi A

7. — Pl ST R UAA , H AR T ECACC R 5 00110609 1K) 428 8 7=

8. — PR T ECACC. RIS 001 L0609 7 229

9. — R AW, FL B BURE R 1B 7 AT — TR AR FE 7 74

10 BURIESRIM B A, Hop Bk ia 7 RN B R

L1 BCRIESR 10 A4, K prid s 2 R R R /M i 5 .

12. —FRER-E4) , Fo b BURIZE SR 1307 AT — T S A0 m] I 2 B AR 1C 4 20 Ak o

13 BRI SR 1209 A1, F A BT i AR e 400 B ] 8O PEAR 104 S 2 ek 1e 4 - AR A
1O 2

14. —Fh o B HIRR IR 4 F » TR L B8 40 FH b BUR B3R 1 31 7 A E — TR oAk 149 )7 71
%

15— PP G4, H b AUR SR 1307 A — TR S 4d S 25 ] 42252 (R AR 2 R

16 — Bl ST 5 A CHaR ¥ 41 i -5 H Eo A A BLAE FH G 512, BTk 77 2 A5 1 i ik 41
M2 5% T RCR R 1B TH AT — T ik .

L7 —Ffids S 4061 40 B P CoaRTE 14 1 77¥2: » BITId 77 V2 B0 55 K BT IR 41 i 2 i T BRI 2K 1
BT — T A

18 BRI EE R 1B 7 Hp AT — T BB AL il 2 — A T-¥697 B AR A R 0080 Kb Mk 4 i
w25 b i i .

19 BRI ELR 128 131 8% & WA il & — Rl FH T2 Wi B AR G085 Ko PERL 41 L 72 14
PIRG4S B AR B AR SRR S BT IR GRS A Ak, SRR T i
2R AN TR RE S () () S 5 e e R o

20 BRI ZER 1919 FH & , oA Br i/ 0 R A5 8 BT i B b e i 4 23 2% R St AE AR A ik

1T o
21 BRI R 191 F g , Horb Bir i s B0 R AT B Brid B AR AT R0 H 230 B W AE AR
HNHAT o
22 BRI EER 190 FH I , Forb Brd A DAE A N354T o
237 A AR BB BCR EER LR 7 AT — T AR A2 il & — B T2 W7 B bR R
J R A0 M B 16 08 1R 25 0 i 1 P , He R 7ERBAE B FRAT 5 T B i Al 2 13 CoaR [

2



CN 102659945 B W F E Ok #B 2/2

Y H 2 R B 52 A P 460 1 R A RS A0 5 BRI 3R 1 30 7 AT — TR oAg i A T B g
B AR5 R, % E AW AT B -

24 BRI EER 182 23 AF— TR ) FH e , H o Bl 0o e — i O MR T o

25 . G AR B SR L3207 R A — T BRI 2 4% BRAE il & — A F TR 9T B AR R
SR PR A S A ) 9 R 254 1 O
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PLC5aRT ik K E R

[0001]  AHIE ANHE H 200341 H24H H5 5 803806948. 2, K B & HF N “HiChaR#i
A Je S T 149 R BH & I FR A ) 43 R HR A o

AR St
[0002] A B K & A ChaR I 1] B T2 W Fva T 7 ik v I i

BEEAR

[0003]  RpFhtMAER F1 C3-Col¥) i R MRAR AL i T B A FRAId 8 2 (anaphy latoxins ) [
1552 FRIPH B F R A 0 B (6-9) o 1K 5 F By i B A R BRCha 5 R i i) 2 &%
R, Coart “Seax ™ A 28 PR A I, % WA A= AR 1 4 M #% AR kL 45 & 2L £ 1 /K
(granule-bound proteolytic enzymes )RS i T S BUIR B HH 2 5 AR B I A0 B 4
A8 T3 P SO ) 28 s B2 IR e o I B AT U 4 1 v ULIRT B 77 0 ChafE IR 4N EE IR 21| 40 BE IR 7K
B K T B R 4 (o PR 2 L B T e 20 e AR T 20 L IV 0 i A A 2 )
[ 4k 2= A FH DA B 5 o A 3 32 M B84 0, 7 270 M 2 NI BA 11 200 A k2 b 350 7 i A e
PE o 5 = g BE R B Coa 5| ¢ 1 NADPHEA AV 8 (1) JI S0k AVE AL o X R AR s VR T 8 5
APy 28 PE A B T S BB o 75 28 R 5G9 48 AR 5 93 IR ERE PR VE B A% DA S i AT
W E a8 25 A AR R ML PR b X B Chal 1,2].

[0004]  CHaRAm 4 B AL ft I N A sy 4 JHL A7 225 A 338 o 12 DK 2R P N AR g 45 A 3 L RS 11 15 0,
IL-8FfMe t-Leu—Phe (FMLP) 3244 R I IR 45 A G- E8 1 45 5 5244, CoaRIM &5 M 75 & T-B A
B SZAR G, e T AU A IN-R i 2 5 0 S B AN A I8 e 1) &85 M 3 B e 122 (1 48 LA v 4t
i P R 40 R (1) 5 JESME E , DA A PN C— A vty 45 R o 46 A5

[0005]  FHCHaRHEHL AT Coazs L T 1l o] LA £ CHa B A1 '3 1) S 1k 28 11 I B2 FLAS 52 i
A (R M B 4y« B4 IR, B BT DA HGAR T CoaRIK s Hi 7 Fl i Cha 2 A4 3 dds o 461 1, W095 /
00164F418 T BB 51 T CoaSZ ARN-A v ik (B 2 9-29) (M Pk AR 1m0, B w5 75 B rl L2 AR
/B R I CoaRTE 7 o

LZRAE

[0006] AKIHZEIAC LI K T —Fh 5 CoaRMIN-K i 45 #4355 LA AN 1 X 48 B AT S s P 1)
B R v RE Ak, B ] Cha 5 ChaR N 45 A 22 i LA AU - X L8 51 v [ ik L e g ik
7TF3.6C12F112D4,

[0007] PR, 7E—ANJ5 I AR K B HE A T — Bh5 CoaRIRIN- A v 45 A4 J5 LA A1 48 i 40 B
AR BEHER SUAA , Ho Bk gk BT T Cha 5 ChaRM 4 & .

[0008]  FRAIIK “4HAELANP (extracellular loop)” (K& B2 ChaRIN 8 — UL AR FF (B A
95%110) B NI/ ER (R 21753206 ) B =/ A /0 FR (5% 2265-283) .

[0009]  7E— LI SEHE T 2, Juik 5 A FECoaRI 58 M AMe 4P ER (R 17521206 ) [¥)
R BA B



N 102659945 B w Bg B 2/31 Tt

[0010]  fE 55— ANJ7 T, AR R T —Fhdudk , Brid $ 4 FIMAb T3 55 CoaR i) [F] — N R A7
BAT e B, I rp ik gD BT T Coa 5 ChaR 4 A

[0011]  AE 5 —ANT5ii, AR B He it 7 —Fhdudk , Bk gk FIMAb6C1 2.5 ChaR i [F]— A R A7
HA SRS, Herp fAds gt/ D BRI 1 Chat5 ChaRIMI 45 &

[0012]  FE 5 —ANT5 I AR SR UL T — Ptk , Brik Sk FiIMAb12D4 -5 CoaR (P [F]— AN A7
HA SRS, Herp fodd gt/ BRI 7 Chat5 ChaRIK 45 4

[0013]  7E 5 —ANJyi, AR B HRAL T — Rl 5ChaREE A 1K Fufh , Horh Huik 35 4 Phd ] 1
MAb 7F35C5aR4E 4 .

[0014] £ —ANJF i, AR R T — R 5CoaREE A A , Horh Huik 3a 4 PEd ] 1
MAb 6C125C5aRI%E 4

[00156] £ —AN i, AR IR T — R 5CoaREE A K Fuld , Horp Juik sa 4 PEd f ] 1
MAb 12D45ChaRM%5 & o

[0016] 7R B 3% 2877 THI ¥ — ML i BAR S i 77 S8 P, R A7 AECHaRE — Fh 7 1 Chak
(1) 48 Mo 40 B0 1) 2 SRR A B0 T, T8 O B4R - AR S e B D T A 4 A R R 1
(comparative binding specificity).

[0017]  S&AE 53— ANTJ7 1, AR BHRAL T — P8 & 543 I SEQ 1D NO: 19FISEQ ID NO:21
BT 7~ (8 2 51 2 A AR [ 4 2 R0/ BRCEE B 7 2 () i As , L A4 isi 2D Bl 1 Coa 5 ChaR ) 45

I
= o

[0018]  I&AE B —ANTT I, AR AHRME T —MESEDL—21 547 HSEQ 1D NO:26.SEQ
ID NO:27B%SEQ ID NO: 287 [t A] A% 8 #£CDR1 . CDR2EX CDR3ER 7 51) J A< AH 7] it CORER 2 71
R geAds , e rh fAd gD BT T Coa 5 ChaRIN 4 A

[0019]  FE—AMLERISEIE T B, Pk R 2 WA, BALIER 2 D =45 4 H H SEQ
ID NO:26.SEQ ID NO:27HISEQ ID NO: 287~ [# 7] A2 H #E CDR1 . CDR2BLCDR3A 7 71| A AH
[ () CDRIF 51

[0020]  {E—ANiE— D HLIE R ST 7 b, Bk G 2 b — AN AR BESEQ 1D NO: 19w
()R] AR 42 55 7 7 1 24 3139 . 5536 1 B4 B 102457 2 JE e 7k 3 T 8 72 11 CDRIR 5 1) o HIE 35
TUAEREE DA, B E /D=3 A EHSEQ 1D NO: 19178 1 Al AR 3255 17 51 (1) 24 5
39.55F61 . FI94F 10245 28 HE FR 7R 3 v 1 72 I CDRIR 7 971

[0021]  S&AE 5 —NTJ7 1, AR R R AL T — R0 5% 43 7 5 SEQ 1D NO:15SEQ ID NO:17ff
7N F A A ] [ AR AN/ B B Y 2 B A, Hdh B s D BN T Cha 5 ChaRIf 4 & o
[0022]  S&AE S — AT, AR HSRAL T — a2 AN 54 R HSEQ ID NO:29.SEQ
ID NO:30B%SEQ 1D NO:31J 7 7] 4% 8§ #£CDR1 . CDR2EL CDR3FR 7 51) Ji A AH [ [ CORER J2 71
(R guAds , Hrh fdd gD BT 1 Coa 5 ChaRIN 4 A

[0023]  FE—AMRERISCiE T K, Pk AR 2 DA, BALIER 2 D = A5 5 5 SEQ
ID NO:29.SEQ ID NO:30AISEQ ID NO:31Fr7=) Al A8 # # CDR1 .CDR2ELCDR3H 7 71 A AH
[ Y CDR¥R S 51

[0024]  fE— AP ULIE R SEHE 77 2, Bk 4G 2 b — AN AR FHSEQ 1D NO: 15T~
(K AT A 42 5 I 24 339 . 5526 1 B4 51 10 2457 28 R 7% 3L BT 1 72 11 CDRIR 5 1) o HIE 0
TUAEREZE DA, AR 2 /D =A AR EHSEQ 1D NO: 15T i Al AR 8285 17 51 () 24 5

5
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39,5561 F194F 102457 28 HE R 78 2 Fr 16 =2 I CDRIR 7 971

[0025] A 53— ANJ7 I, AN K R4 T —FP 4055 73 7 5 SEQ ID NO:23 & SEQ ID NO:25f
7N P B A A A ] B 42 B AT/ B B Y 2 B A He b AR /D BN ) Cha 5 ChaRIF 45 & o
[0026]  I&AE Sy —ANTT I, AR KL T — PSS 2 D— 547 HSEQ 1D NO:32,SEQ
ID NO:33B{SEQ ID NO: 3477 7] A8 4% CDR1 . CDR2EL CDRIFA J7 31| J5 A< 4 [7] it CDRFF 5 771
(R 3uAds , o rp B gD BT T Coa 5 ChaRIf 4 A

[0027]  FE—AMRLERISEHE T B, Pk AR 2 DA, BALIER 2 /D = A5 5 5 H SEQ
ID NO:32.SEQ ID NO:33FHSEQ ID NO:34Fr7~) Al 4% # # CDR1 \CDR2EL CDR3H 7 F1) H: A AH
[ FRICDRIA /7 %71

[0028]  fE—ANit— DLk L7 &b, Puis 4 20— AR FHSEQ 1D NO: 23F7R
()R] AR 42 55 IF F 1 24 5139 .55 36 1 B4 FI) 102457 28 L a7k 3L T 1 7 11 CDRIR 5 1) o HIE 0
PUEBREZ DA, AL 2 /D = AR B SEQ 1D NO: 23Fr7R 1 il AR 4255 7 51 1) 24 3
39,5561 FN94F 10245 2 AL B 7R 2 Fr 1 =2 I CDRIA 7 971

[0029]  FEANK B —AMRIER LT %, ChaRs2 ACBaR.

[0030] 7 A & BH I — AN SE Tl 77 28 v, A 0 A (59 o PR R 8 Ak 2 5 5 )
(chemoattractant) , R & CXCR1 ANCXCR2FECAA A i TL—8 , $11 51| P AL 200 . P 8 o

[0031]  FEAR B — A PLde I 5L Tt 7 S, HiAAs O o v B B A 04k o PIdte s, B S o B
HAHAPUE R A PUEBN IR LT .

[0032]  Jufd m] LA AEAT —Fi[A AL (isotype) o SR T FEAS & BH ) — AN 3E— 25 A 35 ) S
Frh FiAE R Te62a R BRI gG3 R Fridhk .

[0033]  FEA K I —AMRIE R L 7 28 b, JiAd & — ke  HMAD 7F3.MAb 6C12HIMADb
12D42H Fl 1 4E 1) B v B Brudk

[0034]  f£ 55— AT5 i, AR WL T Fh IR T ECACC, fR1E 5 001 10609 7% 58 o
[0035] £ 73— ANJ7 I, AR R T —FP{R5R T ECACC . fRF ‘5 02090226 1) 28 A5 984
[0036] £ 53— ANT7 I, AR R T — PRI T ECACC fRFE ‘5 02090227 ¥ 28 25984 o
[0037]  AJ DAFRAAM A2 , AT LLAR AR & B IS AA 1) 25 M Ak 22 AR 40 o 451, il ok AR 40 2
S EEATT LLHAFA S 45 A A — PR v 0 an st P A A7 28 8RR BR 4+ I AR R B Bt
I RIZ R AW R, LR P DL & T — M AT HITH 4+ H T RS 6 R = 1%,
T LA RE 1A T B a5 AR AT

[0038] PRI, FEAS & BH ) 55— AN T3 T, AR B A 1 — P 2 A R BH B BAR G 97 1) )
BE.

[0039]  WIRAERMEMI A, — RIS UL T A K A 25 aF i S 4 s
B RIS AW R I HRIPT DR ARSI O M KESRZN T — R SR LU
M S B R BCE AT AR PLIE I SE 7 R, B2 R a2 PE40.

