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LA AR A O, A S BAAX T B PR R fufkFabBFab’ 1B,
Frik Fr Be 5PN BAT T 55 = B BT I e PR R B a5 i AR AR A, iR 58 — B 4L
JR 1% G BAR B B, Hoh — AN BRI TE v 5 FridFabBiFab’ B4R BE K C— R I A
RilG B VLS R 350, 1 53—~ B 45 M Ak o 5 FridFab Bl Fab’ v B9 8 1) C— R om AR &
(IVHEE R 3 5 o rp B S 3R B (1 A8 AL (8 (5 IF B AL BT i VHZS #8088 75 SEQ
ID NO:56B(SEQ ID NO:62r 45 Hi 2% T-CDR-H1 Y £ 31 , ZESEQ ID NO:57H,SEQ ID NO:63H:
45 1) 9% T-CDR-H2H 5 1], FIZESEQ 1D NO:58BKSEQ 1D NO: 641 45 Hif 5% T-CDR-H3 [
B, H AR VLS A& A AESEQ 1D NO: 598K SEQ 1D NO:65F 45 Hiff) 5% F-CDR-L 11 ¥ 31,
FESEQ ID NO:60EKSEQ ID NO:667 45 1% T-CDR-L2MK %1, MIZESEQ ID NO:61EESEQ ID
NO: 67+ &5 1) 9% T-CDR-L3[ J7 51 o

2 FIERCFE R LB S E G, Hodh Bk VHSS 386, & A 7ESEQ 1D NO:56H 45 H 11 55
T-COR-H1f) 751, /ESEQ TD NO:57H 25 1) 2¢ T-CDR-H2[1) 751, FI/ESEQ 1D NO:58H 45 tH
(%) 9% T-CDR-H3 ) 7 71] , HLFTIR VLA #1880, &4 /ESEQ 1D NO: 599125 H [ ¢ T-CDR-L 11 J*
F),7ESEQ 1D NO:60H1 %5 H 15 T-CDR-L2[ FE 5], FIZESEQ 1D NO:6145 Hi (¥ ¢ T-CDR-L3
75

SRR ER LB A E A, Hod Frid VIS M5 A 7ESEQ 1D NO: 62+ 45 Hif 5%
T-COR-H1f¥) /751, /ESEQ TD NO:63H 25 i) 2¢ T-CDR-H2[1) J£ 51 , FI/ESEQ 1D NO:64H 45t
(%) 9% T CDR-H3 ) 7 71] , HLFTIR VLEE #1880, &4 /ESEQ 1D NO: 651 25 H [ 5% T-CDR-L 11 J
F,7ESEQ 1D NO:66H 45 K55 T COR-L2M¥ J3 31, FIAESEQ 1D NO: 6745 Hif) 5% FCDR-L3

2B
A MRIEBCMZR ARG & A, Hrp Pk ViEE I8 5 47 /ESEQID NO:528LSEQ 1D NO:
sa g I 731 o

5. MR AEBURE SR LR &2 8, Hop Bk VL5 #4480 5 /ESEQ 1D NO:53B(SEQ 1D
NO: 55 25 IR P71 o

6. FRAR AR LR 1 -5 T — TR Bk A B 1, Horp — A B 25 M A4 S VHES A8, 1 o5 —
AN B LA S AR R VLGS R3S, I LT IR VAT VL 25 74 380 2 bV b 45 25 BT 306 336 00 0 JB 1 T A
VH/ VLR

7 R AUR) B R -5 AT — TR Bl A S 1, Hoh A B 5 WS A 2 e A A B TR
(AR

8 MR ZL R 1 -5 —T B A & A, H fridFabBFab’ & 54 AEA 1L
e

9. AR R -5 E— TR & £ A, Hob 5 ik uikFabEFab’ fr BOHRL G 1 &
A B S R IR A2 22 MO e B R P RSk AT Rl A 1 - EE R 7 A1GS L PPPLSEQ 1D
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.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.SEQ ID NO:35.SEQ ID NO:36.SEQ ID

2
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NO:37.SEQ ID NO:38,SEQ ID NO:39.SEQ ID NO:40.SEQ ID NO:41.SEQ ID NO:42.SEQ ID
NO:43.SEQ ID NO:44,SEQ ID NO:45.SEQ ID NO:46.SEQ ID NO:47.SEQ ID NO:48.SEQ ID
NO:49.SEQ ID NO:50HISEQ ID NO:51.

10 AR ZROM B & 8 1, Frp Frid #2235 P B3 F SEQ 1D NO:1.SEQ 1D NO: 2.
SEQ ID NO:3HISEQ ID NO:45.

LT ARGE BRI ZR -5 A — B Bl 8 1, b ik B 45 My Sk dro A 22 iy B AT SEQ 1D
NO: 2B SEQ 1D NO: 457 45 HYfK) 3 5 (¥ 85k 5 PridFabBkFab’ F BUA) SRE ) CAum ATE 12

12 ARGE BRI ZER 1-5 0 A — SR Rl 5 8 1, b i B 25 My sk A 22ty BLATSEQ 1D
NO: 1BSEQ 1D NO: 457 45 Hif) 3 B (¥ 85k 5 pridFabBlFab’ i B B BE ) CARum ATE 12

13 ARAE ORI ZER 6 1) il 5 22 11 5 Ho v i i VHES #3828 B BATSEQ TD NO:2BKSEQ 1D
NO: 451 45 1 7 B I ek 5 ik Fab BFab’ F B (¥ 1 C—AC s AR Bz , OF BB IR VLA5 1)
L R ATSEQ TD NO: 1BRSEQ 1D NO: 4545 ¥ 7 7 (K45 Sk 5 r ik FabBIFab’ Fi B
BER) C A AT 2 o

14 AR ZER -5 L — B R & g A, TR e BLAS A iA BA o T s 2
A A RIEERE E 2T ECD35/ CRIAHF R, FINA 5 28 M d 1 5 s I 75 3
A IR R ERE A 27 BCD35/CRIES & il A 2 A X T Bk B R SRR 7 PR R prd 3
{AFabiFab’ iy BB AL T HEH) 2

15, RILIAR , LA F BB R 1 - 149 AT — 350 2 of BT 52 SRR S A Bl & 28 (1Y
BACR

16. 1 AN, A B BRI ER 1500 B SO id

LT BN ER - L4 T — T2 v B SO RS e PR LA Rl & B B R R TR YT 0w
BCRE I 259 T B A
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W5+ RS

[0001]  AHIE A H 200849 H26 H . HIE 5 4200880113719. 9. & B A KA “XURF
SeESUARLA Y R RIS 4 A

[0002] AR EHPE JOR AR S PR SU AR B & S 1 o R PUR B S E 0 B R 5 — R =
PR, AT 55 — BP0 R 38 R e, Bk 58— B sl oy g 8ue s e, K TE
FERPUAR F) 44 P HLIE - 32 S AT i 7 T AR 28 o I T i e & e N1 254
HEW.

[0003]  Hrudd iy b e MR NS AN S48 B AN T RS O BR AR a2 W VG 7 70, e il T I 2
A S A B AR AR A ST RS 1) R O R 80T A g v Beil anFy (Fab
Fab’ fIF (ab’ ) o ;v Bt L H A B Ay B o iX Be B /N 43R B T e BE iR I i 4 & 7E T, 9F
HienT UL /R AL T 58 8 4B 3R E A 411 5 &UUE A B & MAYARE8) 7155
PEoSESE b, ik A B E 2 2 H s n9 s 97 /), s il 7= & 9 W ReoPro® A1
Lucent i s® i Bk Dhii ol Wi o R4 Bh 28 B BR B R e s I S B A Bk EE 1 1Y
2 A AR EATETERZ 138 B M ILIE I TERR 22, By e 8= 7K R4 A 75 a1
FeE Myl Medasan®E A\, 1997, J. Immunol . 158:2211-2217) ,