[0040] S AEAK A 53— U7 I, A K SR | — P& AR R B B duAd DA B —rml il 5
KPR ICII R A

[0041] ] I 9 A 10470 AT DA AR A 4503k 6 0 B9 ATART — b 5 38 B A 12470 o 81 40, B e ) ] LA
T TR PEAR I R AR IEH) B R R IC B L

[0042]  SLAEARK I 53— J5H, AR K RAL T — R BRI ST ZZR S TS

6
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Gt B A R SR B P 5
(00431 SEAEA KB 55— T3 D AR R AL T — P 5 A A B I SR R 2 F ] 32252 1)
BARAHEY.

[0044]  SEAEAK I S5 —ANJ7 [, AR BB AL T — Pl il 4 CoaR ) 20 Mo A e AT 1) e 4
MEAE I B A R 8 T AR I I ik

[0045]  SRAEAR KA 1) 55— AN J7 T, AR B ER A 1 — B4t 20 e P9 CHaRyE T 1 7323, % 7
AR A RRE T AR A

[0046]  IBAEA K I T3 —ANJ7 T, AR AR AL T — R T B Ftd G138 Ko PRRL 41 i it
2 (migration) (IPBIRI 7 :  i% RG4S B bRAT G it FHA & W i otk

[0047]  ZR4TiR A 53T DAFE AR 1 2 , AR R B () oA B mT DL T 5 2 & R/ BlE 4 R 1A
ChaR[1I 4l .

[0048]  [RIt, FEA R B 5 — A7 AL T —FiZ W B Arx G Joh PRk 4L 2 1
IR T8 Z IR BRI B FRXT GRS R R B 0 285 e fid , I DU 2 28 5 A
FESh Z R S i e Ao

(00491 FEiS Wi 732 o A LA 25 ol G Y28 A6 V5 o 3K ARE 1) 2 A6 00V B35 458 P 497 4 T
PER M ELTSAL “= YR G 2 A U P [ L S BE I 3 B e I B2 A 8 4 BIORS: N | R AR A
I M [ 52 e I e 92 T B ar DN 2 Y G 8 A I S 5 < R RN S 5 4 PR AR DA R o AR A1 A
A P RS DTS T DA A

[0050] k[ B kit G RE S AT DLUALRE AT ART 48 » 8 0 40 JE) AL XL AR 20 s PR i
B TN s RO AT — B R4 21 R P 2 22 it B A 30 B T DA EA T AR Ah e o
) FH AR A0k O R (840 AT 7 325 (A9 e Jok o RS A 0 ik PN 568 ) e ek v 5 48 4 T DA 56
P& A, DR R AT AU S R S I A5 o

[0051]  54b, mTDAAE ARG AR , Horh 85— BuAR s 45 & T3 U 1 BB b e - il LAE Y e
FIATRIT I B4R LA 6 58 ChaR7E [ KRt G ) 52 47 .

[0052]  [RIik, ZEAR R W) 55— A7 AR AL T — 2 B Ar o R Kb PEb AL #2 1
PRI I 712 5 1% 7 VR S AR B TV IR 2 33 CHaR 1) 4 22 1R) 6 2 A 46 4F T 8 i At
AR I AR Ui iE T B baxt %, 35416 8 54 .

[0053]  7EAK A — AN S HE Ty S, ¥5 K rp R 4 B S A2 1K) 2 93 A2 ChaR AT S 1
T Im o I b , P A& — Fh S s PRI

[0054]  FEHE— DT , AR R AL T — R 67 5638 B B Rt G b 1) 28 5 587 1 75
% ARG AR AR ST B4

[0055]  FEA K WK — B 10 7 R AL T — il 845 9 1 51\ 31 238 CHaR K 4H i b 1) 7
5 TR AN AR R I (0 SR B, JLrh bR B S A AR

[0056]  {EARI%E S HE J7 4 , 23 CoaR K 4 3% K7 41 A (1 440 A 497 dur B A2z 400 e 00 40
L WG T s 200 A e A 200 A I K 00 AR B 5 0 i ) 9 2L 400 B 9 TR A DA R AR
Bl 22 40 B 5] 1 P 57 4 B AP LA AR

[0057] g A ok B BT A, 25 IR & 1 58 55 ChaR 4 45 (1) H A i A4 35 At 0 5 100 77 365, A 45l AL
BHICHaR T RE B F ] 77 RN/ B35 57 o 50 4, ) 3 3 Ad B A BE I 5 4 M A DU T DL 52
AE SRR ARPESCEAIR DhRe e B — R 455 1 M B0 a7 o PRt L A B e A0 4

7
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B 72 5 CoaR4h & B FLAA BCHARY 5, 045 52 44 D Re ) #0061 770 () it $705m) ) B i ) (s
) o AE—ASEHETT R, K PR R IK CoaR I AU B 22 BN T R385 N 275 3= A ) %
2 I B (14 CHaR B AR 57445 1Y) 1 S AU HIT W 5 S PN O S 5244 iy e A4 4110 1 771 B 5 771
AT PERAS U o TX 28 240 0t T 00 52 A 10 52 44 B 1 B IR Zh e

B 152 AR

[0058]  PE1 R R T Ao B g B AR TR S A AL 4 B RG: DU ) 45 TR o I e 25 R UL I TR 34 S i 5
BV ChaRIILL . 240 R A i

[0059] P25 R T A& ARETRIM BT B LA T Chafiiihs A6 MR 45 R

[0060]  WEI3EEIR T B S FRFUARTRINI T Chalitide&h & 177 & S Bk 4 o

[0061] B4R~ 7 G T CoaRILL . 240 i Al—ZH A0 HETF 3. 6C1 211 2D4 K] B8 v b i 44 iy
AT R IR 0 &5

[0062]  [E[55R T B SRR HUAR TR 5 4L 1 CoaRII L1 . 241 i ¥ AL Ea AL AR FH 1) 58 A Tl o
[0063] K67~ 1 B SE B HUARTE 3% Coas - T b PRI 4 e Ab 2 B AL AR 1) 56 AT o
[0064] 7RI T B FEREHUARTES (6C1 2811 2D4%f Coad T Hh 14 Fir 41 i A2 B Ak AR A
] o

[0065]  [KI8SL N 1 FE TEREFUAATES . 6C1 211 2D4 %} T -84 5t 1) v 1tk ir £ it Ak 27 ¥ Ak VR FH i
] o

[0066] [ 9aliin T MEC5aR N-AK Ui IkPEPI X i -C5aR MAb F A ChaREE YL L1 . 24 iy
45 A RS PRI IR I 25

[0067] K 9b&EIR T AFAEBRAAEAECHaR N-A U IRPEP LIS I 5EMAD  TF 3% 44k, v P ir 441 i
[FIFACS YLt 36 ) &5

[0068] K10~ T 5EMAD 7TF3.6C12H112D4 5C5aR NA %k (9-29) (“PEPT” ) L OPGH)
R FRTEL T SAKS: I (K] 45

[0069]  [&1178 TMAb 7F3.6C12H112D4 ) 7] A5 F 4 DNAFE A1) (I EL %F o

[0070]  [&12.E 78 TMAb 7F3.6C12H112D4 ) 7] A8 55 DNAFE A1) (1 EL %F

[0071]  [&13%E % TMAb TE3.6C12H11 2D4 ) 7] A8 50 55 58 19 o FU AT LX)

[0072] P14 % TMAb TE3.6C12A11 2D4 [ 7] 4% B 85 58 (9 i - FU R B Xo)

[0073] 333 i BH
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[0074]

SEQ ID NO:1
SEQ ID NO:2
SEQ ID NO:3
SEQ ID NO:4
SEQ ID NO:5
SEQ ID NO:6
SEQ ID NO:7
SEQ ID NO:8
SEQ ID NO:9
SEQ ID NO:10
SEQ ID NO:11
SEQ ID NO:12
SEQ ID NO:13
SEQ ID NO:14
SEQ ID NO:15
SEQ ID NO:16
SEQ ID NO:17

A C5aR T3

6C12 nJAZ 5285 PCR 514
6C12 7] 224245 PCR 54
6C12 nJAF FE 5% PCR 5|4
6C12 [ AZHHE PCR 5|4
7F3 A AR 424k PCR 5|4

7F3 R] A 5% PCR 514

7F3 AJ4Z HHE PCR 514

7F3 A] A FEHE PCR 5|4
12D4 "] A5 %5E PCR 514
12D4 7] A2 2% PCR 5|4
12D4 7] ZZ EHE PCR 54
12D4 "] AZ EHE PCR 514
6C12 R] 2455 (DNA)TFF )
6C12 N AR 4R H )3
6C12 1] AF FE 55 (DNA)T]
6C12 n] A2 H 4k 5 )P 51
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[0075]

SEQ ID NO:18
SEQ ID NO:19
SEQ ID NO:20
SEQ ID NO:21
SEQ ID NO:22
SEQ ID NO:23
SEQ ID NO:24
SEQ ID NO:25
SEQ ID NO:26
SEQ ID NO:27
SEQ ID NO:28
SEQ ID NO:29
SEQ ID NO:30
SEQ ID NO:31
SEQ ID NO:32
SEQ ID NO:33
SEQ ID NO:34

Bk

[0076]
[0077]
[0078]

[0079]

ChaR4: 4

7F3 ] R 245 (DNA)
7F3 MR R (R A )T
7F3 B] AF E 55 (DNA)TF)
7F3 AR EH(E AR5
12D4 0] A B 4HE(DNA)FF
12D4 7] AR 4 (R 11 ) P 5
12D4 A] A5 FEE(DNA)F 51
12D4 7] A7 B AE(ER 5 )75
7F3 A2 #EAE CDRI1 3

7F3 A] A2 H 5% CDR2 ¥

7F3 AJAF E 5% CDR3 ¥
6C12 nfAF H 5 CDR1 ¥
6C12 nJ A H 4% CDR2 ¥
6C12 Az H 4% CDR3 ¥
12D4 A] Az & 4HE CDR1
12D4 H]ZAZ H 5 CDR2 #
12D4 ] AR &k CDR3 ¥4

SEQ ID NO: 142ft T AChaRIZ LML 5.
A ChaRf) £ P /8~ Fios -

HEM 1-37
T 38- 61
HE® 62 - 71

20 M S G Kk - N- A i
i JR 5 Mg 15k
20 i N S5 R 3

10



N 102659945 B w Bg B 8/31 Tt

BEMR72-94  BEEEEAE

RIEMR 95-110  ZMISL M- 40 HRSN3A 1
HIERE 111 -132 LS

I 133.-.149 A N 45K

HHEM 150.-.174  PEIESE RIS,

RIEFR 175.-206 MG AR SNA 2
SHE 207.-227  EERR LS

RILFR 228.-.242 LA A

HIEER 243.-.264  PEJEEE R

RILMR 265.-.283 A MISP S ER- 4 SE 3
S 284.-307 MRS R

FIERS 308.-.350 4N 45 MR- C-oK S
[0081] AW IR E1E
[0082] == FR AT 3 (1) B b F H AR 1 22 2 B AE. 200047 11 H 6 H {758 T-ECACC fR 58 5 N
00110609,
[0083] A FRI6C12(6CI2M12) ) 8 b B FiAA 1) 2% 2898 7£. 2002479 H 2 [H {R 58 T-ECACC \ &
55 402090226
[0084]  P=AFRN12D4(12D4-P9) ) B o [ FiAk (1 2 528 988 AE 20024E9 A 2 H AR5 T-ECACC A%
55402090227
[0085] i i ik e MR 4R A1 A T 2% 20 T EAT 19 o IR ARAIE T AVIRSE H RS P 4735 [ 55 559
PRI 304 o 1% LA 144 m] Ak HEA 18 I 7 2% 2011 26 2K F ECACCER 1S, iX ] # AR 7EA3 BB
2 AT B AN SZ R i R 1555 521 74K
[0086]  AHRIE[SZ ik N [F) R, ABAE ARGER I B SR A0 4 3G F7 45 M0 T RV B 2R BB
I 5 LA 42 B30 0 5 5 7 B0 DA R BE () 55 2 B AT TG bR AN FL AT 5 0 . SRAS AR B 7 4
FARKRER BN T VAT, BIAT LUE B A ANBUR A B AR 3 & RNZ 4 710 % AL
T SE Tt A &%
[0087]  H va [ FIEE ZH Fifdk
[0088] A HHZE TV AE AL T WAL I AT HE AR K5 57 T-CoaRFF A R N TF3 . 6C12 R0 1 2D4 1 iR
BT R PR o AT L, IX L8 B SRR B AR (MAD) BB AL AR [ B 5E A2 PR Wi Cha 5 ChaRII 45 A - e il
& ,MAb TF372 S8 A AiHiaA .
[0089] 5 HiAth L AIHFCoaRIAE AN , TF3.6C1 2111 2D4 42 15 CoaR A N-K S &5 #4)35 LA A
X AR A I N HHAE TF36C1 211 2D4 42 = B 5 ChaR ) 55 AN 4R (B FE 17531206) KA
L A9 T, 3 T AN Y AR R B L 181 R 92 R S BR SR AR R TR AR T T 52 A&
1B TMAb 12D4 5 ChaRif) [ N o 7EAL 15 CoaRFRAZL2-FF I 45 5 Bl 72 rh M2 3] 1 IX Al il 1 FH

[0080]

11
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(Farzan et al.,J.Exp.Med.,193:1059-1065,2001).

[0090] N 2 4 I TN R i 25 R 380 76 AR A8 R A B 43 23, 3X EeMAb B A] DA [
I 285 T A 1) 4 B A1 PR BN A S 485 A 3 ) — N [X

[0091]  giardh, L4 W RMAb TF3.6C12H112D4 68 30 i 1 Al 4k 2 51 i ¥ e 44
(chemoattractant 1igand ) Ht AL LH L )T Ak o 3 28 FAth Ak 27 51 175 P T A4k (1) S 48] B0, 4%
CXCRIMCXCR2FE A TL-8 . ENA-T8HMIGPC~2, X Ff 31 il A [ () 1k 2% 5| ¥ ¥ 5% 44k
(chemoattractant receptor)HIREMIRE J4 AL 1 HAR T FIHI HLChaR 73+ Fr A B AT ) 20 I,
140 R REAS 2 1) B Ak o R S A2 BE T ] 22 A PR 4 Bl AL 22 BB P 52 AR D BE I Bt ChaR 73 F A&
TGIT I PR IR AR A IR 7 55

[0092]  fE—ANJ7IHT, AR B AL T B 45 A T CoaRIT 4R AP IR, LIE I S 4l
HNIREIR G 45 A T AN IR B I BuAE o /£ — DMLE R J7 1 A K B he it T 5 ChaR4s &
A% 5MAb TF3.6C1 211 2DA4FAAT— A Hidd — FEBOABLR Bt J5 ok i Fs e MR A
[0093] AU B it FHIY) “Pik” A0 45 58 28 4+ LA AR S0 5 ok 8 45 5 1 e AT e B, 4
Fab.F(ab’ )2, MFv X Eefifhk i BAREF T 5N PUR B AR L PR LS & 10 58 104
WT P g s

[0094]  1.Fab, %A Iulks R LM PR A A B B, st B N & A B B4 30
AR B A AR B — A SR AR B AN — AN B — BB T LA O A B

[0095]  2.Fab’ ,iiid H B JIRHE b 2 4 AN 44 L it Bl i 1930 5 m] A il — > e B 1 42
A BER — 7] LRI BUE 2 7 50 7 B BN PR - FAR B ANFab” B

[0096] 3. (Fab’)2,i#it F 5 Ik b BE B AN S04 H 3% A Bl fa 0938 SR mT LASR1 I Biid i A
Bt (Fab” ) 2x& A ZHRBEIERL I PR Fab” J Boi — 5844

[0097]  4.Fv, & NS FRn T 2 BE I 45 1 mT A% IXORTEE B 1 P A% XA 8% n i
B BAK

[0098] 5. BBEHUAAR(“SCA”) , & XN E A G U1 2 IR % B R B 1w AR X RN HE B
()R] AR X AR s AL 2 B A 0 B I8 N Lo+

[0099]  Hil/EiX 6 Fr BE A 7778 A8 A4 B2 50 - (IL 41 2, Har low and Lane,Antibodies:A
Laboratory Manual ,Cold Spring Harbor Laboratory,New York(1988),7Elt—i#EIH NZ
%)

[0100] 7R J BH o Bir s FH ) 44 18] “R A R 2 P E 5 HUE R4 4 4 41—
PSR R 8 15 o 05 58 A0 LS 40— I A 23 R ) 3R 1T R [ 49 T 2 s PR OB i -
A E R ) =S AR TR DL SR R AR R

[0101] | AR IA CoaRIP 4L L 5E 8 CoaREY & — NEL 2 AN M AN A 1 A BERAE vt
P JE AT LA 25 A R BH B S A o an SR 75 22, B TR sh i i ik n] DA R U5 T B9 1251 c DNABR AL
AR IR A IR BRI BA B O L X S H RS2 45 AT IR 00 280488 5 B AR TR
WA A (KLH) IR IRERE A A LIE A 8 A (BSA) B T 2R AR R4 S kT DAt T
M) (B AR B AR

[0102]  WiRFHE, Z wlEfuisn] DLyt — P alifl, i il i ik 45 6 2145 & T IR )
JOR 1 e Mt R SR A i dds o AR SN 57 R & oo S R op T A4 AT/ Bk 4 22 vl b
PR R B PRI H HER, Wi, Coligan,et al.,Unit 9,Current Protocols in

12
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Immunology,Wiley Interscience,1991,3FAZ%).

[0103] M| F AR ArT i 1ok 342 45 15 5% (0 40 3 A2 77 A4 70— B B AT DAl 6 B3 Dal e ik, 1 4
Bl A BB A ABAIML % 28 SR AR L LA BBV 22 28 AR (Kohler et al.Nature 256,
495-497,1975;Kozbor et al.,]J.Immunol.Methods 81,31-42,1985;Cote et al.,
Proc.Natl.Acad.Sci.USA 80,2026-2030,1983;Cole et al.,Mol.Cell Biol.62,109-
120,1984),

[0104]  ZAR&TUH T 0 7732 AT LA B4R 238 B i iR 0l 9F 3 59 55 CoaR A il 71 1 45 5 1 1
A AN, — i BT IR 93 1 55 CoaR AL A PR 455 ) AR 45 6 25 A el ) 7 V2 e Wk TR AR 28
AR R AZ AR AR RO S T 3Rk B ORI M T 1 R U448 (Huse, et al.,Science,
246:1275-1281,1989) FIsk H A A& FE (Mullinax,et al.,Proc.Nat.Acad.Sci.,87:8095-
8099,1990) fJFab Jy Bt IR & B o 1% 7 VAR AT AR B T R IA B8 5 Pl Se B B A4 45 5 1
P LA ) 2% A2 TR A 2R o M) FH A S — MR N DR AN ) 5 AR 2 25 5 AT DA Rl 3 W
5 0 R B AR I 2 AR, AE SRR 0 TR L I B R 1 Al S B R TS % Sk
Monoclonal Antibodies Hybridomas:ANew Dimension in Biological Analysis,Edited
by Roger H.Kennett,et al.,Plenum Press,1980;fIU .S.4,172,124,3F NS% .

[0105] 54k, A7 B “ NIEAL” Uk I AN [F] 20 A 10 & Al 7 10 7 V5 =2 AR I 2
B, HAFER A] A X A1 ATE 2 X B4 A (Cabily,et al.Proc.Natl.Acad.Sci.USA,81:
3273,1984) ,0or by grafting the murine—antibody complementarity determining
regions(CDRs)onto the human framework(Riechmann,et al.,Nature 332:323,1988).
[0106] AU B3 — B4Rt T A K B FCoaRFIAR B e A 10 A2 M0 T B B R & oA o £
I P A FH R 42 1] “Hr B BUAR” 15 10 02 SR [ — A A S A4 R] A2 X5 Sk 3 AS [F] RO P R 444
1658 X 2 B H) — R A4 B R] R 4 ) e CORFE A A4 o B FH B A DNASI AR A E ik & AR 4
A FH wShaw,et al.,J.Immun.,138:4534(1987),Sun,LK.,et al.,
Proc.Natl.Acad.Sci.USA,84:214-218(1987),

[0107]  AFAR[—A> BRI FUAR B 2 i VR BoAds Fr Bl mT AgE FH T 48 7 CORBE AL S ik &
Pk . “COR” B “HAMAE X" B R AR X7 4 8 SONTE B AT R 45 5 B U i) = 4E 3R 45
ATOE RN ESS o NI s = e S g o T

[0108]  fE I it FHIK) 44 1] “CORFEAE” HUAK TR () A& 22 /D FR BE A/ BURT AR &5 ) Sl i) — A B 2 A
CDRFF B — B 73 L &M R 1 A 6 0 45 58 I B2 AR AT A6 AN TR] ) 255 15 57 1P ) S 44 9 CDR
Fe B[R] U538 73 B B R ) R 18 B R A

[0109]  Z[FIWECDR P FUAAR St “ReAE” B R B2 AR AR b o “BHA” Jidd & S LCDRFP 5
fR3riAA S DA S 52 BRAR R B B S A 9 TR AA o« A Gt N B 1Bk R A2 36 P e 14 X 280
FOAS A 280 J7 7 (W Borrebaeck ,C.A. ,Antibody Engineering:A Practical Guide,
W.H.Freeman and Company,New York,1992,3 NZ% )0 AR 7 HiAE sliX B8 CORFEFEFUAA .
[0110] AT BHABARAL 1 A2 7 AR S B ) 54 B 7044 ) 4L 5% o AP T B8 TR ) AH 5% B0 o B i 4
() AN i RS ) BRI B AR AT DA 5 Jl ool AR 77 A R B () B e o oA 1) AT R 2R 1) 29 5 1R
U, 2 AR A B Te B AR BE 45 B T ChaR I BRI Coa /S AE M =il T , I A A8 72 1
R B AAR AT R B ) S L 28 P A 7 ) B B A4 2 S A A

(01111 R F A 55 CoaR (191 21 B Ay CoaR I LA L 451 a7y 45 CoaR A % Je A4 L B A% 41 Mg L B SRR
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2« 5 4 o A Tl L 2 ) 5 ) e PEMAD A L5 16 B A7 ] BLIRUA 2 AT S5 MAD
TF3.6C1 285 1 2D4[F] FE (1) BRI 2R A7 45 Fe P I A4 o B 32 A8 Bk A& (Rucker et al.,Cell
87:437-446 (1996 ) ) B HAth A 45U 2 Fn i) HoAm AR T LL22 HIMAb 7F3,6C1 281 2DA AR AT —
AR5 A7 A

[0112]  AFE 2Lt 22 5950 1 n] B8 B 0E B0 v o 04 o 15 HLAT RN A R B IS B S B Ak — A
() RE SR, 1% AT e I A 75 Wi B ] TS R CoaR Al L A0 FR (1) R 1 45 >R I 1 o SR
DA B 0 e A 5 AR R T ) B o A R B 5 L R B AS R ) B 5 R AR 45 5 1) Dk
b IR AGX A B LRSS A T [ — DN EUR B AR IR AL

[0113] i 5E B S Budds &2 115 H A AR BH 1 B8 vl B A4 1) 465 S 1R 1) 0 — N 7V 4
RN SR sy NS e NS Doy YA ) Y = L[| AN N 2 T R - R N
LB W 4R R BH ) B v B AR 2 A 4] 1 LS RS B B8 77 0 SR AR B 1) B e B A4 4
I JE 2 A B AT R A 4 P B8 v B oA A A (R AE ) B D B A7 1 AR R BH 1) B S B
A (R0 i ke e AR T A e e o R FHOE > 0 Bt mT AR AT A R BH 3% B e R U AR 1) 075 32 9 1 e
SeFE fug e TR 1 Chal5ChaRM 4 & .

[0114] T8 FIAS & BH 1 56 o B o A mT DA AR i ShRe 2B 44 , 22 R FH T 7 o o v R o
DL S 2 15 B RIS & B I B v R A — RE R 45 A e e M o IR Be Akt mT AR FH T
BRI B 1 (Herlyn,et al.,Science,232:100,1986) o Fil FH A1) 22 38 S8 B AR AT AR 77 3%
e 3 ph R R B4k (Kohler and Milstein,Nature,256:495,1975) o Hi MR B4 44 & — il
S AH O 40 B 2R B A B B e B AR b BT A AR B SRR I R S R R O 3 8 e s A o7 Tt
)RR IX X A 5458 KRS A I XA (BUR S 580 , I B YUE TSI Rr e 1 o i
Tk FAH DG 1) B v R B AR S R sl W mT DA ) - S0 0 e Y A4 o B 32 b ) S0 TR I R T 42
FREAR ) BhRR 20 e 152, DA R AR Rk S i kR 20 e s A2 1 oA o J e AR S T FH T 42 b
5 AN BN AR FR P AR TR AR R £ B S R AR IR B R S A SO R A S A4, AT RLIR )
HA 5 R T3P ) 2 58 988 A4 R[] 1R B J ke e A8 ) H A w8 o 71 20 M 2R 1) B e P AR 1)
5 Y () — A A P 3K TP A S e o A R[] — AN B s A5 A HH IR I TR o AT Je et A
FHPUMRE R 3044 , ] DA 53 A 1) 2R 1845 25 A (7] B i ke 5 2 1o e P ) 1 e o oA ) 58
I8

[0115] R FH B e 28 5 ARt ] DL AR R 47 0 J5R 1 0 18 1) B o B A o 4 2, #1143 (1) B 58
— AN BE PR B BUMRR A B v B BUARAE B AR XA S A I, B R AN R e R SUE
P45 A P SR e s R I BB o DR, BE SR B e A B ol B oAk 1) 465 - 465 1) S e A i A
FH g5, I8 o b e 2 B vl 4 ] A g BT s e

[0116]  Jd3d T AN A AT LAAR Bl 75 A B AT —MAb I o i e 8 e 45 A o s R pidd
BLo A, & Sl M AEAE 1 28 A8 R T 3RAGMAD  TR3, SR J5 Ak FR A (4] i i 2 1 K A
1) ZRAF B = AR X, R IR L m] DRI @& bl F B .

[0117]  [RIAERY , 1) FH A8 40 7 JHb 780 1 s 4 1 B 2L DNA 77 v T DA IS 1 19 7 32 P s B Hh 4
b =1 A2 X FIDNA

[0118] A% AL HiiA 5 S5MAb TF3.6C1 281 2D4 1% 7] 45 [X 8% — AN 8% % N CDRIF A%
FHIA ) A] A8 X B— AN B AN CDRIR o A DAER MR (1) 02 , 757 51 5138 v Bl (1) 7] A% [X B CDRIR ]
DA e FHT A8 B o 18 1, BEAT IR 37 7 9 B0 45 6 45 S PR B 1 o mT LA REAT IR 57 BUARG, 161
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W, AN M SR 1) 55 e 1t o DR, A — AN SET T S8 b, AT RABEAT 20 1R B, 9 AL L 2
BC3EN10. 20830/ HUACHR (1 1 OREE A7 B AN AH [RI R 45 & 45 e PRS2 50 o SR i, 76— AN 7]
IR S Ty 22, A DA S AT AR R B BRI 2 R e 2 B A 0 A9 2 AR (1) A2 425
T B WER R T RE 5 CoaR4: A {H Bl ThRE M RN 45 A s 1 A A A mT LA FAE NChaRiP) A4
W P (R 55

[0119] SR AR P DAALFR AT FHAE R SRR AR B A4 , 48] dan FH T 384 it FH 40 v I 7 PR
I 2 1

[0120]  JH%, LA T 7 21 51 3% v i 348 () A RS2 1 ] 4% X BRCDRIR , 832 (19 48 AR B AT AR )
[ /0F-20% 10 % BL5 % 2 L Bk 2 28 .

[0121]  FEAR R B A0, FF B F1 26 o s 1 AT A% XS HG o — S IO “ B AR AR IR 19
T A LAAHE 5 A AR X ZE /D204, i (1 28 250N S 3 B & /80 % . 85 % B0 % — BN , A1k
[I7E 2L R 7K 22 /0958198 %6 — BN 2 L R /72 51 o A T S L8 2 JN I A 45 A e R I QB 7
T X 38R 45 F& R PR 5 AN A R LRSS ER Y AH AR 7 571

[0122]  wT L PR R BCE 5 WL, 2 AE 5 A5 10 7 0 b BsoRe e 19 38 B 04T (R R P L 3 o X
EE IR S AT e = s e ) e e S T O 2 S o 7 T 9 ) Y o 5

[0123] AT RAUH5 HAHAT B [R5 7 4 bl sl Uil — A4 P 215 HoAt e 2 HE e — %1
Fole— N 7 FUR Z L R 5 AR 7 Z0 1 A B Z R B AT B L, IR AR 1 LU 3 1K 4
PR “Tofil 117 B XS o I 1, IR e Te i 11 B o6 RBEAE—MAH /N E 052k B 3EAT (442>
TH0MAHARB IR ) o

[0124] R IX AR A S — B0 v (R B R R B B, 49 1 2 HE 4T AR 1 LL 3%
I, A — > HARE 54— 0T FRE o, — A B8R () 4 O\ B 2k 4 3 e HE 2 S i 2 2 PR ik
IR H T R b 3 25 M e IR 96 R ekl o DRI, 050K 22 B B BT VAR R 1T e AR
F 7% i 2 T B P A N AR S T AN AR Kk o A LG A A 140 [ W PR AR 40 e R B X o T8 A 7 B L
XTHARAN B 07 18 23X — i, [ 1S S s A R A R E

[0125] R HLb 6 RE 7 ml DA s 1 R SR M0, 72458 FH 3 51 b e 3 AL e, AIC32E (149436 FH sl
BAE T, 2 fEFAGCG Wisconsin BestfitF/F AL TN, ZAL IR T FIH B4 $h 788 K
=120 S BN R4,

[0126] PRIt , Xof [R5 ¥ 4 b e RARL ) o 5301 2 2 R 28 R il 1 M2 AR ol e o B XS o 3EAT I
B b & S i B LR £ GC6 Wisconsin BestfitfE/Ff (University of
Wisconsin,U.S.A. ;Devereux et al.,1984,Nucleic Acids Research 12:387) . Athn] DA
AT HIEL B 3R A SE B AEE , (HAS R T-BLASTH /445 (M Ausubel et al.,1999ibid-
Chapter 18).FASTA(Atschul et al.,1990,].Mol.Biol.,403-410)FIGENEWORKSLL %% T2
40  BLASTHIFASTA%R B I T B R Bk 7E 4548 % (W Ausubel et al.,1999ibid,7-58 T & 7-
6071 ) ) o SR PLIZE 4 FHGCG BestfitAR {2,

[0127]  JR5& 210 [R5 %6 Be 4 AR5 12 1 T SRR I 5 5 (L2 LR RE 7 A4 B Jd i A AR 1R
THEA A R4 LRI BCA LB B AR 32 , W A8 F — P BEAH AR AR B2 e iR 44k
FEARL P B EE A R B A 4340 T B B A 0 B B b o 5 PR D 3 st 28 1 52 e 447 J2 BLOSUMB 2 45
R -BLASTHE P A (K 48 B .GOG Wisconsinfi /7w fd A dL e (st SR At B &
NRF S AR (B — P VRN W P ) o D038 i AT FHGCGRE P A i) 2 Sl 48 {1 B A 3
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PHE SR B, B FIBLOSUMB2 .