[0004]  ZEHiC iR 1 HAXUR: F D 5P AMAS FE SR A S i LT 4508, 2 0
Segal® A ,1999,Curr.Opin. Immunol.11:558-562;Pltickthun&Pack,1997,
Immunotechnology,3:83-105;FischerfliLeger,2007,Pathobiology,74,3-14) .7EW002/
02773.US2007065440.US2006257406.US2006106203 F1US20062807 34 11 L #E IR 7 XU 7
Pk o FH T 28 J5 T 7 0URE S PR BRI 20 (1) JE BT 51— IR A A8 BRBIGE B ) o i
FEAR A BRIESZ T S AR RAR TR B 7 28 22 DA S BESR AT H a2k 1 (il ik 7 8 . iR
R 528 AT T PRGN A (B3, 7T (knobs—into-holes) B ; Ridgway 25
A,1996,Protein Eng.9(7) :617-621) BREEH T B A A& K58 & PEEFER) 2F (Bl
KA 5 scFv) o FEFEELAF B, XURF S PRSI ] DL I8 52 457 BE i 72850, A i 48545 75 b 470 Ji e
LRI SRR PR E S A

[0005]  Ff A AR &5 AL ST AR HOPR g B 5 A S BT AR Bl dAbs , JLAH B TP A4 1) J1 8 ] AR X (VID
BT A X (VL) JWardZE A, 1989 Nature,341,544-546 538 T 5 280 45 My o dd . AR
SERR AR G Itk (camelised)’ A 25 M I ARt 15 BIH§ IR (Hol t55 A, 2003,
Trends in Biotechnology,21,484-490) .34 AES SRS (3% S FISE M GE) FIRCE A Gl
B MBS IVE) RS T R MR X S W) O A T 22 AEF - SR M e 45 S 3
R SR T BV S A I (FE SR BERL S R VhH, AR i R BN V-NARD , AR
HERGN B2 XEENAH S T 44,5 WHolliger&Hudson; 2005, Nature
Biotechnology,23(9) :1126-1136)

[0006]  fEEP0368684H fIA | &5 My I Hi AR - At 5 4 - /EW02004 /058820 HHiL fiik T 5
SENIE R R S B A, FLA B AN ] AR S R /EW02007 /0247 15 3R 1 XU ] A%
CEN B FRE A AEEPLS1TI21 H HE AR 1 A 75 PN 2 A AN [R] e e P () B2 485 A I A 110 AL
FE R PERCAR
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[0007]  FH-Tea& 44k Fr BRI 1Fv \Fab Fab’ \F (ab’ ) oA HARFAK F B i 28 BA R T B 2
CHI — MR TR R B S R AWM FHE A B, Ol & 2K 4 PEG 1
Ui [ Fab’ (F(ab’ ) o7 BRAE S 5 B A6 38 1 32 31 (S WA 1, W098/25791 .W099,/64460
FIW098/37200) o 5 — P77 V103 2% & & 5P RS2 A4 AH T AR FH 4038 7R A8 i i ok i 4 Bt
(S WL, W097/34631) o JEK S I Sy o — il FHZS & MLiE A a1 2 Ik (S 0L
1, Smith% A ,2001,Bioconjugate Chem.12:750-756;EP0486525;US6267964;W004/
001064 ;W002/076489; FIW001/45746) AR , 11 9A 75 L2 7= A2 HAT K A4 o4 - 22 B 40 5l 45
AT ERE A A B PAE NI N S FeRn 32448 B AR i 2L K 24 28 1 0 28 1) 4%
&, KA 84 BPEGCR T BB E A 2 AN E A& .

[0008] H AR B A/ TR Y, F HAEFEFRRREAED  EFRFRERED -8
PEREE O S EA  AEEARMNAED, BEE AR TR A B s Bk & A 7E L
TR , HA LRI SR 5 80, o) T RUR IR R 45 & S A kv s REGE X T s IR
R E A KU N2 KR (Bartalena&Robbins, 1993,Clinics in Lab.Med.13:583-598) , 8% &
EMA el -FRMEREO N AEKSE BB 65 /B (Bree® A ,1986,
Clin.Pharmacokin.11:336-342) .5k GitlinZE A (1964,].Clin. Invest.10:1938-1951)
AL HRRE 7N, FE 22 P, a L -BRPERE S R 3 O3 . 8K, A T B B L N 1 2K, FIX T-4F
Y FON2 . 5K ILE A& AR 7R IV FII A A X = R ERFE B & A 5, e AP 2=
IR K 219K (Peters, 1985,Adv Protein Chem.37:161-245) 3% 5K KZ121 KK TG
5 HAHABL (Waldeman&Strober, 1969, Progr.Allergy,13:1-110) o

[0009] AR BHHR AL T 248 00t B AURr S I oAk il & 2 (1, LA DU EE 4 b = A 3 HLRR A% [R] of
S PIRLR .

[0010]  [A| Ik, A A BHAR AL T XURs S e ik B A e 1, A BA X T B MR 8 —5F
SR S BREE R 4, I g — DA S BN T 88 E BP0 I i e e 1k ) B S A A
(dAb) .

[0011] AR BRI T XU MU A S T, S HAXT B BRI B — e 1k
WSk Ao, F Bt — P A S 20— A BAA 0T 5 = B WP R4 PR 5525 /0 45
k.

[0012] AR BH () AU e PR SUARRE S 001K Ge % 5 P A B I PR IR B ME ARG & .

[0013]  fE—ANSCifi 7 =P, BT iRFabBiFab’ A BE A4S A 10 B (50 R T LA 2 41 e e 5L
F9 5 450 40016 200 437 20 40 T 0 A < TR 200 L L T— 200 L P R 4 A B 4 B R A R T R
B e n DU R RS A o B PRI v DURATAR AR R 2 A 2C B 85 1 5, 8 a0 75 e i B
TR HA R A ) R B 1 5, 49 S A4 RN/ B EG AE SET FC AR« 40 M 2 T i 1 1 AR 4
KB, BB A BB BB A B INVLA-4, B-IRFRED , PIEFEAKL-1EFE
9 ,CD2,CD3,CD4,CD5,CD7,CD8,CD11a,CD11b,CD18,CD19,CD20,CD23,CD25,CD33,CD38,
CD40,CD45 ,CDW52,CD69,CD134 (0X40) , ICOS,BCMP7,CD137,CD27L,CDCP1,DPCR1,DPCR1,
dudulin2,FLJ20584,FLJ40787 ,HEK2,KTAA0634,KTAA0659 , KT AA1246 ,KTAA1455,LTBP2, LTK,
MAL2,MRP2, ¥4 & 4 -#£2,NKCC1, PTK7 ,RATG1 , TCAML , SC6 , BCMP101 , BCMP84, BCMP11 ,DTD , %
JRHLIR (CEA , AFLIEERE 1 (HMFGLAI2) , TSSMHCHI T TZEMHCHTT & , FIVEGE, BA S 3d 4, B AT
(5244 o
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[0014]  AIVEMEHUEAIEA A EHIL-1.10-2.1L-3. 1L-4. IL-5.IL-6. IL-8.IL-12. IL-
168K [L-17, 95 B0 S 451 an 0 i T 5 o s 228 B 4N B B DU, S S Bk L 1B, FHLER
BT R a T ERBECT AR v , ISR FEIE - —a IR SR R DR 5B , B9 il 35 PR+~ 191 2
G-CSFELGM—CSF , AL /MR BT A A K IR 9 B PDGF—a FTPDGF-B, BA B2 4t , & A TR 3244, H:
At e 5B, 455 20 T 4 Y e 5, AH TR R AR L 9 B A9 A 86V EBV  HepA VBAIC, AR )8 3= Sk
L R Az = A E 4w, DA Ay Ak BRI B 2

[0015]  FE—ANSZiEdr &9, AR B Ak a4 8 A v BT/ Dhge Lo B P i v
PE a0, Friddupdfb &t 1 A] DA B2 B ) 422 1 R R0 FS BB sh Bk o i i v 4

[0016]  fE—NSEj 7 Z2H , B AR R BH B XU e PR SR Rl 2 1 AR 1 i o B 8 ) S A Pl
AW HRPUEAT A 40 MO RS 1, 191 T 7 24 461 G 4 R A M T R AN L L T4
P B 4 O B e 4 B R 4 R L B e R Lo IR R A . B PR AT DL AT
fATE R 2 FAHIC I B A BT, 9 /e s B2 SR S TA) - R I L8 2 (1 o, 49 o 52 A4 / B A
A e N1 O T T s e SN N7 R SV i s i i B B3P S S T R [N 91 g S KT i
VLA-4, -k B E 1, Pk E A BL-1%# & 1 ,CD2,CD3,CD4,CD5,CD7,CD8,CD11a,CD11b,
CD18,CD19,CD20,CD23,CD25,CD33,CD38,CD40,CD45,CDW52,CD69,CD134 (0X40) , 1COS,
BCMP7,CD137,CD27L,CDCP1,DPCRL,DPCRL, dudulin2,FLJ20584,FLJ40787,HEK2,
KIAA0634,KIAA0659,KTAA1246 ,KIAA1455,LTBP2,LTK, MAL2,MRP2, ¥ & 9 -F£2,NKCC1 ,
PTK7 ,RATG1, TCAM1,SC6,BCMP101, BCMP84 ,BCMP11,DTD, %& R3¢ it (CEA) , AALNEERE G
(HMFG1A12) , TZRMHCHN T TSEMHCHL I , FIVEGE , BA K238 4R, ‘EAT T 52 44