[0128]  — HEKMC &4 s AL A, gin] BAvHSE H [FYE % , DLk i 3 31— B0k %6 o 3k {4k 1d
AR N IR — BB 3 A D B R I 46 2R .

[0129] Ak ny AL

[0130]  Re A& B Hi A A UsAL 2 DL V), tH 50 A2 R FH 43 AR AR R AR e fidds , He e
A (8 N5 93 48 e R AR B AR 2D BOAS 25 2 SR A4 (1) RT AR [X T W IR 25 5 5% A AT o DR Ut 76—
AT S, AR R T — MR & bk, G5 T AR EGE Bk B 5 v RE Bk
WITF3 061281 2D4 [ = G 28 Ji 14 v 28 X0 N HE B X I3 ) 2 B 1R 7 2 LA Aok B N A4 (1) 48
E X [ RAIER TS -

[0131] " [ #3177 V248 B2 FH T N WAL A 22 1 25 Fh B 3iAd o AT LAASE FH IS 9 28 07 V2 A0 4
(a) 1 #: FHAE N T ARG AHEZER N BUAER T 31, B S () B 8 R e BB B S B 47t
A B BRAN A] AR X B A4l N B P PR AAEZE A

[0132] 55— QXA IRIFH 7 FM5 B a4 0 AT BRAT A HE B 7 DI 3 6 o X Pzt 5
TR LT RIIE AR AE

[0133] (1) [RIVETE T 43t

[0134] 5 B A VAL () Bh A7) B vl B B A4S 11 32 B RN 0 B T 8 IXC () s 1) e DA B oo 9 I e
HUAETA O AN A S i S B AR B n] AR X P B #E AT LR

[0135]  — H 5 B4 an b b B, T 5% 71 A3 2 1) [0 0 12k 3 1 ot (R0 1 v 49 B o i A | He A
AR A ), 75 ER PR 5 s HUR A A s R I E 20 B BB

[0136]  (2) A i) AN E Tt

[0137]  SRJG VP O FNI AN SUAREE 7 20 b AR IR Ak A/ BOBER e Z I A2 18, B2 7 FI )
AN PE o B30 DL IR IX PN 5 PR AE 3 9 43 Ak B o DR R 2 i) 25 O — R R IR B R
RN Gy P R , B A HE BRI 25 A IR RS, ML PR AR AE T8 PR R A
P Frie e ik o P A 1K) A DR 2R 2 AT 1) 5 75 B3 $0 78 RAT e /NI AN B 58 PR N SR E
[0138]  (3)%FIX[E]fE (Pin—region Spacing)

[0139]  HUAARBE) FT AR [X F A S5 A S8 A el o 1) I 8 T 1)~ IO 2l PR Wk ik < [A) 1
B (R IEE B )R oNEH X ARG [ Chothia et al,].Mol.Biol.196:901(1987) 1, A it HAt
DRl 22 7 AH R 5 B3 75 2410 2 BT IR R N B4 B0t IX TR B 22 -5 3 oA 1 X [A) B A AL BY 52
A AR ER AP AR & X R BE 5 O A3 1 34k 25 #4 1 & DXTR) & AHARL , DA 3 v SR AL AR
BTt

[0140]  ARHEHTIAR b , 1L P B A Fr = 4 MR S I 4 S 28 A 1 A\ Fridds (B g ) 78 )
ViR ANJEALIIHESR , Frase B0 55 85 485 ] DL ok B AR O BAS R I A Pk

[0141] AR B T 0 85 — D45 0E R IR B ik 1w A2 X 7 51 T2
R RIS T o e BT VA ARAE LR B bt -

[0142]  (1)%kH:ik

[0143]  FEZNIPUAE 7 1 v P PR ST A2 1K P AR DX AR A, B — Bl BN “ e /M TR R o iX
6 i /AR B A 5 COREE A ER N b it 75 BT AR HC AL ) e 222 , ot ke s an it B LASE 2R e 3t oy
7N » SCFF AN/ B E AT CDRES R

[0144]  JEAE [ 7] A [X A L 1) HoAth S BUR FRON “ B KSR o B A1 2 s M s 2 A
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T HL A f B S ISR BRI B AL R S BT, 6T 201 0 A [V CDRZS MR A 32 Py 9 L A7 7K
VAT T BEANKI R [Lee et al,].Biol.Chem.55:379(1971)]

[0145]  (2)3+EHAER Tt

[0146] Ry 7 A AE 1) AT AR X B AL , 75 (a) 75 4 A4 B S 4k 1 AT A2 X 731 5 (b) 1
PR NPURREZE P31, PA J (¢ ) B3 Al BRI 2H & il E 48 R A A7 45 o e /N T e KA B it
PETRIE N UEHESE 7 5 77 T3 AT vH R AR A 5 vt

[0147]  FIHE AT HEABE R B BAF AT o ENE AR oE, AR () 5 S8t
PP AR X IR T B LT 58 4 — B ] AR X SRR 7 91 LA K (b) 45 5 © H1 1) 34E 45 F 11)
Pk 3RA3 45 /15 B o AT DUAE B0 B4R 52451 &2 SYBYL Biopolymer Module®(f(Tripos
Associates) . A] PAFRISZE M5 BRI HUA AT DU A b A& A HTAE .

[0148]  MRABAERTAR AT AT R4 R e F 5 A TR AU ST 4 ) 5 s Bk i ml
AP X g ¥ B n] AR IX ) B B T NG

[0149]  HiikRF AL (isotypes)

[0150]  7E4FE B2 14 T, 0 T EATRS W 8OG I 7 4 T, — Pl 24 5 B v B BuAA m] GE B )
— i [E] 2R )  v BE BAAR B ARG o 491 T, AR 5 1) A SR R B 9 e 2 N ES - 2a Al
T3 [R] Y 1) ARAB I S5 5o B S A A0 S A S A0 BB 3 bl A IS — 1 R Y A v A A A
X PPAS[E] AR B A2 PR A3 —2a A F5 - 3[] 214 5k 56 A 250t 2 55 S0 40 o 1) S A ER 1) B
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Proc.Natl.Acad.Sci.U.S.A.,82:8653,1985;Spira,et al.,]J.Immunol .Methods,74:307,
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i CoaR(#) HoAt h BE B PP B ATV T PR A FH o

[0157] {5590 #f

[0158] P4 B 451 ik 20 771 1) 345 771 55 ChaRI 45 & nl UE B R GEE A 45 A 2 B 5
FERIEL 7 GER A H A A N A5 5 2 R0 1 o AR RT3 16 77 2 T LA Ak 5 4 (43 4
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G0 e M) FH TG A B3 i 75 AT DA SE S BCR AT DO RE 1 A BRI 1, T vPA A 4]
e A% B3 i 71) P 5 -5 A9 PR ) BB

[0159] A& AN T ik B Al A& i 77 (W, B fiNeo te , K. et al.,Cell,72:415-
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R IERN B o 0% S JUFR AL T AR AN AL (1 i “IH 57

(01651 {5l a1, AT LAAS WS 5 o 40 AE A 8 I A 48 (— DG 8 Pt pgdi il , 40
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(10 S Bk 8 BT RGP TR 58 AN R 4 B R/ BUREE T 5 AN E 1945
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AN HE NS 5 E BRI 55— > SR T 1) D IS A A s 1) 38 ANk i, Herp B RAE 5 —
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(01771 RSP IR “Bshsn)” A& — Fhdfom (55 | 51 352 BE ) CoaR&E A 1 20—
EHRERFAE I an4s 1535 PE (B QA&  J A /B simm 45 15 ) A5 530 T (Bl i FL3h MG e
R ITE  Xof 4 A 0 v 6 R ) RS RIT T Py 1N ) 75 ) A/ B A M S . B e (81 2, A7
AL I R 1 20 F) A B A 0 BA B PR S KD RET0) IO M52 » A ) sl R B 4 B 52 A i 15
I 5 (B AAs ok B AR R IR TCAR B R ) » LA B Al 52 A T ge i A& & 1 3
ER s (B aniE s AR ) o AL PRI S T S P, Bl 7R R IR A& [R50 o
(01781 PRI, AR WA B — bk U B2 7€ 55 CHaRB EATIR 45 5 FC 4 10 A2 e AR 5 B i 1
JREI 732 A FEBCAA A5 FUR BBl A At 55 CoaR B DhRE 1148 S 45 & 1 HAth 4 o - AR
AT7id AT LA AR 0 5T AR I B DU AR B 4G 5 BLC A, 47 B AN TR — A BAH AL
¥ 30 S R A e PRI AR, LR eI e Sl 4 & BO BL S AT CoaRBCE AT B Ak 45 5
BRI A E W ALTE S T PUABPUR S & F BLSChaR4s G RIS MR G BRIk, IF
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MR YA AE LG BT 8538 (1) 75 ¥ B A A 38 1) 7 v L B B ) b ARG D B0 5 A4 B B 55 ChaR 1)
Z5E o HHRT B 0] HE A (ol an sl /D KR 52 ) 5 B i) 24 0 = s> 3R 7R 140
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[0179]  JEAEAHIY

[0180]  {Apy & SEAR AL & R SRAZ 1Y, & ] TV A R B I B F0 A BUAR A SRR 97 IR
YEF o 4, WA 22 R DA S K ChaR ke AR I B 1 B AR BCes AT TR A B B2 P9 9 598 31 i (R 34
w8 A B B S CRR BROBRRAEE L O B B 1 40 e 092 T (L fVan Damme, J.et al.,
J.Exp.Med.,176:59-65(1992) ; Zachariae,C.0.C.et al.,J.Exp.Med.171:2177-2182
(1990) ; Jose,P.J.et al.,J.Exp.Med.179:881-887(1994) ) fE— NS 5 L rp , Bz RIEH
SH L=V 1 AR IR 3 (91 e B PR AL AT ML RL I ) o 78 S — N SEiE T B K R
A ANAR R AR T B A0 (1 20, SRR ChaR 1 72 e 5% GL i 41 ) i FH T304 « e85 b1 (1) 41 i
Jit T A38 304 2 B~ [RIR B2 5 5 B DU oAk B B AT 3040 o bE e T e 4t 57
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PERZZR S 6T B IR B L DR 7 B R SR AN A (B AR 2R PR o ARSI A 52 %
T 2 PE A I S R I (DL, 44, UL S. Pat . Nos . 3,817,827 3,850,75253,901,654F14,
098,876) o 2H 2% it 1K) Sy A A AR AT DA T A R B 2 W PR T3 v o Ui B BER A
TOA S R FH A9 s S A I ) 3 1 77 v AT DA TR B B o R AR IE I Bk B A BEAR P RA
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PERE RO B 98 ik B PR B A 1k R 6 SRR 5 LA 28 (M9 40, SR B0 7 Jk e R v A L
R

[0195] (b)) By dm , B o035 28 (B R KGRI R VR BT %) 2 K MR &
G ML BE AR  FEREILTE 77~ 4 R0 Rl PRI B i 0 B /NBR'YE 2% L B e PR IR R 2%
I ZE 97 5

[0196]  (c) BHEYHE R (Ba/EREAE ) , AHE R Pp b HE R BORAE Y 7E 90 5

[0197]  (d) BBk FERELL 5

[0198]  (e) BA 1 4l B2 BREL AR B IR E I M 5

[0199]1  (£) W] LLYA YT I Hodth B B A2 (A5 ChaR A SR BOR BB AR ) , Hodr AR Frfs 1 4%
T S5 S AR I, 3% AL AN JR PR T VR 1A AR S BN I IR S 8 25 A SR i R
UM R FH O R B R (A, B PR v N BE R AR ) 2 R PEIL 2 R L8 VSR T
Alzheimersdpg A S GG L5 5975 16T R 28 I 975

[0200] AR FiCoaRTLAR ] LAFE B — D ELZ AN ECAR I 45 &, I FE BT 1 S 80 Bk
()RR — DB A FAF BN

[0201]  #E—AMRER SEHETT ZH , AR ISR I T96 97 MERRE L 2 B IR I8
2R Bk

[0202] W] LA FHChaREhBE I 38 5 VG 97 B9 N B AR A 1) B i BUR 22 A4 (HAN /IR T 4
AN, 451 T I8 e 9 R P 5% A AR I A B GNATDS S BEAT T80T BRI T AN B B SR
(¥R 7 B H A Z5 036 57 (9 S0nh 52 BB R (YR T ) » I R TS 3 e S % #0161 5 LA K2 IR A2 44 T
B P S R A i o B3 H At PR T s ) S

[0203]  #4%575 K
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[0204] R A A B — AN G5 ¥0 97 (0 75 15 7 AT S & PRI s < 1T (TR ) B2 i (i
7 ) NG A PR (IR 7 S I S B 45 2

[0205] AU B — B2 A Pk B Bl DLt A3 1 i@ 42 it T4, m] DLl A
BUR A (T [FP Bz 5 ) FAh 25 W B30 570 it FH o 481 0 AR i BH () e 4 AT LA R JHE A 7 B v o
B % ve bR BuAR (B0, BR A T S54RSS I PUE , B EREA R R T CCR2FICCR3) B
AIHTTNFER I Ath R 57 28 JE 245 W0 BOR L i ot 48] 2000 7 ot A T 3R A A0 5 Bk 2 1 R 38 35k i 1 1
A T TR BUOR IT YR 9T - A R R I B B B AT DA AR MRS 29 A A, IF S
PUAE 2 AN/ B A M 2 — I A Tt