[0017]  AlVEMEHUREAIEA A EHIL-1.10-2.1L-3. 1L-4. IL-5,IL-6. IL-8. IL-12. IL-
168 TL-17, 55 B0 S 491 an i T 45 o s B8 B 4R B B DU it , S S Bk L 1B, FHE &R
BT R TR RBB TR v , M IRFE F—a . MBI IR BE R 5B , H2 3 il IR 461 4l
G—CSFELGM—CSF , AL /MR AT A A K R 9 B PDGF—a FTPDGF-B, BA B2 4t , & A TR 324 .
At 0 D A4 4 T 40 B 0, 4 TR B 2 5 9 B AP 1AL BBV HepA \BARAC, A MR 32 Sk
) T A% R A G, DL Sy Rk B VR AN 2R

[0018]  A] DA FH BT id B &5 RA s A4 it 45 5 (1) S Ath e I 066 I i ik £ 1 L [ 15 BR 8 i3 AT 4
M SN DR S I 2 IR RAZ R B AR .

[0019] PRI, 7 — MR, AR B i T XU a5 A, HESBAX T EK
PURK SR R Bk E A, I P a S BA T 8 M E A B e R R
FLEE MR, JG 3 PR T AR RN T ThRE (] S MA I& 728 ST A/ BRI A S5 ) 1 R
J1. 4N, H T SR B A 7E A S 6 1 B4 MU, ARG &AL T2
BB AR R o SRR A B 1 AT AE AR BURUR A% 2= B 1A 7 v (CAHEAT R H AT .

[0020]  [AIU, 7E— MR frh, 4 it T BRI AR S E A, HE S BAX T ER
ORI M Sk FabBiFab” B, Brid i e 5 220 — A4 B 0 T 5552 2 IR 4 = PR 1)
dAbAHRL G , FriRdAbiE I 5 Bk S5 48 2 IRAHZE & e it 1 ELReth B Al et S AR 4 i - 5 1
RN T DIRE ) B

[0021]  ZGRiFIhREM S A AT L2 LR , DR - ZhEe S5 4u M AH DGR , T i 4 g 78
K FET A ZE D AdAb S HE S F 45 G G 20 3R R FUB s, 7T RA K A ()
RESE AR « Pirad R ] DA B e tth B ) el B4R AN 1 Dh e, BUE I LA R 5 7% R IR 13

6
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W ARG TNFa \TL2. TL6 LS8 IL17 IFN y A% \Clq. YRR 2 DA S 28 iR 5% 8 R MA S0E
R IER HoAt R, 51, 9 1102 . C4 L C3- 6 AR R MIC5 E.C9.

[0022] AR I, “5F 82 2 IR A dEFe v R ANFe v RI\Fe v RITHIFe y RITT, M &
BEABIEARR TClqfIC3, DA EEH (4L EE (Cluster of Differentiation) Fri&
Y BB AR FCD68.CD115.CD16.CD80,CD83.CD86.CD56,CD64,CD3.CD4.CDS.CD28,
CD45.CD19.CD20FICD22 . NCDAR & 8 [ 1 — P 1 555 2 IR0 4%CD1.CD1d . CD2.CD5.CD8,
CD9.CD10.CD11.CD11aCD11b.CD11c CD13.CD14.CD15.CD16,CD18.CD19.CD20.CD21.CD22,
CD23.CD24.CD25.CD26.CD27.CD28.CD29.CD30.CD31.CD32.CD33.CD34.CD35.CD36.CD37
CD38.CD40.CD43.CD44.CD45.CD46.,CD49.CD49a . CD49b. CD49c . CD49d.CD52.CD53.CD54
CD55.CD56.CD58.CD59.CD61.CD62.D62E ., CD62L . CDE2P, CD63 . CD64 . CD66e . CDES . CDT0 .
CD71.CD72.CD79.CD80.CD81.CD82.CD83.CD84.CD85.CD86 . CD8S.CD]Y.CDI0.CDI4.CDI5 .
CD98.CD106,CD114.CD116.CD117.CD118.CD120.CD122.CD130.CD131.CD132.CD133.CD134,
CD135.CD137.CD138.CD141.CD142.CD143.CD146.CD147.CD151.CD152.CD153.CD154,
CD155.CD162.CD164.CD169.CD184.CD206.CD209.CD257.CD278.,CD281,CD282.CD283 Fll
CD304, BUBEANT R AT v B, B iy B IR B8 1 BBt B A et S AL 0 M/ 3 B A+ 2
BERIEE 1. SEZ IR R A BN F e REsRE A 5+, Bl inTg61 . 1gG2, 1gG3,
1gG4.1gEfITgA.

[0023]  AE—ANSEjt )y 2, dAb T HH A ¥ R R 38 MR O e tMe et , Hp
Cla el ik i .

[0024]  AEPLe i SLit Ty 22, dAbX T H AR R 58 =M A e OO,
H1CD68.CD80.CD86 . CD64CD3CD4 . CD8CD45 . CD16FICD35 A& 45 F AL 1 )

[0025] Rl SR AL T 43 BS I NV e tE Uk Rl A B 1, AL S B e T B PR B =
PERBUAE B B, BTid i Be 5 2 /b — AN dAb ARG, Bk dAb B 0 T8 B R ZI CD4r + 1)
S - CD68 . CD80 . CD86 . CD64 . CD3 . CD4 . CD8.CD45 . CD16HICD35 .,

[0026]  fE—NSEja )7 SR, BT iR S 5 M I8 o B 58— e e MR S Bk a1 o e 4t
TR

[0027] PRI, 7E— MR DT b e it T AU Rt PR A E O, KA S BEAN T B
JE I e PR Bk FabBiFab’ 7B, Bk i Be 5 20— AN A X T I BUAE B VG % &
BREE A 4> FBUCD35/CR1 I Hr e MR B 25 M AR ARl G, BT iR B 25 M3 A i it 5 Bk of
EREEA R T BRE A 2 FEICD35/CRIARSES & 1 N EA X T HriR B B3R K4 5k
(KRR Ak i Bttt 1 R~ S I

[0028]  fE—ANsEjE Ty rp Rt 7 B Rt iR A E O, HAES HA T B
TR IR R ik FabBiFab’ B Bk v Bt S £/ — A HAN T I Sd E A a2
REER A 93 BCD35/CR I s S PR 1) B 45 M S LA Al Rt &, B ods B 465 iy S b A i 1t 5 ik
MIBBARE B G EBREE A 2T BLCD35/CRUM 4 & 1 v B W ek B3 5 1 4 5
PRI Pk HiAk Fr B fit 1 B~ 3 3

[0029]  fmARSCRETfE I, “MiERAEED” AR RREREG SEL P RREED al-
RIEME R O VR E A A EAEMA &S, BCEN P AT A B

[0030]  AnASC A I, “TEFA s 3k A 7 45161 . 1862 1gG3 1gG4 . sTgA TgMA
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IgD B eATTH BT B B

[0031]  CD35/CRLzeAF-AE T 4040 E 1 g5 1 Jon, Fe A 36 R 1~ 32 3 (IR G [ 28 %247
K ;Lanaro® A\ ,1971,Cancer, 28 (3) :658-661) »

[0032]  FEPRGE R SEHE Ty 2, dAbXT T H B AR R 5 —FhiE 0 P Mg 8UaE A, 1
W N LIS R B 2 R IR 1 o FE B R IE ) SEE T S8 rp, Brads iy #0446 8 1 2 A il
EH.

[0033]  [A| gk, $ 4L T XURR R FUARR A B O, HAAS BT B 050 R 6 R 5 1 1 Bk
FabB{Fab™ F B, BTk i Bt 5 4 /b — AN B 6 T A LIS 18R 1 10 5 PR 1) 5 435 44 S A A
BlEr o

[0034]  FE—ANSEHE T R, AR HAREE T 4 BRI AR R B AR A A, A S B AN
T B PR R R S FabEFab” B ik RS B2 D —ABAE XN T AMEHEA
(1) S MR I PR 5 M U AR A R o

[0035]  fE—ANsEi s b, BAX T B BHUR 4: R ek Sk 7 B Fab Fr B o 78 5
— AT, BT B BRI R R R B Sk i B Fab’ BB .

[0036]  [RILL, 7E— M EARIE RIS b, AR PUARL & E A R ER A Ea, A
DRIR A4, FL 3% 1 7 51 B R IA B Gmhs o 24 1 th , Frid A& 8 (1 21 43 i AL 22 F
B, R I b 28 A B A A AT R A TR AL 2 T B AU L R0 1

[0037]  fE—ANS2f B R FUAE B feFab B By, HL B KRB SRR BeEE X . 24 H
T 1l 24 4% R BH B AU S MRS AR R A 8 1 RS B oA BogFab’ B B, B i Be—
TR B BEI C- R i b SE K — AN B N AR - TR I, AR B R B Ak Bl & 9] A & B bk
22 FH 43k 5 dAb A B PR R A BRAL BN A) IFab 1B Mok, E@E i iikFab Fr Be o]+
FEAEW020050031 70 FIW0200500317 1 1 #i3 it S &

[0038]  7F 5y — A2 il v, Bk 4 By JeFab B B o R, A% B I S AR & ) ] DL A &
533k P AU M B PR AR A (B 2EAR A I Fab A B, M Brid 235 7 71 S dAb FHBE PR il A (31
ERLED AU, BTk Fab A BAR 758 0] - 2 IR Ak 28 1k I Fab /B, iw02005/003169 1 Fy
IR .

[0039]  FEAKEH A HIFPUEFabEFab’ B B ] LAk E AT P AL P02 B 5 1 5 5o fE
ol NBUAE , B 2 NVRAL I A B o FH T AE AR R B i F R 44 B mT DAIR A S )% 3Rk
A F R ] (BanTgG TgE TgM. [gDB LA B , 3 H AT LAZR B AT 4 Fl, A0 45 461
N BRGKR GBS RSO IKTE ENTE L ZER A .

[0040]  #E—ANSEJE 7 =, TR FiAKFabEFab’ i B B vn B 11 L 58 48 A1 A VAL i 3%
A TIPUE A B AE— N SEE T K, iRt ikFabBiFab’ F BEAZ €4 ARIE IR -
[0041]  FR b [ S0 4 M DA 3 3k A 803 L S R A ART D7 v ke il 4%, B 22 22 R R (Kohler&
Milstein,Nature,1975,256,495-497) \ =R AT H A - AB-4H il 2428 i AR (KozborZE
AN, Immunology Today,1983,4,72) FIEBV-Z2XBH R (ColeZE AN, “Monoclonal
Antibodies and Cancer Therapy’ ,5877-96T1 ,Alan R.Liss,Inc.,1985) .

[0042]  FH-T-E AR R BH A {5 FH ) e A4 mT DAASE FH B 90K 2 40 B S A4 D7 2ok 7 A, ik B ik 2
A B P AR T v i v HL 3Rk A IR R T AR R e MR B ) SN R 4 e e AR R e
JEEREE 9 A A8 [X cDNAs , H i@ i 451 i1 Babcook, J. 28 A, Proc.Natl.Acad.Sci.USA, 1996,
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93 (15) ,7843-7848;W092/02551 ; W02004,/051268 ; FIW02004/106377 BT #3A (11 J7 K 4T
[0043]  AN¥sfbudd 2ok A AR IuE 5+, HEA — DB E AR B AE AR BAD
PEYLE X (CDRs) Mok H A G & 3R H 7 F A ZE X (Z WL 4nUs5, 585, 089) .

[0044]  FH T8 A < BR rh {8 FH K S0 443w DAATE FH AR 5000 20 60 40 % ol T 44k Jeg 7 T v ok 7
A, 3F HALEE B R 3 SCER T A FRE BREE  BrinkmanZ% A, J. Immunol .Methods, 1995 ,182,41—-
50;AmesZE A, J. Immunol .Methods, 1995,184,177-186;Kettleborough® A,
Eur.J.Immunol.,1994,24,952-958;PersicZ A ,Gene, 1997187,9-18; flBurton®s A,
Advances in Immunology,1994,57,191-280;W090,/02809;W091/10737;W092/01047 ;W092/
18619;W093,/11236;W095/15982; FIW095,/20401 ; FIUS5H,698,426:5,223,409;5,403,484;5,
580,717:5,427,908:5,750,7535,821,047:5,571,698:5,427,908;5,516,637;5,780,
225;5,658,727:5,733,743; F15,969, 108, Ih A, e 3L A /NG B HA A2 40 (ARG oAt g L 5)
YD AT AT A AR

[0045]  SE4x N BYHUAR A2 IX FEI IS L A4 , 78 B iR H0 44 v 28 R 42 4 1) T A8 [XORIME S8 [X
CYHLELERD R NEIRI , B A FER T IR 75, Ak B AR B iiE. 582 A
(R P 1 451 P DA, 435 48] o sk b SR R A Wk T A4 Je s 7 v 7 AR B oA, R R G R
oy K [ A AR XAV T X 22 IR A e A6 2 B AR /N RO = AR I B, 461 an e
EP0546073B1.US5,545,806.US5,569,825.US5,625,126.US5,633,425.US5,661,016.US5,
770,429 .EP0438474B1 FIEP046315 1 B1 H BT HEFE 11 b AR 11

[0046]  FH-F-4EA & B vPAF FH I HL4EFabEFab’ F BOE BEHF R AT DL 3R B A4 56 31 ik
JUH A2 SE R B v B P Ad , Frp S FAEART & 38 B B DA/ B AL, il s i A S &
B AT A 38 A e ML B Iy A, U A A BE AT DL JE G AT FH 5 ZH DNARE AR e il 2%, Horp
AP PR B A ] AR DXOR/ BUAE E X (R DNA R R VR AN R 38 bl 4 A 2 R AT L T2
T S B R S L IR B 45 A3, S i A BB I % T AT AR X BPE 58 X AEART D AR AT AR B B A
ASCHTAT A B AGE “AT AR X R0 “PE s X B .

[0047] Bk $idk b B s+ kL v AR AT AT P00, AR5 /N B OR AR BB O bRV 9% 58
FINTE L BN ik g Fr Bei 34 T AR 3 il — N fh, Bl an ik f g v Benl BAg
A I o AE— A SEfH, fE 5 XORE — MR, AT AR Xk B 55— Fh . ek Fidk A Boid
UEA R AT DL SR o £E 53— SEGH , BriR f A v B ] A% [X Je it 45 A 3 20 DNA 2
AR A - b 22 D& 1 AR A TR 20 FE A i ik X T R AR BRI A R P ) AT RN
Bl B AR T M TSR A T A X P S8 3 i 2 AR ) EAAR ) A0 5 XA I I B i
(R A] AR X 4 Aa s, HoA ok B — Bl g i) 2 20— AN CORFME L M — N B 2 M B R , DA
ok B A PR 1% P AR [X 25 I AR B 4 o P T TR BORN 1] # 3X Se Ak BRI T V2 =2
AT A T R A (3 W T0, Boss®E N, US4,816,397:Cabilly%E A ,US6,331,415;
Shrader® A, W092/02551 ;Ward® A\ ,1989 ,Nature,341,544;0rlandi® A, 1989,
Proc.Natl.Acad.Sci.USA,86,3833;Riechmann® A, 1988 ,Nature,322,323;BirdZE A,
1988, Science, 242,423 ;Queen®s A ,US5,585,089;Adair,W091/09967 ;MountainfliAdair,
1992 ,Biotechnol.Genet.Eng.Rev,10,1-142;Verma®s A ,1998, Journal of
Immunological Methods,216,165-181) .

[0048]  AEA W, FabiiFab’ Fr BUMIER & K A 51 45 M S8 44 ) DL EL R B4 H 4%

9
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SKBHTIESE .