[0206]  jifi A 2= PR E A B (W& — DN E 2 MU B BY) L & AR AT
AT REIRAR BT 75 ¥R T CELAE TR ) AE FIR A 20E , 191 a4 Ao 3161 CoaR i B - EAT I 4711
RAE R B E

[0207]  HKFPeh 2GR F AT REN , B EFEEA L RIR T DOIRVKE JRE8 - 4 (1 o ik
WS BB N SULRI N B2 RS TR (Bl In& SE VAR A EAE DR E BN, XK
T FTIRTT R B AR  HoAth B & 1 25 24 J7 vt ml DUELRE ] 78 e B9 BT AR R fit ) 26
DAL R e 22 AR A B i m] LU A R I 29 & e o B AW A B AR 7 1 — 3
Jitt F o

[0208]  HR4ELE Zyak A2 LA B i Ber T 2K (I i i s U700 e ) L Tt I AR 85 BU B
oA F I — P SR BCEATTH Dh e 1 B & B 1 25 4 & 1) T DA il & T A2 B m]
FESZ I A BUEAR T o AT DA PSR R /B BEHVR A1) o A T W B FL R, 6 i () 344
A 45 WKV R ER B / 7K 5 T LRI BB TR A8 I 8RB HE Eh K R b A T - W
HEEA AT LA FE SAAATE I Ringe r 7l 1 4 - i 80 A AN AL 4 L FLIR R inger MR BN H5 K
TH o AN 573 BT ST 25 A T8 0 K VA B B HE K G2 K g2 b R 2 R R A (19
WIH TR 0 B BES R O & B8 ) i A B BRI R o 0 Dk 9 E Y T DAL 455 25 o
TGRS 7 R ) BORAE B SR B AR Bk 78 (O LT Remington” sPharmaceutical
Science,16th Edition,Mack,Ed.1980) .4 &4)n] Lh% 75 bl &AL &0 25 T 8252 (0 48 B
WA AR LA T A BORAS , B anpH R 5 Ag2 ph 25470 s PR R B 250 91 0 2 TR LALLM
S S AT ZL IR AN - AR B O A A B 7R A1 F AR B R AT DL AR B 1 A A A B
T TARAFE UL A A 18 B 3044 o A N 4 A U0 S 1 77 v P A 48 6 A e 3 2k Rl
FIT i B A v ) e AR B, I HL IR O T i 75 1 e 26 110 25 AT X e TR, AT BUR i
B BOB R 2 NG 18 1) BiEs h AT 45 25 (100, 8 55 25 S5 A ER BUINE S 0 BLER) o
[0209] it A < BH 1) B2 vl B iAd i 77 &= Y R 2 K 31 2 8 A i f AR R = , Hop s
TP R R IR B D TR AT BE MBI 0 R G T I AN N 2 K R
RECAH S 1) SIAE 5 481 20 v A 7 5 A AE i A B 78 M Pk o0 3 5 o b, R B o AR 3 4R
U FBCSR A 1 AR R R BETT AR Ak, FF FH AR ST 2 T B € o A B R BB A T LA A
ATART ) 3 A T R 2 71 & o ) B I AR A AT LA 20 . Img /kd 2127 300mg / kg , PLi% 1 A £
0.2mg/kgH|£1200mg/ kg , B PLLE R L0 . 5mg/ kg 2| 21 20mg / kg , T Kt FH— P ELZ M &,
e —REULKR.

[0210] A&t A 5 AT LAFE g, 2 3 it FH 255 A 2 b3 LA I A e 70 P LUK A I I Ji 44 5
NEIE bRXT % AR 2 7] BL A& DNABRRNATR 25 45 DNABRNAF R & 2+ HI FE 20 AT L 2
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R BRI A% R e 27 e o 3 TR A v, e rbot S A 25 WG e 51 R AA 1 9 o AT i kb
pUEE 7 Vi i i v S BN o B S R S e e b i i o VRS S G S5 DR S
(e

[0211]  ZFpTJ7vkm] LA H T4 dm s 44 A% B8 21k 9 51N 2SR 20 i Hh o 451 4, 7T DL 48
RIE ST RRAZ IR o] R R B AL Rl T A , BT DA B R B AR TN

[0212] Ll A% IR 73+ BB B Ak T8 01 B 28— R B AR I A% R 40— 1 B By 5 vl DA
TN R RS TSP- 1 ZEEF g RN AR R B Z A (Ulmer et al.,
Science 259:1745-1748(1993)) . 4k, R FR 25 5 7772 0] OB AZ IR ¥4 A% 3 % Fh 2l 4
(Williams et al.,Proc.Natl.Acad.Sci.USA 88:2726-2730(1991)),

[0213]  JpgEg i ] F T4k N Sm bl AR I AZ IR 43+ R G 72 21 Fr e M i B 2R Al vh o 7
SR IR T, ' Re I UL E 1 A M SIS 2 I A L B o 3K RS B LR 5 A SR A
T SR R S A T ORI 8 1) 21 BT I B0 A0 R Hh o o 90 B A 1) 1R 1R 40 4R T B
5E [A] [ 41 S A

[0214] B8 52 [) IRk 1 40 i S8 1Y 1) HRr R 1) 93 23 3 A4S AF 4 NI BRI o X e s A 6
i, HAA I A G B 2R = M S 31 0 2R A O s B UK (Lebkowski et al.U.S
Pat.No.5,354,678) . 5 2H I AH 20 I 55 8044 BT H A BB DA A502 21 4 0 55 0] DUAR e 4
B HEF R B 4R e 4k h (Lebkowski et al.,Mol.Cell.Biol.8:3988-3996
(1988)),

[0215] il 2H 405 7Pk G B T B 5 &5 St BUA T LM Em B LA (a3 se it — 2D
His 4% 1| A G AL AR ) ZH 257 (Dai et al.,Proc.Natl.Acad.Sci.USA 89:10892-10895
(1992)).

[0216] Wik s B AR & & T BEAT AR N B IR S b Bk I RZ R 43 1 7 1 o IX B8 3844 ]
DA A4 2 R T I Ge b B O RAT SR R iR e ) AR B ek £

[0217] R LU F R AR BB 4 F (bridging molecule) E AN M 2 T 1% R
o FHIPUA, 2 AR BT A T I DNARL 126 5 vk A T LT DL ZRE S PR 19 5 =0 Gl P4 1 1%
T4 TG 1% B 40N (Curiel et al.,Hum.Gene Ther.3:147-154(1992);Wu and Wu,
J.Biol.Chem.262:4429-4432(1987)).

(02181 54, a ok A4 Hh ok [R] Y5 40 B 1 54 Gt v LLBEAT 7 B FRXS G b 3R ik Rk 11 2L A
B o 0TI P A 4G Y BT S 6 1 4060 455 0L 20, DR1 SR 0] A S Bl 38 B 1) 7 VA R O 4
Pox L I eAE B S B E AR R,

[0219]  Z P75 v m] DABRAT M Ik 44 1 G M i 1 JE DR 6 4%, 49 2, B B Ve« — VR 2 2%
IR RE HL % AL R Y B B B o I B8 Ty VR AR AU BT BN ) (L, 1, Sambrook et
al.,Molecular Cloning:A Laboratory Manual,Cold Springs Harbour Laboratory
Press(1989)).— HIiX LA gl 4 4t , SR S 4G AT BUGT R [ B 7 I EAR KT R o — H.
XL G N AR ) G R 7 AR PUA , X e Fu AR AT DL E NG B0 5 7E 52 5 B0 A2 507 01 i) of /N
(R 2R R

[0220]  7E%EAHIiE b 44 3] “EHE” BB A7 B A7 N B R o B R 2B FE PR 1 o
FVBARTOD B, B TR AR TOD B AL (R EERR AT AT HeA i e R A B B, B
TR VBEBUP R .
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[0221]  AHE BN B STIR SO ARE 7 2 SCE SR SE IR AR AT T 12, e B A2
FIAEAS B T 5, ASBEML IR T8 T I\ AT A% 8 P 25 10 350 2 B A T A 1 T A8 A JT 18 25 SRR
BRI H i O A7 AE T3P B B AR — 373 B 2 A K B AH IS I
DN HIH

[0222]  FHLAE T (] PR S e 45114 2% 461 U B AR R B, " AN 2 DA AT 7 2 AT PR il o 2 10 P 51
WETA S % SCEN N B 1 — iR A S F

[0223]  SEji s

[0224]  FARLAITTIZ

[0225] 1. B wo R FridAe (1) A Al AN = 4 A )

[0226]  FH107L1.2CHaR%%: YL k) 40 M [ 8 14EERE 2 f& I s N 43 MCH TBL/6 B, T BI 7S IR, A i 5
ChaRR AL I B B w2 B dds (MAD ) o F Jik A Y S R IR A2 R0 o DU K i 5 B HE B i Bk 1) FH
SP2/0ZH M R B & ZH L9 ] Al FHCHaREE YLK L1 . 240  REE UL IGLL . 24 i B4 I CXCR2ER
CX3CRI(V28) W o R SZAR F JL L1 . 241 fw , Pl H 2t G 4 Lh &k IFACScan® (Becton
Dickinson&Co.,Mountain View,CA)[KI4r H7k % 515 CoaR & A= i B FRIMAD o 21 [8] S5 1T B ik
IL10], M FHFRAESRAE AT AL OMAD B £

[0227] 2. T4k 45 A4

[0228]  #E4H A C5ask [ Sigmafk.2#A 7 (St.Louis,MO).'*1-Bolton-Hunter—Fric [ M
C5ally [l NEN-Dupon t (Boston ,MA) , He A7 2200C1 /mMAS 4 S RIS P o« tnJe mi BTk B (9, 11 ]33
1TCha5 L1 . 2CHhaREE YeAA 45 4 o /T ZE1K , 7EPBSH LI Al i — R 4 4% 107 /m L 3 & 1
BT G2 M (50mM Hepes,pH 7.5, 1mM CaCl,5mM MgCl2,0.5%BSAFI0.05% & & 4k
W) o F50m1 (5x 10° ) 7K I8 T8 20 B BIAM 2 0o oh L B I N ¥4 18 5 40 7 DA S I B e
LI Cha . B A1) I NS FA 2001 o 7 200 T I B 600 81 5, FHIml5450.5M NaClif 45 &4z
PRV A M = IR & S8 5 P 2 v B 3 T 40 B S RO PR AR IR ) Coa i) i & RE1R 21T = 45
A HEZ D R4S A Coam40065 » 78850 8 & FL DA B An HE ZE 1R & <P IMH
[K110% o

[0229] 3. %% Jeik )4kt ke i

[0230] | HU N ChaR¥E YefL L. 24 I 7E xR B 3 R b ok sk, B 4% 10741 /m 1 38 . 7 24
FLAH R EE F2AR IR FL P N 23855 3246 A ¥ (Becton Dickinson & Co.,Mountain
View,CA), XTEH 7 HA3mmnE RN BN R R4 W E i (polyethylene
terepthalate membrane) il BN E AE24FLH 2135 72 (1600w A5 3% 5534
IIAAL 22 A Coa (R BT A IR 7745 ) , (143 H UK E 9 InMo K5 100 T H (100 /5 1 48 i
IR H & B TR R 228 B _E IS BUCE 32300 81 K g i - L3 VR A ek 2l Ak FmAb I\ 2]
LI BE= FERVF AL % CO2. 37 CHEFEAR HIL R 184 /NI B N % o 18 fa BUH A
I FIF ACS can®:¥ 41+ %0 o 18 5 3R B HH 30 R0 ) T 145 31 A 55 40 M -85 o A BRI AN J7 1
HAEM SRR EE M, 3500 A s AR AN A

(02311 4. vher Ui Ak 24 AL A )

[0232] 20 i fil] 4% « 'y i d 3k A 230 T 404 B 1 S UL E D BRERAS 1 A 5, SR e
Wi Z A FEIFicol1-Paque (Amersham Biosciences)H, 7E E15.2500rpm | 347 25 & 46
JEES o, XA M A JE I P 43 5 ) e Mk A0 o 7R AR IS R IR AR I £ 40 S5, 4 vp PR 41 e T
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BT REEFEIRPMTI 1640(Invitrogen Inc.)M 199(Invitrogen Inc.)f2%FCS
(HyClone)H,

[0233]  fh 2 fb A6 I < KR B 91 B A0 . 531110 g /m1 [ 371C5aR MAb6C1 2. 7F3A112D4 /N 3|
HPERTAIAL (1x 107/m1) P o SR 5K AN B35 45 3 Oum FLAE ) SR R IR R MIES 1) 24 LI A0
(Coming Inc.,NY)[ B2, 70 =18 R & 1094 AR E 5 4m AW 8 2154 W 11c5a (0. 1
F100nM) FITL-8(1.12ng/ml 11 . 2ng/m1) PN kL AL AL 2 5B T = SR G /E3TC
W5 & R PR AR 3043 B o R4 iR S BT A B R = R MR AR AL E .

[0234] 5. 554 PRI A 0

[0235]  50ug/mlFHTCHaR MAbIIA B9 278 [ A 12100 1M #5 4 “PEPT” [ C5aR N—K
1A B BRI IR (Biosource sEldridge) 1 o S8 JE N Cha 2 A i YL ) I 88 T-1 % 4 1MLy
92 1 (BSA;GibcoBRL) (1x107/ml) [ R L1 . 240 f A 45 S AR R A 100w K 4R i AE4°C I & 30
ST O 1% BSAYEHR — IR B RIIEERE AR HEIMIg6,F(ab’)2(Jackson
Immunoresearch Laboratories Inc.)HfENTE 3k (1:200) IF/EACI B 1594, M5
& 0. 1% BSARIBR IR P D3R OIS 4N B T°0.. 1 %6 BSAH I AV A B 74

[0236]  6.ELISAK M

[0237] 4 yE2E 7L (Unit 2.1)(Edited by J.F.Coligan,A.M.Kruisbeek,
D.B.Margulies,E.M.Shevach and W.Strober),John Wiley and Sons,New YorkpTHiAH)
HEATELISA . {8 2 , F1Tg/ml 2 A PBSTEMRAE 3T C A% 96 FL 1 JIRELISAMR (Maxisorp;Nunc) 1
AN, SR 5 FABSALE4 CRA WL 4 o« SR Ja B Al , ANHLAA I & ek SO S il 45 6 (1)
BEPUR TeGHUA T & o Prfi ) i 22 TMBJE 1t 711 (PharMingen) o

[0238] S5 1 : MAbFE A= Bl AT 2 20 B G 0

[0239] W3Rk @K P CoaRM) i Gtk [ 8] TP i, 28 )5 d i vt X4t A 28 0+ Fh 5
CHaR¥L YL ILL . 24N B 5 S B, fHAS 5 CX3CR1 (V28) BRCXCR2%%L YR L1 . 240 A i = 1k S M )
MADb o iX +FhMAb 4 5% A 12D4,10G1 \5H1 1 .6C12.10D4.5F3 . 7F3.8D6 . 1 IBOAIID12,

[0240] W12 —4HE G K, B8 TMAb TF35CHaREE YeiAk (L1.2C5aR) 1A H i 41 il
I, AHAS 5 CX3CR 1S YLy 40 (11 . 2V28) BLCXCR2EE YL ¥y 40 (L1 . 2CXCR2) S B o 1% LEMAD
TE34E B S0 B R BRI AR .