[0049]  F-T-ffidAb 5FabEiFab’ AHIZEHE A Gl A4k X A 9 FEANR T, e ek e
FFININ PR 3K e 1 o R VR4 Sk Py B A 45 5 T 1 SCHR v P 58 B B2 - Hus ton %5 A, 1988,
PNAS85:5879-5883;Wright&Deonarain,Mol. Immunol.,2007,44 (11) :2860-2869;A1fthan
% N ,Prot.Eng.,1995,8 (7) :725-731;Luo® A\ ,J.Biochem.,1995,118 (4) :825-831;Tang
SN ,1996,J.Biol.Chem. 271 (26) :15682-15686; flTurnerZ A , 1997, JIMM205,42-54 (5%
TREERIHFZ WERKD .

[0050] 1. =gk P o

[0051]

SEQ ID NO: il

1 SGGGGSE

2 DKTHTS

3 GGGGS

45 GGGGSGGGES

46 GGGGSGGGGSGGEGS

47 GGGGSGGGGSGGGGSEEGES

48 GGGGSGGEGSGGGGSGEGESCEGES
AAAGSG-GASAS

5 AAAGSG-XGGGS—GASAS

49 AAAGSG-XGGGSXGGGS-GASAS

50 AAAGSG-XGGGSXGGGSXGGGS—GASAS

[0052]

51 AAAGSG-XGGGSXGGGSXGGGSXGGGS—GASAS

6 AAAGSG-XS—GASAS

7 PGGNRGTTTTRRPATTTGSSPGPTQSHY

8 ATTTGSSPGPT

9 ATTTGS

- GS

10 EPSGPISTINSPPSKESHKSP

11 GTVAAPSVFIFPPSD

12 GGGGTAPSMVGGGGS

13 GGGGKVEGAGGGGGS

14 GGGGSMKSHDGGGGS

15 GGGGNLITIVGGGGS

16 GGGGVVPSLPGGGGS

17 GGEKSIPGGGGS

18 RPLSYRPPFPFGFPSVRP

19 YPRSTYTRRRHPSPSLTT

20 TPSHLSHILPSFGLPTEN

10
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21 RPVSPFTFPRLSNSWLPA
22 SPAAHFPRSIPRPGPIRT
23 APGPSAPSHRSLPSRAFG
24 PRNSTHFLHPLLVAPLGA
25 MPSLSGVLQVRYLSPPDL
26 SPQYPSPLTLTLPPHPSL
27 NPSLNPPSYLHRAPSRIS
28 LPWRTSLLPSLPLRRRP

29 PPLFAKGPVGLLSRSFPP
30 VPPAPVVSLRSAHARPPY
31 LRPTPPRVRSYTCCPTP—-
32 PNVAHVLPLLTVPWDNLR
33 CNPLLPLCARSPAVRTFP

[0053] I 22 Sk (1) 491 F- £, 45 JUK S BIJGAPAPAAPAPA (SEQ 1D NO:34) \PPPP (SEQ ID NO:35)
FIPPP,

[0054]  AE—ANSLiE )7 P B BUIRECEE 7 B B AR KL, 0 A sCRE )7 7 . 8
W, T AEAR K R I SiiEFab Fr BOEA R IR B BB BORE X o R IE R ERE X H
YERT Fril dAbF 43 (1) R AR Sk o BITId R SR BCRE X2 188 S5 U4 4011 Cu 1 &5 R 3 AH SR B 1)
BREIX AR AR BRE X AR AN/ B i 7 TH -5 R SR BCRE DX AN [R] [T AT B8 » SR
AT LA ARGk B ATAT HAR R BCREX, B R R B B IE ST SEINEEER L 2R 8L
HEX o HAZAZ U I 8B X A LAALEE VR B AT 5 i Cul 45 A4 380 A [ 1) 2 3 BRI S8 1) Bk
(1) 58 5 () BCEE X o DRI, B0, v 128 I Cal 45 M AT DARH 25 28 v A8 I BBE X o 4 i b,
ZABRBCEE X AT DLALRE R AR ECRE R 3 73 BUE 52 9 oo L 7E TR 5 8 HR B4 S T i E
RARBHEXD AL — P &8T5 b il — AN B A A PR B At B i e A8l
B A9 N TR IR 5 B A T W Ak T T A B ) e S A A Y I A R R S , T AR R AR
BEX ML PGS T B, AT ARSI B A B BE X P K 2 IR R SR AR R U B o Ak, AT DA £
HE AR RRE , 11 B BE 1 I 2 IR 5 4 B B () 2 IR 2 IR 1) PE 5 B Y IOk B < TR T BE S
DL b ] RE B MBS BE R R ME (e M) 1 A B S BRI ARG, B an AT LS H R R 15
N BB DA N6 ZE pIPE , 303 1T LIS N TR DAYk /D ZE 90 o & e i, ] DAKE 77 fE A
I BEE K PRI BRI 4 58 AN BIECBE LUK T 2 4K (mul timerisation) F¢fk, % T HL
ff B 0 R (R e D MR vk, 2 LB WRichter S8 A, 2001,
Prot.Eng.14 (10) :775-783; MK T2 B Hi 5 /731, Z WAl tKostelny5E A, 1992,
J.Immunol.5 (1) : 1547-1553 . HARLAB i A B BEIX 7T LA & 58 A A A, 8 EL AT DA st
AT Ay BB B RR A G VA R R 2 Pk

[0055]  ¥F £ &A1 IO BCEE X ] i #E R 7EUSH, 677,425 .US6642356.W09915549
W02005003170.W02005003169.W02005003170.W09825971 HIW0200500317 1, I Hix s+
FISCRRIE L 52 BT & I NAR ST LSS — I R ERAE FTIACHLIX 2 Ji5 , (H A LA N 22 42
KB BURE E X AR id s 0% T4+ 2 WAk 2.

[0056] 2.8 HEHE KPS
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[0057]
SEQ ID NO: il

36 DKTHTCAA

37 DKTHTCPPCPA

38 DKTHTCPPCPATCPPCPA

39 DKTHTCPPCPATCPPCPATCPPCPA

40 DKTHTCPPCPAGKPTLYNSLVMSDTAGTCY
41 DKTHTCPPCPAGKPTHVNVSVVMAEVDGTCY
42 DKTHTCCVECPPCPA

43 DKTHTCPRCPEPKSCDTPPPCPRCPA

44 DKTHTCPSCPA

[0058]  FH T 75 A & B} v A ) B A A8 4 Ay B CH 0 Oy B 5 A S AR B d A s) AT RA S A AR
S EL BN iE sk e AR, I HASFEAEW02005118642 ; Ward % A, 1989 ,Nature, 341 ,544-546;
AHolt%E A ,2003, Trends in Biotechnology,21,484-490 1 /A FFH ALY 78— AN SL i 7
ZErh, T AR I B w5 FH ) B0 45 A S A 2 T ] A 465 ) B (VD BRUR BE 25 M (VLD
AR BRI AT DLk B A1 o B T4 5 VHATVL &5 M) 3501 75 vk AR ARSIk b 3H 4T T 4
&, 2 WA WIEP0368684 fiWard % A ([F] 1) o M &5 A3 m] LAY B AT AT 538 19 P AP Ei S 44 i
WEM B AE—ASEETT R, Bk B a8 /AR n] LAYE B mE A sh i N B AR A A2 — 1
ST ZE T, I B R A NTEALT o

[0059]  AE—ANSEHE T S b, Ik B 45 1) S A4 U I VR T A R s ST, L A R AE A5 G
W02005/118642; JespersZE A, 2004 ,Nature Biotechnology,22,1161-1165; flHoltZE A,
2003,Trends in Biotechnology,21,484-490 1 Bt ik i) 751k AR HE , IhSS B 45K g
P 5E A AR, AHA ] DAY B HAR )P 8 2 BOR B, B 55 45 M3 e AR 1 3 B 8 0 i ml
PARBEATAZAM , LA OGS 5 25 A S B AR IR R IR 9 T A 1 o 158 N (] B HR BT AR 1)
[0060]  fE—ANSEiti 7 22, ik dAb & 3R F scFvig B 4 7 B0 31 B 4 R R i Humouse ™
ok Velocimouse ™ B & AJEAL I MG U Zh A A 731 o

[0061]  FE—/NSLJET7 &, FrikdAbIR B N B JRAL IR WG L5 304 d& Se Bl sh P Bl & . It
FAADFEA et 2 N VEALH o 7E— NS v, Bk B 468 M) Sl A 7 T 3% S Rt sh W) s 3R i
I () VHHES #4348, (EP0656946 5 BT fER 1) 76— A58, A B I H0 500 8 e B SR PN e 34T
T JEFER, FF HAERE P A G N W S ML P DAE i B 40 g PCR > 5 B 4 b T iR dAD ) ZE 1A , B
=] LA s EBVE AL B i 5 Jo PR 38 5 41 R ARl A SR AT g b B iR dAb R BAH L K £ 4L
[0062]  fnASC biil pr R i, A & B3R At 7 XURs e bR S = E, KA E AA 0T E
[P0 JE H r F PE SiikFabBFab’ Jr B, Brid i BR B B A ek 5 &=/ — D HAa x0T
5 B WP IR R SR S A I AR AR

[0063]  [AII, 7E— SR TT S, Frik bidk i Be il inFabEFab’ b Bt ELEEHIER 22 HH Bk 7E
HFEEURRE P] AR X N-R I Ak 5 dAbFHER & o 25 e, Pk 4l ik FabBFab’ Jy By HL I B
FH 2=k A2 L FE B AR BE 1) C— R oAb 5 dADFHRR & o 7E 55— ANt 7 B9, Frid St ik FabEFab’
B SRS B B B Sk AEC- R AL 5 dAD AR 5 o BT i 821 AR 4h 2
26 (B i 2 B PR G, B R % 8 1 PP B IR HH R B AT dm A ) R R ik

12
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[0064]  J8H , BT I B 45 RA) ST AR IRON- R o 6 L M BY 48 1 3223k 5 Brik FabERFab’ J1 BX
HEEBUR B CR A AL A, FF H Y Brid S 5 M 384k 5 prik FabBFab’ N-R i AHRR &
I, R4 HC— R (I Hh 48 FR #2300 #HATRL G .

[0065]  FE—ANSEHE T R, ARG T XU R VARG E D, KA HAN T HK
U )R e VR B ik FabBEiFab’ Jr B, B H B A X T B B0 45 5 1 Sk Fab B
Fab’ Fr B2 R, BTid v B AE B BUR BEIN-—R i b 5 BA 0 T 58— H B9 4R 5 P 1Y B
LI IUA MRS

[0066]  fE—ANSEE T R, AR SRt 7 XU Rtk bk A E O, HAS AT B
PUSBRE R Uik FabEiFab’ Fr B, BUE B X T B R 15 7 M i FabBEFab’

B R, BT A i B AE B RE B ) C- R um b 5 B 0T 55— B WP R R e e PRI B 25 14
BHUEMRL S

[0067]  fE—ANSEETT B, AR SRt 7 X Rt biE R A E O, KA S AT B
PSR R PR ik FabBiFab’ Fr B, BUE B HA 0T B HUR 5 7 M S i FabBFab’

B R, TR i B A R B R C- Kb 5 B /b — AN A T8 B WPUR IR 7Pk
1) B 25 R I AR AR o

[0068]  fE—ANsEtE T rh, AR SRt VXU Rt bUA R A E O, HAE AT B
PR EIEE R PR SiiEFabBEiFab’ B, BCE B HA 0T B R 5 7 P i FabBFab’

B BT IR B 5 PR B 45 A ISR AR 5 L o R A 5 5 R e A D 28 P D 4% 1kt
A (R 22 4% , IF H B3 200 S 45 /s ik il 5 9 5 B ik FabBiFab’ 1 B 1) F25E
B B I CR i AHRL A

[0069]  fE—ANSEE T b, ARSIt 7 XU Rt AR & E , HAE HA T B
PR R R R S i FabBiFab’ Fr B, BUEE H H AT B B30 5 1 4Rr 7 14 1) S A FabB Fab’

F B RG, B Fr Bt S AN B A5 MU AR AR R &, Hod — AN R A M ik 5 Frik Fab Bl Fab’

F BV R C- R s AL A, T 53— AN SR A5 WA 5 B iR FabBEFab’ v B R C—R
s AHR G, Frid g i AR B0 T 85 = B B R e

[0070]  {E—ANSZi &, YTk FabBiFab’ Fr B (1) 5 5 F 42 55 % 1 70 C- R i Ab £, 2 2
SER AR, 1K TR AN 25 My Bk oA 2 2 [F) 1, BB AH R XS T AR DU R R 45 B e e 1k
FE—DSEH, EANEAEM FPUE BRI R AL 5100, BTk 5 45 /344 n] LA 35 2 A
[ AVH dAbAHIF BIVHH dAbEAEEI VL dAb.,

[0071]  fitikth, 2 friAFabBiFab’ A BL A o E AR 85 45 B 78 C— A iy A4 77 B 485 A I A
I, X AN B 45 MR A DIME L 45 A B I T AN VH/ VLA, B e e B A AR 1 45 54 5+
PR ELANH/ VLA 8 AT 26 3 AH R TR VH/ VLT .

[0072]  fE—ANSET 7 20, A K B I AU e ME DR B & 82 8L 2 v B AN VH/ VLG ) 7
A B EE MR BRI, VIR &5 A ik 5 S 1E 5 X (CHD [ C- AR i AHBR A, I HLVL B &5 )k
Juik SR E X (CeaiCD) [ C-A i AL

[0073]  AE—ANSEJ 7 20, A K B I XU e ME DA R & 82 8L 2 9y B AN VH/ VLG ) 7
A B EE R R BUAARRT , VLS 45 A oA 5 S 1E 5 X (CHD [ C- AR um AHBR A, I HLVHER &5 f4) 1k
Fuik 5 R 2 X (CxaiCD) [ C-A b FHEL A

[0074]  AEAK WIHOUEE R Bl & Sr A b, Irid S5 Mk 5 38 Mt 5SS & rid
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AR B T IAFabEiFab’ F B2 43 BT 45 A I B A JEAS ]

[0075]  fE—/Nskfir , T 7E 48R B A8 G dAbs s o0 TRMAE IS 2 2 1 CDAR i
[ EkFc v RIHF FVE AR IR, R dAb AL IE % T CD 2 1 2 45 e 16 o i At i 3, Firid
dAb 7~ 3% 3 R B CD 43— 19 45 57 14 - CD68. CD80 .CD86 . CD64 . CD3 . CD4 . CD8 . CD45
CD16H1CD35.

[0076]  FEARLER S5 o, FT-AE AR BH A FH IR dAbs e 7 thoa T LS Bk & 1 63
FEER A 731 BCD35/CR A4 S , it I 775 8 4 i 1 e ade 2 A ML 375 28 4 i 1 48] 2 R R
MELSAEAEFRBRED I -REFED ESED A4EQ RSB AEA &
Pty , BriR dAb 7 oA T A LT F1 8 A 4 e e o DRI, 78— sl H, LIS 3044
GRS BREE 2 F BUCD35/CRT (B 4 ALY A 8 D X6 5« 7B« KRR 9% B B 38 I e
BT S R, JF HAETEE & i i 42 M 7 DL ¥ 40 g PCR SR 5 B 4 A T3 dAb ) 3
, B A DL I BBV S Ak B oL 55 0 PR 49 4 £ i, 25 A R 2 SR A 4 AL Tk dAB ) B4 it 7k A=
o 2 3de by, BT IR B 85 RSB A mT DA S s G A S I TG B P W R A O R R A

[0077]  AE—ASEj )7 R, ik S M ISR A NG B B E AR — AN SEht T &2, P
IR R LE AR S S N ILE AR A RIS A & A KR IS A EE .

[0078]  FE-—NSEETT &, Bk 454 ILVE 1 8 I SR 45 M S84 =2 7EW02005 /118642
PO dAD (S WA IE Le AT L) , BRAEW02004,/041862 1 H A1 [# VHH , BY £EW02006 /122787 1]
BaNER 11T HER I AR 99K 3044 (nanobody)

[0079]  AE—ANSEjt )y &b, T AR K I rh Al IO 456 AT B 82 3G SR a5 i) i g =2
VI 25 M A4, K& R BICDRP ) = /b — 4> B ER5 (e) SEQ 1D NO: 568 KI5 (k)
SEQ 1D NO:62H %5 Hi ) 5% T-CDR-HI [ FF FI I CDR,, B A 7E KI5 (1) SEQ 1D NO: 5785 (1) SEQ
ID NO:63 7145 Hi ) < T CDR-H2M) /7 51 I CDR , 1L E A 7E 5 (g) SEQ 1D NO: 585K &5 (m) SEQ
ID NO: 6415 Hi 1 2% T CDR-H3 ¥ 7 51 (¥ CDR .