[0241]  SZi52 : % Cha 55 ChaR %% YL i) A 45 A 1 41 1

[0242] U3 T MAbHI] 22T 470 (K1 Cha5 ChaR i Yo A [ 45 41 85 77, IR 2 58 7RMAD TR358 4
] TP T-FRIC R Coa 5 #E YAk [0 45 4 , I FLIX B4 258 T F400nM  Cha 3R 43 (1 311
X ULYIMAD TF388 5 4= BELIT C5a 5 ChaRIf 454 JMAb 6C12RI12DAB &R T X T-RiT K C5a
5 CoaR¥G AR 45 G AR A PRI o B3 278 T MAD T 3% Cha 5 ChaRF) 45 A 1) 77 & 4k i T
] o

[0243]  SLjafs3 :MAb TF3X} A Chas 2 CoaR %% Yutd L #% 11) #lii]

[0244]  F|FHCHaR¥E L IILL . 240 M an b A I AT 4 22 B 58 . 4 7R TF3 . 6C12 M
12D4 58 4 B AR A P31 T ChaXf ChaR-L1 . 240 M AL 24 Ab A . 15 2 7RmAb 7TR3%FC5a
XFChaR-L1 . 24 ) 4k 27 R AL AR F I 770 S A e

[0245]  SEZjifEf54 :MAb TF3%t A Chaf~ S i wh Mar 41 At 32 FE 1) 41 1

[0246] 7 1xPBS(GibcoBRL) HiEHriiCsaR MAb, LA f 45 5ug/m1iE i (1K) F1EEIE M7 1 7TF 3MAD
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HOMA B R PERE AL (Lx 107/m1) o ABFEA B PR RE (TEAD I, FUINA 1x PBS) < SR J54%
A ML BN B AT 3. 0um LA K SR DR R R 11 24FL4 A4 (Corning Inc. ,NY)[¥) =, H/E=E
BN E 107 Bh o S8 a4l AN DTRCE 215 A PR A AL 27 51 55 7C5a (0 . 1 3] 100nM) )
T E SRJGAE3TCEE R AL 30 2Bt o i 41X (FACSCal ibursBD Biosciences) E
S TR B N =M R R A E

[0247] 65~ T ELEC T A B A BE  MAD 7R3 (LR IB T I BAR BT B NI % T
Hh MR 2 I A A

[0248]  sLjiafhi5 :MAb 7F3.6C12F112D4%F A Chast 5 (11 v Mk 4 3T 42 (1 461

[0249] % =Fh5ug/ml 4 C5aR MAb 7F3.6CL2H112D4 0N B MR 4 (1x 107 /ml)
FLHEA BHPEXT BE (EADIIN , AT 1x PBS) o 4R 5 45 ZH i 0N 1)1 4 3 . 0umFLAZ Y S8 PR I
R 24FLIEA DI (Corning Inc. ,NY) [ B2, FF/E = T A 107081 S8 5 B 4m A E 2
S N MR AL 22 B YICha (1. 128 1120ng/ml ) [ R 22 ARG 37 C I & v s 4m i
30438t i S A4 (FACSCalibur;BD Biosciences) 5 &8I T2 2 T 2= 1 o Mk 4 e
#HHE.

[0250] &7 &5 R S o bb T 0 R BH PR 6 BR L BT (%) = BiMAb 2R BIL HE Stsf m P s 401 g 0 )
Chail & (1Ml o 1R A2 , TEIMADZR IR H S A7 A8 B 4 1], 3 s Hp MR 4 BT B 40 B bE S JoK
g T 14045

[0251]  SLjiafhl6 :MAb 7F3.6C12H112D4%F A TL-84)S ik v feksr 48 i A% () 01 |

[0252] % =Fh5ug/mli4iC5aR MAb 7F3.6CL2H1112D4 s LA B TE3RE rkd N 2 v
Y (1x 107/ml) 3 8CE T 2445 NI L= A o AR5 A 1 PR BR (FEAB NN, RN
1x PBS) SEZE NI E 100805 SR G A CE 25 A 1L-8(1.123]1120ng/m1) 1) T
FE P, TL-8 — 5 v Mok i R T _I Bir R IA [ CXCR1RICXCR23Z A &5 A (19 A R MR 41 AL
BB ARG AESTCIME T MR 4304 % . i R 48 i (FACSCalibur;BD
Biosciences) 7E &l IR R T = R 405 E .

[0253]  [&I8SL Wi/ B A3 1) = PPMAD &I HH X P R 248 e 5 1) TL -8 A2 410161  7F 3MAD (G
BT I R AE T 16 ) 12 B A R 30, i ol 1 MR 4l e E R 2 H 9D T 565 .

[0254] ol 5E TMAB 7F 3400 il HAth b P oRE 40 i Ak 27 51 950, 45 1) /& CXCR1 I CXCR2 A4 1)
RE 7. R L IR AE PR AR oAk AR ARG T rhr , b b ks 2 S A 1) K B v PR 4 ok 2
T, 45 7] A& CXCR1ANCXCR2FCAA 1 B S 01

[0255] %1
%513 (112 ng/ml) % sl
C5a 98
[0256] IL-8 81
GCP-2 91
ENA-78 83

[0257]  SZiiE M7 :ChaR NAR UG AL (9-29) %IMAb 7E3.6C12F112D4 5 ChaR L Yeik 4 4 ¢ & 4+
PR o
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[0258]  j@Id L (FITC) 454 1 4 E PR TgG Rl iEMAb  7F3.6C12H112D4 5 CoaR%¥%
U 45 & AR SR AR 4 B3R i 5 V5 DU 5E C5aR NACHR Kk (9-29) 11 X Fh 45 & 1 88 77 . 1%
ChaR NA K (9-29) H AT £ 51 PDYGHYDDKDTLDLNTPVDK T LA K2 £F 4 Rk M “PEPT” .

[0259] &9 (a) o3 N FERIPEPT 3% A 1] = FhHiCoaR MAbH)Z G B FL A AE 100 UM
WERIPEPT, 5t Y tiATs AR E [ o

[0260]  PE9(b) &7~ T PEPT (50 MR 5 ) ASREHIHIMADL  7F3XF 44k 1 o P 41 i [ FACS B
.,

[0261]  SZjafs8:MAb 7F3.6C12H112D45C5aR NA Ik (9-29) (“PEPT” ) L OPG¥) ¢ NPk
[0262] 4 FIRI3E4TELT SAKS B I 5EMAD TF3.6C12. 12DAHIPEPT % OPGI¥) & % M - OPG %
TNFAZ A R — ARl 0, B R M 45 & T 2 B ECARTNFSF 11/ OPGL o B4R 5 1, OPGAZ i
B AR WA TS AR, e AR AR B MRS A1 1 7

[0263] ¥ 1ug/ml ¥k EHIMAD 7F3.6C1 2811 2DA1E F4ifh B (A FH T ELISAEMAb 9C1 (5 53
T-0PG) MIMAb  11B9 (W FIPEPT) A A9 B of HE o AR AR RO 2 2% 57 B G TR XUl X 4t
X BEMAD .

[0264]  [E1057”MAb TF3.6C1 211 2DAFIPEPTIC S i ,MAb  TR3FIOPGA 55138 LR N o
[0265]  SZiaff9: 3C5aR MAb 7F3.6C1 211 2DA[K 551 M &

[0266] M FEIKHLAKIK 2% <2 963 40 R B RNAH I 5E HUCHaR$TAATES \6C1 211 2D4 [ A% 1
MRy H o8 T e T3 I EREAREE ] AR X (1) 51 7, lidBiogen Inc. ll5E =FhiHiik)m]
AZX B E A A, 38 R 5B PR R B ) & - TsoStrip(Roche Cat.No.1493027) 5%
BRI R PR, 57 HEZR 1 51903k Bl Biogen Inc. & EFH, M3 51402 R4 T ik i ]
i,

[0267]  AFFpFCHARFUARRI AL UIF -

6C12: %k Kappa

6C12: FEHE IgG3

TF3: Bk Kappa
[0268]

7F3: Tk IgG2a

12D4: 5k Kappa

12D4; HEE IgG3

[0269]  FHTrizolik#(Invitrogen,Cat.No.15596—018) M Z52 I8 21 i 45 55 B RNA . 3%
A P TR TR 1 20 B RNA o R B, B AT 5x L0 4% T Im1 Trizo ik . FH200T1 & 1)y
T SR FE B o U 5 B RNAI K VA VRUZ FF FH250T1 5 T BE DT JERNA

[0270]  F) FHAMVi¥i % S5 (Promega Cat.No.M5101) S RNA(2Tg) #ill % cDNA SR G Al H
T 514 FH cDNAYE AR AR 37 386 2 ] A2 [X 1) 7 31 6 C L 232 BE ] AR [X 5147 -

[0271]  mIgkapFR15 :GATGTTTTGATGACCCAAACTCC(SEQ ID NO:2)

[0272]  mIgkapcon3’ :ACACTCATTCCTGTTGAAGCTCTTG(SEQ ID NO:3)

[0273]  6CI2FE BEM]AF X 514 :

[0274]  mIgVh25" SAGGTCCAGCTGCARCAGTC(SEQ ID NO:4)FRIVhITA
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[0275] FjE

[0276]  mIgG3con3d’ TGGGCATGAAGAACCTGG(SEQ ID NO:5)4BEX

[0277]  7TR3%2BERAFIX 514 -

[0278] mIgkapFR 15" :GATGTTTTGATGACCCAAACTCC(SEQ ID NO:6)

[0279]  mIgkapcon3’ :ACACTCATTCCTGTTGAAGCTCTTG(SEQ ID NO:7)

[0280]  7R3EEBERAZIX 514

[0281] mIgVh25  : SAGGTCCAGCTGCARCAGTC(SEQ ID NO:8)FR1 VhITA

[0282] 5%t

[0283] mIgG2acon3’ : TTTGCATGGAGGACAGGG(SEQ ID NO:9)

[0284]  12D4%%2BEM] AR X 514«

[0285] mIgkapFR15" :GATGTTTTGATGACCCAAACTCC(SEQ 1D NO:10)

[0286] mIgkapcon3’ :ACACTCATTCCTGTTGAAGCTCTTG(SEQ ID NO11)

[0287]  12D4E BER[AF X 5|4

[0288] mIgVh15  :CAGGTGCAGCTGAAGSAGTC(SEQ ID NO:12)FRIVhIB

[0289] 5ijt

[0290]  mIgG3con3’ : TGGGCATGAAGAACCTGG(SEQ 1D NO:13)4£%%EX

[0291]  HEARERIPIuE AR (Promega Cat.No M7741) 34T 54 B8E & B2 (PCR) , 1B K iR
JE60°C , LA R AET2°C LR 5 9343 %h % Fr 43 B ) L 700bp I PCR Jy B 5L kE #EpGEM-Teasy
(Promega Cat.No.A1360) 1 o432 BAN va b FF e b A B s T2 o

[0292]  fEUbFTRAOLA S5 RIF I WIR -

[0293]  6C1252%E M ZAZ[X (DNA) /771 : SEQ ID NO:14

[0294]  6C1282 %] AF X (#& 1) J¥ 51 :SEQ 1D NO:15

[0295]  6C12H ] 4% [X (DNA) /731 : SEQ ID NO:16

[0296]  6CI2H FE ] AF[X (Z5 1) P51 :SEQ 1D NO:17

[0297]  7F3%2%ER] A5 [X (DNA) 751 : SEQ 1D NO:18

[0298]  7F33REEFIAZX (2 ) 731 :SEQ ID NO:19

[0299]  7F3E & R] A% [X (DNA) 751 : SEQ 1D NO:20

[0300]  7F3EEEER]ARIX (£F1) /751 :SEQ 1D NO:21

[0301]  12D452BE M4 [X (DNA) [ %1 : SEQ 1D NO:22

[0302]  12D42BER]AZ[X (&) JF31 :SEQ 1D NO:23

[0303]  12D4E FEm[AZ[X (DNA) /751 : SEQ 1D NO:24

[0304]  12DAEFER[AZ[X (& )JFF1:SEQ ID NO:25

[0305]  SEZfafsi10: XfMAb 7F3.6C12H11 2D4 I DNAFIER [ 7 F1F — B0k AR 4T o
[0306]  Fi|HMacVector 6.5.3FL% =MiHiCsaRiiig (TF3.6C12H112D4) [¥IDNA K & 11 JF 71 .
B ClustalW(1.4) Z L XFEF T Z 9.

[0307]  (i)%%ER]AZ X DNAJFZI ) 73 #fr

[0308]  [&|11 7R T 7F3.6CL 211 2D4 ) %% 7] A% [X DNAJT FII [T EL %ot

[0309]  ClustalW(1.4) ZFHILL XM E 2] 7L T4 R

[0310] 3Sequences Aligned. Alignment Score=6612

30



CN 102659945 B w Bg B 28/31 T

[0311]
[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]

Gaps Inserted=0 Conserved Identities=315
Pairwise Alignment Mode:Slow

Pairwise Alignment Parameters:

Open Gap Penalty=10.0 Extend Gap Penalty=5.0
Multiple Alignment Parameters:

Open Gap Penalty=10.0 Extend Gap Penalty=5.0
Delay Divergent—=40% Trahsitions:Weighted
Processing time:0.4seconds

1.7F3Vk vs.6cl2Vk

Aligned Length—336 Gaps=0
Identities=320(95%)

2.7F3Vk vs.12d4Vk

Aligned Length—336 Gaps—0
Identities=320(95%)

3.6¢12Vk vs.12d4Vk

Aligned Length—336 Gaps—0
Identities=326(97%)

(i1)FEHER]AEX DNAFE (¥ 73 A

128 7R 1 7TF3.6C1 211 2D47) 55 ] A2 X DNAFE F 1 L X 6
ClustalW(1.4) ZFFIL X M3 2 T PA T 453
3Sequences Aligned. Alignment Score=5346
Gaps Inserted=3 Conserved Identities=200
Pairwise Alignment Mode:Slow

Pairwise Alignment Parameters:

Open Gap Penalty=10.0 Extend Gap Penalty=5.0
Multiple Alignment Parameters:

Open Gap Penalty=10.0 Extend Gap Penalty=5.0
Delay Divergent=40% Transitions:Weighted
Processing time:0.5seconds

1.7F3Vh vs.6c12Vh

Aligned Length—363 Gaps—0
Identities=333(91%)

2.7F3Vh vs.12d4Vh

Aligned Length—363 Gaps—3
Identities=210(57%)

3.6¢12Vh vs.12d4Vh

Aligned Length—363 Gaps—3
Identities=210(57%)
(iii)REER X EE FPFI 72
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[0350]
[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]
[0378]
[0379]
[0380]
[0381]
[0382]
[0383]
[0384]
[0385]
[0386]
[0387]
[0388]