[0080] 7 5 —ANSKHt T &, FTAEA & B AT PN 456 N I B 8 ) SR 25 M3 44
& HE R VHBUAA , o rp VHES #)48/¥) CDR-H1 . CDR-H2 FNCDR-H3 1 i) 2 /PR AN 1% 1 T %1 : 74ESEQ 1D
NO:56ESEQ ID NO:625145 Hiff) 5= F-CDR-HL [ 7 51, ZESEQ 1D NO:57ELSEQ ID NO:63H45
H (1) ¢ T-CDR-H2[ £ 31, FIAESEQ ID NO:58ELSEQ ID NO:6491 45 H 1% T-CDR-H3 [ £ 71
40 , v i B 25 A I3 A4 mT DA, B VHES #4380, Ferp CDR-HI B 7ESEQ 1D NO:56H 25 I 7
F, I HCDR-H2 A 7ESEQ 1D NO:57TH 45 I 7 51 o 25 e L, Fridk B8 45 R 3 A4 ] DA 5 VH
Z5 K, JoP CDR-HI B 7ESEQ 1D NO: 569 25 ¥ /751, 3 H.CDR-H3 R A 7ESEQ 1D NO:58
H2s tH P 5] oR T S I, RS IR AR AR T T E HE

[0081]  ££ 5 —ANSEHt 7 S, T AEA K AT IR &5 & N IE B & 1) 1 45 8 ig
S HBE VHER &5 M3 o4 , o Bird VHES M3 B0 5 A 7ESEQ. 1D NO: 56+ 25 H 1) 9 T-CDR-H1 1
JF %, 7ESEQ 1D NO:57H 25 ) ¢ T CDR-H2[) /7 7], MIAESEQ 1D NO:58H 45 t 1) 9% T-CDR-
H3E 751

[0082]  ££ 5 —ANSEHt )T S, HTAEA K AT IR &5 & N I B 22 ) 5 45 f g
J& H B VHER &5 M3 A , Ho b B VHES M3 0 5 A 7ESEQ 1D NO: 62+ 25 H (1) 98 T-CDR-H1 1
JF 3, 7ESEQ 1D NO: 63145 ) 9¢ T CDR-H2(1 77 71 , FIFESEQ 1D NO: 64+ 45 Hi ) 5¢ T CDR-
H3EI 751
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[0083]  fE— NSy &b, T 7EAR K I Th A8 I 456 ALV B 82 8 SR a5 i e bidd =2
N VAL ) HBEVHER 25 My S Ad , dADHL , H L 7EIK]5 (@) (SEQ 1D NO:52) 45 I P31 . &
& [ CHI-dAbH1 fil &) (8 5 GaSHE3) I+ 7E 6 (SEQ 1D NO:68) FHE5 Hi.

[0084]  fE—ANSLiE Ty S, T 7EA R B Hh 8 G 255 ALV 1) 8 1 1 SR 5 A S i =2
NIEAL I B FEVHER 25 /38044, dABH2 , LB AT 7EIEI5 (¢ (SEQ 1D NO:56D A I 7 5. &
J& [ CH1 ~dAbH28E 5 (15 GaSHE 3 (51 F7E 6 (SEQ ID NO:69) FHE5 Hi o

[0085]  #R¥EHHKabat5E AR THH I FR G , X304 m] AR 25 #4301 SR 8 v R 3R AT 9 5 o 1X
Fh R EKabat®E A\, 1987,Sequences of Proteins of Immunological Interest,US
Department of Health and Human Services,NIH,USACFXXHFN “KabatZE A (7] ) ™)
HFEAT TR SRR S UL FE AR UL A R A X Mg S RSt

[0086]  KabatFk: AR A o 5 R IR TR I 10 8 M G ' ELHHIAH X B o SEFR P 26 PR 2
B2 AT GRS 7 b AE P A Kaba t 9 ‘5 B8 /D B A MM 28 FE R , TXAH BT 25 4 20 40 1) i 4
B[] 45 R 2H 53 TR AN, o0 A AR AT AR 45 A8 S 2 A I AL B 2 BLAMAE P E X (CDR o J8
G 7 Z o I RN R 2L 5 “hrifE” Kabatgh 5 /5 ZIREAT LU AT, 0 T 45 58 B S AT LA 8
A I IE R Kabatd 'S .

[0087]  #R¥EKabatéi 5 %0 , 5 HE A AL 4544 8% CDRs Az T-5% ££31-35 (CDR-HD) 5 H:50-65
(CDR-H2) F1%%F95-102 (CDR-H3) &b . #& 11 , i ¥EChothia (Chothia,C. fiLesk,
A.M.J.Mol.Biol.,196,901-917 (1987)) , Z4ir T-CDR-HL K] P4 M ik 2 26 8 i 22 & A 32 A,
WIAR SCHT A I, “CDR-H1” 8 F557% 3£ 26 235, W H Kabat 45 & 4t FCho thiafJ#i M3
(topological loop) & WAL A FrfiiA ]

[0088]  fR#EKabatf's %, 5 A] A8 45 MY K CDRs A T 4% £ 24-34 (CDR-L D) FR HE50-56
(CDR-L2) A1%%3£89-97 (CDR-L3) 4t .

[0089]  fE—ANSEia Ty S, T 7EA R B Hh 8 G 255 ALV 1) 2 1 1 SR 5 i S i =2
BREEVL S Mg, HAE R HICORP ) & /b —4: A 7ERE5 (h) SEQ 1D NO: 598K (5 (n)
SEQ ID NO:65H %5 Hi K¢ T-CDR-L 1[I JE A I CDR,, LA 7R €15 (1) SEQ ID NO: 608K &5 (o) SEQ
ID NO:66H1 45 H4 [ 95T CDR-L2fK] F£ 1 ({1 CDR , 1 EL 45 7EII5 (5D SEQ 1D NO:618¢ &5 (p) SEQ
ID NO:679 25 Hi) 9% T CDR-L3M¥ J¥ F1 f¥J CDR o

[0090]  7£ 55 —ANsEHt )y S, T A K AT N &6 & N s B & 1) R 25 8 ig
SERBEVLIUAA , ForP VLS F38 () CDR-L1 . CDR-L2FICDR-L3H [ 2 /A% R %1 : 7ESEQ 1D
NO:59EESEQ ID NO:655145 Hiff) 5= F-CDR-L1[I 751, ZESEQ 1D NO:60ELSEQ ID NO:66H145
H 1 ¢ T-CDR-L21 £ 31, MIAESEQ ID NO:61ELSEQ ID NO:679145 H [ T-CDR-L3[ £ 71
W40, B ik 25 A AR AT DA B VL A5 40 480, Horp CDR-LLE A AESEQ 1D NO: 59+ 25 H [ 771,
F£ HCDR-L2EAFESEQ ID NO:60H 45 tH (/7 51 o £ 1ty , Pir il 45 A A m] DAL 5 VLA 14
8, o CDR-L1 B A /ESEQ ID NO:599 45 H 1) /7 %1, 3 HCDR-L3E A /ESEQ ID NO:61H1 45
P T R SE ], B IR ARERE T I E HEY .

[0091]  £E 53 —ANSEHt 7 S, T AEA K B AT IR &5 & N I B 22 ) 5 45 f 34
SE R REVLES A A, b TRk VLES A& 76 SEQ 1D NO:59H 45 Hi [ 9% T CDR-L 11
J¥3, 7ESEQ ID NO: 60145 ¥ ¢ T-CDR-L2[] #%1 , AIAESEQ ID NO:61 145 Hif# 5% T-CDR-
L3731
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[0092]  £E 53 —ANSEHt 7 S, T AEAR & B AT IR &5 6 N I B 22 B ) 5 45 A Il
SE R BEVLES M8, b FriA VLA #3800, 545 7ESEQ 1D NO: 65 45 ¥ 5% T-CDR-L1 i J7*
F),7ESEQ 1D NO:66H %5 i3 T-CDR-L2[ FE 5], FIZESEQ 1D NO: 6745 Hi ) ¢ T-CDR-L3
(75

[0093]  fE—ANSEiy &, T 7EA R B Hp 8 G 25 AT 1) 2 1 1 SR 5 A S o =2
NI B2 BEVLER S5 3844, dADLL, LB A 7EEIS (b) (SEQ 1D NO:563) A I 751 &
I8 [ CH1-d AbL 1 Bl & ¥ FICk 1—dAbL 1 k&4 (P40, 2 GaSHE3L) (19451 48 6 (SEQ 1D NO: 70740
SEQ ID NO:72) Hh&5 i,

[0094]  fE—ANSEja Ty 2, T 7EAR R B Hh A8 G 255 A ILTE 1) 2 1 1 SR 45 i S g =2
NVEA B R VLR 5 M 3 Ad , dAbL2 , H L 7EEI5 (D (SEQ 1D NO:55) 25 P . &
I8 [ CH1 —d AbL 28 & ¥ AICk 1 —dAb L2k &4 (P40, 2 GaSHE3L) (1451 4 &6 (SEQ 1D NO: 710
SEQ ID NO:73) H145Hi,

[0095]  fE—ANSZifi 7 &b, Y BTk FabBiFab’ Fr B (1) B 55 Fl 42 55 & 1B 7 C- R i Ab £, 24
MBI BIX AN B g A A2 M E R 45 5 PR B FLRNH/ VLS (AR SC T BT
KD B, VH dAbjEdAbHI (SEQ D NO:52) , 3 HVL dAb#&dAbL1 (SEQ ID NO:53) .