B3R 1 7TF3.6C1 211 2D4M) 55 ] AZ X 85 1 5 B L %
ClustalW(1.4)Z FFoItb Xt 45 2] 7 LU 4548
3Sequences Aligned. Alignment Score=1902
Gaps Inserted=0 Conserved Identities=99
Pairwise Alignment Mode:Slow

Pairwise Alignment Parameters:

Open Gap Penalty=10.0 Extend Gap Penalty=0.1
Similarity Matrix:blosum

Multiple Alignment Parameters:

Open Gap Penalty=10.0 Extend Gap Penalty=0.1
Delay Divergent=40% Gap Distance=8
Similarity Matrix:blosum

Processing time:0.1seconds

1.7F3Vk vs.6cl2Vk

Aligned Length—112 Gaps—0
Identities=102(91% ) Similarities=5(4%)
2.7F3Vk vs.12d4Vk

Aligned Length—112 Gaps—=0
Identities=103(91% ) Similarities=4(3%)
3.6¢12Vkvs.12d4Vk

Aligned Length=112 Gaps=0
Identities=104(92% ) Similarities=4(3%)
(iv) EEER] AR X E A FPFIR 75

148278 T 7TF3.6C1 2011 2DAF) B85 ] A2 [X 8 [ PP AU EE X
ClustalW(1.4) % FFILL 04 B8 T Bl R 25
3Sequences Aligned. Alignment Score=1432
Gaps Inserted=2 Conserved Identities=51
Pairwise Alignment Mode:Slow

Pairwise Alignment Parameters:

Open Gap Penalty—=10.0 Extend Gap Penalty—=0.1
Similarity Matrix:blosum

Multiple Alignment Parameters:

Open Gap Penalty—10.0 Extend Gap Penalty—0.1
Delay Divergent=40% Gap Distance=8
Similarity Matrix:blosum

Processing time:0.1seconds

1.7F3Vh vs.6c12Vh

Aligned Length=—121 Gaps—=0
Identities=107(88% ) Similarities=6(4%)
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[0389] 2.7F3Vh vs.12d4Vh

[0390] Aligned Length=121 Gaps=2

[0391] Tdentities=52(42%) Similarities=25(20%)

[0392]  3.6c12Vhvs.12d4Vh

[0393] Aligned Length=121 Gaps=2

[0394] Tdentities=54(44%) Similarities=25(20%)

[0395]  ARAUIH N 7% T, REEAS GBS T2 A 1Y 4% & B RS PR ECE ], AT DA S e ik 5
it 7 22 FIT 7N W0 AR W3R4T e B A8 S A/ BB B DR G, AR SRt 7 R T A A RN
25 58 1 T RS B

[0396] 5% ik

[0397] 1.Gerard,C.and N.P.Gerard,C5A anaphylatoxin and its seven
transmembrane—segment receptor.Annual Review of Immunology,1994.12:p.775-808.
[0398] 2.Murdoch,C.and A.Finn,Chemokine receptors and their role in
inflammation and infectious diseases.Blood,2000.95(10):p.3032-43.

[0399] 3.Watanabe,H.,et al.,Analysis of Cbha receptor by monoclonal
antibody.Journal of Immunological Methods,1995.185(1):p.19-29.

[0400] 4.Pellas,T.C.,et al.,Novel CHa receptor antagonists regulate
neutrophil functions in vitro and in vivo.Journal of Immunology,1998.160(11):
p.b5616-21.

[0401] 5.Konteatis,Z.D.,et al.,Development of Cbha receptor
antagonists.Differential loss of functional responses.Journal of Immunology,
1994.153(9) :p.4200-5.

[0402] 6.Kaneko,Y.,et al.,Antagonistic peptides against human anaphylatoxin
C5a.Immunology,1995.86(1):p.149-54.

[0403] 7.Morgan,E.L.,et al.,Anti—Cha receptor antibodies.Characterization of
neutralizing antibodies specific for a peptide,C5aR—(9-29),derived from the
predicted amino—terminal sequence of the human Cba receptor.Journal of
Immunology,1993.151(1):p.377-88.

[0404] 8.Campbell,J.J.,et al.,Biology of chemokine and classical
chemoattractant receptors:differential requirements for adhesion-triggering
versus chemotactic responses in lymphoid cells.] Cell Biol,1996.134(1):p.255—
66.

[0405] 9.Heath,H.,et al.,Chemokine receptor usage by human eosinophils.The
importance of CCR3 demonstrated using an antagonistic monoclonal antibody.]
Clin Invest,1997.99(2):p.178-84.

[0406] 10.Ponath,P.D.,et al.,Molecular cloning and characterization of a
human eotaxin receptor expressed selectively on eosinophils[see comments].]
Exp Med,1996.183(6) :p.2437-48.

[0407] 11.Ponath,P.D.,et al.,Cloning of the human eosinophil
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chemoattractant,eotaxin.Expression,receptor binding,and functional properties

suggest a mechanism for the selective recruitment of eosinophils.] Clin
Invest,1996.97(3) :p.604-12.
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FFl&R
<110> G2 WRITEIRAH
<120> Pt Cc5aR Hidk&ILN A
<130> 501129
<150> USSN 60/350, 961
<151> 2002-01-25
<1l60> 34
<170> PatentIn version 3.1
[0001]
<210> 1
<211> 350
<212> PRT
<213> Homo sapiens
<400> 1

Met Asn Ser Phe Asn
1 5

Lys Asp Thr Leu Asp
20

Leu Arg Val Pro Asp
35

Leu Val Gly Val Leu
50

Tyr Thr Thr
Thr

Leu Asn

Ala
40

Ile Leu

Gly Asn Ala

55

35

Pro Asp Tyr Gly His
10

Pro Val Asp Lys Thr
25

Phe Ala
45

Leu Val Ile

Val Val Trp Val

60

Leu

Tyr Asp Asp
15

Ser Asn Thr
30

Val Val Phe

Thr Ala Phe
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[0002]

Glu

65

Ala

Val

Pro

Thr

Gln

145

Trp

Val

Ser

Leu

Ile

225

Leu

Pro

Pro

Ala

Ala

Asp

Gln

Ser

Ile

130

Asn

Gly

Arg

His

Gly

210

Leu

Lys

Tyr

Thr

Tyr

Lys

Phe

His

Leu

115

Ser

Phe

Leu

Glu

Asp

195

Phe

Leu

Val

Gln

Phe

275

Ile

Arg

Leu

His

100

Ile

Ala

Ala

Glu

180

Lys

Leu

Arg

Val

vVal

260

Leu

Asn

Thr

Ser

85

His

Leu

Asp

Leu

165

Tyr

Arg

Trp

Thr

Val

245

Thr

Leu

Cys

Ile

70

Cys

Trp

Leu

Arg

Leu

Phe

Arg

Pro

Trp

230

Ala

Gly

Leu

Cys

Asn

Leu

Pro

Asn

Phe
135

a Gly

Leu

Pro

Glu

Leu

215

Ser

Val

Ile

Asn

Ile

Ala

Ala

Phe

Met

120

Leu

Leu

Thr

Pro

Arg

200

Leu

Arg

Val

Met

Lys

280

Asn

36

Ile

Leu

Gly

105

Tyr

Leu

Ala

Ile

Lys

185

Ala

Thr

Arg

Ala

Met

265

Leu

Pro

Trp

Pro

90

Gly

Ala

Val

Trp

Pro

170

Val

Val

Leu

Ala

Ser

250

Ser

Asp

Ile

Phe

75

Ile

Ala

Ser

Phe

Ile

155

Ser

Leu

Ala

Thr

Thr

235

Phe

Phe

Ser

Ile

Leu

Leu

Ala

Ile

Lys

140

Phe

Cys

Ile

Ile

220

Arg

Phe

Leu

Leu

Tyr

Asn

Phe

Cys

Leu

125

Pro

Cys

Leu

Gly

Val
205

Cys

Ser

Ile

Glu

Cys

285

Val

Leu
Thr
Ser
110
Leu
Ile
Ala
Tyr
Val
190
Arg
Tyr
Thr
Phe
Pro
270

Val

Val

Ala

Ser

95

Ile

Leu

Trp

Val

Arg

175

Asp

Leu

Thr

Lys

Trp

255

Ser

Ser

Ala

Val

80

Ile

Leu

Ala

Cys

Ala

160

Val

Tyr

Val

Phe

Thr

240

Leu

Ser

Phe

Gly
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[0003]
290 295 300

Gln Gly Phe Gln Gly Arg Leu Arg Lys Ser Leu Pro Ser Leu Leu Arg
305 310 315 320

Asn Val Leu Thr Glu Glu Ser Val Val Arg Glu Ser Lys Ser Phe Thr
325 330 335

Arg Ser Thr Val Asp Thr Met Ala Gln Lys Thr Gln Ala Val
340 345 350

<2il> 23
<212> DNA

<213> Artificial Sequence

<220>

<223> PCR primer

<400> 2

gatgttttga tgacccaaac tcc 23
<210> 3

<211> 25

<212> DNA

<213> Artificial Sequence

<220>

<223> PCR primer

<400> 3

acactcattc ctgttgaage tcttg 25
<210> 4

<211> 20

<212> DNA
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[0004]
<213> Artificial Sequence
<220>
<223> PCR primer
<400> 4
saggtccagc tgcarcagtc 20
<210> 5
<211> 18
<212> DNA
<213> Artificial Sequence
<220>
<223> PCR primer
<400> 5
tgggcatgaa gaacctgg 18
<210> 6
<211> 23
<212> DNA
<213> Artificial Sequence
<220>
<223> PCR primer
<400> 6
23

gatgttttga tgacccaaac tcc

<210>

<211>

<212>

<213>

7
25
DNA

Artificial Sequence

38
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[0005]
<220>
<223> PCR primer
<400> 7
acactcattc ctgttgaagc tcttg 25
<210> 8
<211> 20
<212> DNA
<213> Artificial Sequence
<220>
<223> PCR primer
<400> 8
saggtccagc tgcarcagtc 20
<210> 9
<211> 18
<212> DNA
<213> Artificial Sequence
<220>
<223> PCR primer
<400> 9
18

tttgcatgga ggacaggg

<210>

<211>

<212>

<213>

10
23
DNA

Artificial Sequence

39
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[0006]
<220>
<223> PCR primer
<400> 10
gatgttttga tgacccaaac tcc 23
<210> 11
<211> 25
<212> DNA
<213> Artificial Sequence
<220>
<223> PCR primer
<400> 11
acactcattc ctgttgaagc tcttg 25
<210> 12
<211> 20
<212> DNA
<213> Artificial Sequence
<220>
<223> PCR primer
<400> 12
20

caggtgcagc tgaagsagtc

<210>

<211>

<212>

<213>

<220>

<223>

13
18
DNA

Artificial Sequence

PCR primer

40
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[0007]
<400> 13
tgggcatgaa gaacctgg 18
<210> 14
<211> 336
<212> DNA
<213> Mus musculus
<400> 14
gatgttgtga tgacccaaat tccactctcc ctgcctgtca gtcttggaga tcaaacctcce 60
atctcttgca gatctagtca gagccttata cacagtaatg gaaacaccta tttacattgg 120
tacctgcaga agccaggcecca gtctccaaag ctcecctgatcect acaaagtttc caaccgattt 1€0
tctggggtce cagacaggtt cagtggcagt ggatcaggga cagatttcac actcaagatc 240
agcagagtgg aggctgagga tatgggagtt tatttctgct ctcaaagtac acatgttcct 300
ccgacgttcg gtggaggcac caagctggaa atcaaa 336
<210> 15
<211> 112
<212> PRT
<213> Mus musculus
<400> 15
Asp Val Val Met Thr Gln Ile Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15
Asp Gln Thr Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Ile His Ser
20 25 30
Asn Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 ' 60



Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Val Val Lys Pro Gly Ala

1

5

10

15

Ser Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Arg Ser

20

25

42
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[0008]
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Met Gly Val Tyr Phe Cys Ser Gln Ser
85 90 95
Thr His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110
<210> 16
<211> 363
<212> DNA
<213> Mus musculus
<400> 16
caggttcagc tgcagcagtc tggacctgag gtggtgaagc ctggggcctc agtgaagatt 60
tcctgcaagg cttctggecta cgecattcagt aggtcectgga tgaactgggt gaagcagagg 120
cctggaaagg gtcttgagtg gattggacgg attgatgctg gagatggaga tactaaatac 180
aatgggaagt tcaagggcaa ggccacactg actgcagaca aatcctccag cacagcctac 240
atgcaactca gcagcctgac atctgaggac tctgcggtct acttctgtge aagccttctce 300
attactacgg tagtgggagc tatggactac tggggtcaag gaacctcagt caccgtctcc 360
tca 363
<210> 17
<211> 121
<212> PRT
<213> Mus musculus
<400> 17
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[0009]
Trp Met Asn Trp Val Lys Gln Arg Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Gly Arg Ile Asp Ala Gly Asp Gly Asp Thr Lys Tyr Asn Gly Lys Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80
Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys
85 90 95
Ala Ser Leu Leu Ile Thr Thr Val Val Gly Ala Met Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Ser Val Thr Val Ser Ser
115 120
<210> 18
<211> 336
<212> DNA
<213> Mus musculus
<400> 18
gatgttgtga tgacccaatc tccactctcc ctgcctgtca gtcttggaaa tcaagcctcc 60
atctcttgca gatctagtca gagccttgta cacagtaatg gaaacaccta tttacattgg 120
tacctgcaga agccaggcca gtctccaaag ctcctgatct acaaagtttc caaccgattt 180
tctggggtcc cagacaggtt cagtggcagt ggatcaggga cagatttctc actcaagatc 240
agcagagtgg aggctgagga tctgggagtt tatttctget ctcaaagtac acttgttccg 300
ctcacgttcg gtgctgggac caagctggaa ctgaaa 336
<210> 19
<211> 112
<212> PRT
<213> Mus musculus
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[0010]
<400> 19
Asp Val val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15
Asn Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Ser
20 25 30
Asn Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Prc Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Ser Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gln Ser
85 90 95
Thr Leu Val Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105 110
<210> 20
<211> 363
<212> DNA
<213> Mus musculus
<400> 20
caggttcagc tgcagcagtc tggacctgag ctggtgaagc ctggggcctc agtgaagatt 60
tcctgcaagg cttctggcta cgcattcagt aactcctgga tgaactgggt gaagcagagg 120
cctggaaagg gtcttgagtg gattggacgg atttatcctg gagatggaga tactaagtac 180
aatgggaagt tcaagggcaa ggccacactg actgcagaca aatcctccag cacagcctac 240
atgcaactca gcagcctgac atctgaggac tctgcggtct atttctgtgc aagattccta 300
cttattagta cggtaacagc cgttgactac tggggccaag gcaccactct cacagtctcce 360
tca 363
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[0011]
<210> 21
<211> 121
<212> PRT
<213> Mus musculus
<400> 21
Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Asn Ser
20 25 30
Trp Met Asn Trp Val Lys Gln Arg Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Gly Arg Ile Tyr Pro Gly Asp Gly Asp Thr Lys Tyr Asn Gly Lys Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80
Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys
85 90 95
Ala Arg Phe Leu Leu Ile Ser Thr Val Thr Ala Val Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Thr Leu Thr Val Ser Ser
115 120
<210> 22
<211> 336
<212> DNA
<213> Mus musculus
<400> 22
60

gatgttgtga tgacccaaac tccactctcc ctgectgtca gtcttggaga tcaagcctcce

45
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[0012]
atctcttgta gatctagtca gagccttgta cacagtagtg gaaacaccta tttacattgg 120
tacctgcaga agccaggcca gtctccaaag ctcctgatct acaaagtctc caaccgattt 180
tctggggtcec cagacaggtt cagtggcagt ggatcaggga cacatttcac actcaagatc 240
agcagagtgg aggctgagga tctgggaatt tatttctget ctcaaagtac acttgttcct 300
ccgacgttcg gtggaggcac caagctggaa atcaaa 336
<210> 23
<211> 112
<212> PRT
<213> Mus musculus
<400> 23
Zsp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15
Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Ser
20 25 30
Ser Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr His Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Phe Cys Ser Gln Ser
85 90 95
Thr Leu Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110
<210> 24
<211> 357



47

CN 102659945 B }—%-— yu %EC 13/16 7T
[0013]
<212> DNA
<213> Mus musculus
<400> 24
caggtgcagc tgaaggagtc aggacctggc ctggtggcgc cctcacagag cctgtccatc 60
acatgcactg tctctgggtt ctcattaacc agctatggtg tagactgggt tcgccagtct 120
ccaggaaagg gtctggagtg gctgggagta atatggggtg ttggaagcac aaattataat 180
tcagctctca aatccagact gagcatcagc aaggacaact ccaagagcca agttttctta 240
aaaatgaaca gtctgcaaac tgatgacgca gccatgtact actgtgccag ccactatggt 300
tacgacggtc tggggtttgc ttactggggc caagggactc tggtcactgt ctctgta 357
<z190> 25
<211> 119
<212> PRT
<213> Mus musculus
<400> 25
Gln Val Gln Leu Lys Glu Ser Gly Pro Gly Leu Val Ala Pro Ser Gln
1 5 10 15
Ser Leu Ser Ile Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Ser Tyr
20 25 30
Gly Val Asp Trp Val Arg Gln Ser Pro Gly Lys Gly Leu Glu Trp Leu
35 40 45
Gly Val Ile Trp Gly Val Gly Ser Thr Asn Tyr Asn Ser Ala Leu Lys
50 55 60
Ser Arg Leu Ser Ile Ser Lys Asp Asn Ser Lys Ser Gln Val Phe Leu
65 70 75 80
Lys Met Asn Ser Leu Gln Thr Asp Asp Ala Ala Met Tyr Tyr Cys Ala
85 90 95
Ser His Tyr Gly Tyr Asp Gly Leu Gly Phe Ala Tyr Trp Gly Gln Gly
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[0014]

100 105

Thr Leu Val Thr Val Ser Val

<210>

<211>

<212>

<213>

<400>

115

26

5

PRT

Mus musculus

26

Asn Ser Trp Asn Asn

1

<210>
<211>
<212>

<213>

<400>

1

Gly

<210>

<211>

<212>

<213>

<400>

Phe Leu Leu Ile Ser Thr Val Thr Ala Val Asp Tyr

1

5

27

17

PRT

Mus musculus

27

28

12

PRT

Mus musculus

28

5

48

110

Arg Ile Tyr Pro Gly Asp Gly Asp Thr Lys Tyr Asn Gly Lys Phe Lys
5



N 102659945 B F % 3R 15/16 T

[0015]
<210> 29
<211> 5
<212> PRT

<213> Mus musculus

<400> 29

Arg Ser Trp Met Asn

1 5
<210> 30
<211> 17

<212> PRT

<213> Mus musculus

<400> 30

Arg Ile Asp Ala Gly Asp Gly Asp Thr Lys Tyr Asn Gly Lys Phe Lys
1 5 10 15

Gly

<210> 31

<211> 12

<212> PRT

<213> Mus musculus

<400> 31

Leu Leu Ile Thr Thr Val Val Gly Ala Met Asp Tyr
1 5 10

<210> 32

49
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[0016]

<211>

<212>

<213>

<400>

5

PRT

Mus musculus

32

Ser Tyr Gly Val Asp

<400>

5

33

16

PRT

Mus musculus

33

Val Ile Trp Gly Val Gly Ser Thr Asn Tyr Asn Ser Ala Leu Lys Ser

1

<210>

<211>

<212>

<213>

<400>

His Tyr Gly Tyr Asp Gly Leu Gly Phe Ala Tyr

1

5

34

11

PRT

Mus musculus

34

5

50

10

10
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7F3 Vk
6cl2 Vk
12d4 vk

7F3 Vk
6cl2 Vk
12d4 Vk

TF3 Vk
6cl2 Vk
12d4 vk

7F3 Vk
6cl2 Vk
12d4 vk

TF3 Vk
6cl2 Vk
12d4 vk

7F3 Vk
6cl2 Vk
12d4 vk

TF3 Vk
6cl2 Vk
12d4 vk

Pi C5aR MADb W5 X #%24% DNA J571

10 20 30 40 50
GATGTTGTGATGACCCAATCTCCACTCTCCCTGCCTGTCAGTCTTGGAAA
GATGTTGTGATGACCCAAATTCCACTCTCCCTGCCTGTCAGTCTTGGAGA
GATGTTGTGATGACCCAAACTCCACTCTCCCTGCCTGTCAGTCTTGGAGA

F ok ok ke k ok sk ke Kk ok ok ke ke ok Kk o K Je ek de ok Sk sk e ke de ke ke ok ke ke e g sk ke ok ok ok ko kR *

60 70 80 90 100
TCAAGCCTCCATCTCTTGCAGATCTAGTCAGAGCCTTGTACACAGTAATG
TCAAACCTCCATCTCTTGCAGATCTAGTCAGAGCCTTATACACAGTAATG
TCAAGCCTCCATCTCTTGTAGATCTAGTCAGAGCCTTGTACACAGTAGTG

FTok ok k ko ok ok Kk ok ok ok ok ok ok ke Fohhkkhkkkhdkkhkhkkhkhhkhr dkokokk ok r Kk * %

110 120 130 140 150
GAAACACCTATTTACATTGGTACCTGCAGAAGCCAGGCCAGTCTCCAAAG
GAAACACCTATTTACATTGGTACCTGCAGAAGCCAGGCCAGTCTCCAAAG
GAAACACCTATTTACATTGGTACCTGCAGAAGCCAGGCCAGTCTCCAAAG

**************************************************

160 170 180 150 200
CTCCTGATCTACAAAGTTTCCAACCGATTTTCTGGGGTCCCAGACAGGTT
CTCCTGATCTACAAAGTTTCCAACCGATTT TCTGGGGTCCCAGACAGGTT
CTCCTGATCTACAAAGTCTCCAACCGATTTTCTGGGGTCCCAGACAGGTT

F ok ok ko k ok ok ok ke ok ok ok ok k kK ********************************

210 220 230 240 250
CAGTGGCAGTGGATCAGGGACAGATTTCTCACTCAAGATCAGCAGAGTGG
CAGTGGCAGTGGATCAGGGACAGATTTCACACTCAAGATCAGCAGAGTGG
CAGTGGCAGTGGATCAGGGACACATTTCACACTCAAGATCAGCAGAGTGG

Fokkhhkkkhhkhkhkhkkhok ok ok kk ok kk ook kokok Jeodke ok e dkeook ok ko k ok ok ke ok ke ke ke Kk ok ok

260 270 280 290 300
AGGCTGAGGATCTGGGAGTTTATTTCTGCTCTCAAAGTACACTTGTTCCG
AGGCTGAGGATATGGGAGTTTATTTCTGCTCTCAAAGTACACATGTTCCT
AGGCTGAGGATCTGGGAATTTATTTCTGCTCTCAAAGTACACTTGTTCCT

dohkkkkhkhkokkokd H,hkokkk Jok ok ok ke ks ok ok ke e gk ok ok ok ok ok sk e & * Kk ok ok kK

310 320 330
CTCACGTTCGGTGCTGGGACCAAGCTGGAACTGAAA
CCGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAA
CCGACGTTCGGTGGAGGCACCAAGCTGGAAATCARA

* * J ko ok ko ek ok dhk khkkkhkkkhkhkokk ok kokok

K11
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7F3 Vh
6cl2 Vh
12d4 Vh

7F3 Vh
6cl2 Vh
12d4 Vh

7F3 Vh
6cl2 Vh
12d4 Vh

7F3 Vh
6cl2 Vh
12d4 Vh

7F3 Vh
6¢cl2 Vh
12d4 Vh

7F3 Vh
6cl2 Vh
12d4 vh

7F3 Vh
6cl2 Vh
12d4 Vh

7F3 Vh
6cl2 Vh
12d4 vh

$i C5aR MAb 7] ZF X E 5 DNA )55

10 20 30 40 50
CAGGTTCAGCTGCAGCAGTCTGGACCTGAGCTGGTGAAGCCTGGGGCCTC
CAGGTTCAGCTGCAGCAGTCTGGACCTGAGGTGGTGAAGCCTGGGGCCTC
CAGGTGCAGCTGAAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAG

Kk khkk hkkkhkk Kk hkkok hkhkdhkhwx Kk ko ok * Kk Kk

60 70 80 90 100
AGTGAAGATTTCCTGCAAGGCTTCTGGCTACGCATTCAGTAACTCCTGGA
AGTGAAGATTTCCTGCAAGGCTTCTGGCTACGCATTCAGTAGGTCCTGGA
CCTGTCCATCACATGCACTGTCTCTGGGTTCTCATTAACCAGCTATGGTG

* * * * * Kk ode Je J *hhkkk kK Kokkk ¥ * * *

110 120 130 140 150
TGAACTGGGTGAAGCAGAGGCCTGGARAGGGTCTTGAGTGGATTGGACGG
TGAACTGGGTGARGCAGAGGCCTGGAAAGGGTCTTGAGTGGATTGGACGG
TAGACTGGGTTCGCCAGTCTCCAGGARAGGGTCTGGAGTGGCTGGGAGTA

* * k& Kk kK ok * & K Fok kok ok khokkkhkk Ak kohkkk K Kk kk

160 170 180 190 200
ATTTATCCTGGAGATGGAGATACTAAGTACAATGGGAAGTTCAAGGGCAA
ATTGATGCTGGAGATGGAGATACTAAATACAATGGGAAGTTCAAGGGCAA
ATATG-—--GGGTGTTGGAAGCACAAATTATAATTCAGCTCTCAAATCCAG

* % * ok ok ok k kK *hk kk  kk kK * * K J * %

210 220 230 240 250
GGCCACACTGACTGCAGACAAATCCTCCAGCACAGCCTACATGCAACTCA
GGCCACACTGACTGCAGACAARATCCTCCAGCACAGCCTACATGCAACTCA
ACTGAGCATCAGCAAGGACAACTCCAAGAGCCAAGTTTTCTTAAAAATGA

* *  K* deook ok ok ok ko ok * kK * Kk * k% * ok ok Kk

260 270 280 290 300
GCAGCCTGACATCTGAGGACTCTGCGGTCTATTTCTGTGCAAGATTCCTA
GCAGCCTGACATCTGAGGACTCTGCGGTCTACTTCTGTGCAAGCCTTCTC
ACAGTCTGCAAACTGATGACGCAGCCATGTACTACTGTGCCAGCCACT~-

*kk  kk ok * kkokk khkk ok kk * kk ok kkkkkk kK

310 320 330 340 350
CTTATTAGTACGGTAACAGCCGTTGACTACTGGGGCCAAGGCACCACTCT
ATTACTACGGTAGTGGGAGCTATGGACTACTGGGGTCAAGGAACCTCAGT
ATGGTTACGACGGTCTGGGGT-TTGCTTACTGGGGCCAAGGGACTCTGGT

* * * % * * ok kkkkkkkk Akkkok Kk *
360
CACAGTCTCCTCA
CACCGTCTCCTCA
CACTGTCTCTGTA
*kk kkk ok *
K12
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Pt C5aR MADb AJZF X R 4% K 55
FR1 CDR1 FR2
10 20 30 40 50
7F3 Vk DVVMTQSPLSLPVSLGNQASISC RSSQSLVHSNGNTYILH WYLQKPGQSPK
o6cl2 Vk DVVMTQIPLSLPVSLGDQTSISC RSSQSLIHSNGNTYLH WYLQKPGQSPK
12d4 Vk DVVMTQTPLSLPVSLGDQASISC RSSQSLVHSSGNTYLH WYLQKPGQSPK
* ok k% kK * Kk ok ok %k ok ok A oKk *.**** ******.** * ko ok Kk Kk Hodk dedk ok e ko K * ok
CDR2 FR3 CDR3
60 70 80 90 100
7F3 Vk LLIY] KVSNRFS GVPDRFSGSGSGTDFSLKISRVEAEDLGVYFC SQSTLVP
6cl2 Vk LLIYl KVSNRFS GVPDRESGSGSGTDFTLKISRVEAEDMGVYFEFC SQSTHVP
12d4 Vk LLIY] KVSNRFS GVPDRFSGSGSGTHFTLKISRVEAEDLGIYFC SQSTLVP
* %k X * ok ok ok ok ok RR E T T S S S R S *.**********-*.*** * Kk * *
FR4
110
7JF3 Vk LT |FGAGTKLELK
6cl2 Vk PT|FGGGTKLEIK
12d4 Vk PT |FGGGTKLEIK

* | *

K Kk khkkk Kk

K13
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7F3 Vh
6cl2 Vh
12d4 Vh

7F3 Vh
6cl2 Vh
12d4 vh

7F3 Vh
6cl2 Vh
12d4 Vvh

$i C5aR MAb ] 25 [X B /575

FR1 CDR1 FR2
10 20 30 40 30
QVOLOQSGPELVKPGASVKISCKASGYAFS| NSWMN WVKORPGKGLEWIG |R
QVQOLOQOSGPEVVKPGASVKISCKASGYAFS| RSWMN [WVKORPGKGLEWIG |R
QVOLKESGPGLVAPSQSLSITCTVSGFSLT| SYGVD WVRQSPGKGLEWLG |V
****'.*** .‘* * *.* **._ **.* *******.*
CDR2 FR3 ——
60 70 80 90 100
IYPGDGDTKYNGKFKG |KATLTADKSSSTAYMOLSSLTSEDSAVYFCAR | FL
IDAGDGDTKYNGKFKG |KATLTADKSSSTAYMOLSSLTSEDSAVYFCAS |LL
IW-GVGSTNYNSALKS |RLSISKDNSKSQOVFLKMNSLOTDDAAMYYCAS |HY
* * * * * * > * B3 * * %k =‘*-*.*_**
CDR3 FR4
110 120
LISTVTAVDY WGQGTTLTVSS
ITTVVGAMDY] WGQGTSVTVSS
GYDGLG-FAY WGQGTLVTVSV
. * * ok Kk ok oKk .***
K14
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