[0096]  fE—ANSZifi 7 b, Y BTk FabBiFab’ Fr BE (1) B 55 Fl 42 55 & 1B 76 C- R i Ab 3, 2 2
SR BUER  H BIX PN B2 A 2 M E R 45 5 PR B FLRNH/ VLS (UIAR SC T B
R B, VH dAbJEdAbH2 (SEQ 1D NO:54) , 3 HVL dAb#&dAbL2(SEQ ID NO:55) .

[0097]  FE 5 —AT5 1, AR ML T AE A4 ATUEBEL A B, A S /e AR S B
15 (e—p) H T F R I CDRs H () — AN B 22 A o IR CDRs T LA 5 N BT ART 53 (R 470 A4 A4 BT
Al EER PRz P b RIURORE s B HuR DL R AR DhRe A vETER A BE BT
HAT DR AEAS R T 5w B 1) NJEAG Y 584 AR BUR & I3 BRI, iR A 45 A it
] DA B K E AR BN e B ik o 808 7 B, 9F H AT DU (HANR TFab, £&4&
il Fab,Fab’ ,F (ab’ ) 2, Fv, A5 R FAE , scFv, = =B U 48, Bis—scFv, ik, =
oAk, VY feAg A ok AT AT B R A 45 & v B (3 WA, Ho 1 Liger MlHudson, 2005, Nature
Biotech.23(9) :1126-1136;AdairAflLawson,2005,Drug Design Reviews—Online2 (3)
209-217) o T TR B A 1| 243X Le fidd Fy B 1) 774 AR STU80A By Ja i) (Z WA, Ve rma 5
N, 1998, Journal of Immunological Methods,216,165-181) . ZANHiAAn] A& £ E
S ] DL AR R R (S I IW092,/22853 FIW005,/113605) K 2> B iR 3, A K B 1)
XN THI S S 22 3% 86 [ 8 (1 45 B Uik i A8 44

[0098] o iHB, KR AE AL Gk, 5 alE g s, ] DL AR HoAh 4 R
T A AN S ARG, AT HAR A & BB T By BEUE AR 72—, 78
FSCHT AR ) AR S (a—d) HHFT 0N 1 B4 A S8 4R dADHT \dADBL1 . dAbH2,dABL2 7] LB A
BUEAT A& BT, B AR A 18 BB TR (GRS EER & 0 T A S5 14
k.

[0099]  AE— ALty 2P, AR B AN U7 I Piid a5 A 72 K15 (e H 45 I 5% T-CDR-
HLE 7 H1, 7E K5 () H 25 H 1998 T COR-H2 [ 7 1), FIAEE]S (@) Hh 45 I 58 T-CDR-H3[¥ ¥ 31

[0100]  AE—ANSLjtE 7 2P, A B AN U7 I Pidd B A 72 K15 (o s i 5% T-CDR-
HLE 31, 7E K5 (D 25 H 59 98T COR-H2 5 3 71, FHAE ]S (m) o 25 I 58 T-CDR-H3 [ 7 31
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[0101]  AE—ASLht T &b, AR B VI AN 5 T A AR R 3 A7 AR 15 () 4 HE 5% T-CDR-
LI 31, AE5 ()t 45 K9G T CDR-L2[K Fr 71, AL 5 (§) v 25 HE 2% F-COR-L3[ 751 o

[0102]  7E—NSEHETT SR, AR IR IZ AN T3 iR B S A AR ) g o T
CDR-L1 {1 /551, £E 5 (o) H 45 H ¥ 96 T-CDR-L21% J3: 71) , FILE K5 (p) 1 45 Hi ¥ 96 T-CDR-L 3K
F31

[0103] AR B ) 0URr S PR B & 22 1 R SRS AT 5 B R V45 A, vk B 5 Ay 3
JUAR T B EH S A28 0 2 LUE K ridFabBFab’ 7EAK P 3230 C4RIE 1, /T
BAET 2. SUMSR AT AT T 8 A B 2R A 778 S A AR Y 1 32 ] (Nguyen , AL 55 A (2006)
Protein Engineering,Design&Selection, 19 (7),291-297) .7 A BH [ B 45 /) 3 Fri i 49+
P BA & A T H B A EAIIT S 2 &G TR S G 28 T o AE— A SEH , ik B
LER IR BA S 2 A RN, B Mo AE — AN SEA e, BTk B 5 A S AR B ynME UM
(RIS T B0 K 45 B 2R AT H7 o 2R AN F 7] DUE AT UL Fn AR AT &0 AR & B ds e
AR SCSE 5 BT IR BT Acore , Horh i R AR B 0 4705

[0104]  fiakit, &5 F 2R A AR A WY A B8 45 A S Ak 0 B A K 2 2uME S P I 45 6 o
ANT7 o AN SETETT S8 A B 4 B 5 Ay A 7 5~ B A K L) TuMBICE 4 1 45 5 26 A 7T
FE—ANSEHETT Z8 1, AR W] ) B 25 R AR o 1 AT K L4150 0nMBRCBE 4 1) 45 5 25 A AT o fE—
NSRS S AR WY R B R A 1 B R 2000 MBCE 17 HO 255 2R AN T o AE— AN SE
T8 T7 Z 0, AR W S5 M S A 7 B R L) InMBR SE 47 (R 45 5 55 F1 7D o H 4 il 31, A8
AR U R0 AT 538 U5 2% T DA SR R AR e B i i {3 ) AR AR &3 2 0 ) . 5 A S A
(RI2RAN 77 0 PRI, A AT T A T B 1) 465 R 7 5 1) A2 4, L B AT B 3 T B 8 A
(K325 A0 77 0 BRI AR A ] DL L VF 22 2% A 77 BT R OR3RAT , 5 FECDRs RAZ (YangSE A,
J.Mol.Biol.,254,392-403,1995) & X 4l Marks% A ,Bio/Technology,10,779-783,
1992) - KIFFE E. col ) HASFRAI M T Lowi5 A, J . Mol.Biol.,250,359-368,1996) \DNA
2l (Patten®s A ,Curr.Opin.Biotechnol.,8,724-733,1997) W& B4 fg 78 (Thompson%%
A, J.Mol.Biol.,256,77-88,1996) 45 £ PCR (Crameri%s A ,Nature,391,288-291,1998) .
Vaughan% A\ ([F] 1) 15018 T X Be 8 77 pli #7715

[0105] A I HR A 1 gt b A BH I XURF S PR A R 5 82 1 19 70 185 IO DNA 2 371 o A B
[RIDNA Fy> 51 ] A A5 & BEDNA (] 43 5 A 22 i 7= A2 DD cDNA L 2k AT ZH DNA B HAE AT 241

I
= o

(01061 Z A A5 W] (4 XURr St Pk U A4k R £ 8 11 O DNA TP B ] DSBS AR U B AN 5 AR i
RN TEARTRAT o B4, 4n Fie i B2, R LA A 5 O DNA F= 71 B33 22k A B 1 2 R 13 31 K
B 65 TR AR A BL 3SR N/ B dAbs (1) 78 73 B4 B U DNA S 51 o

(01071 m LAAE HI 93 5 AL 405 B AR HE B A R ] 26 S A i B I XURS S PESUAR R 5 B2 T 1Y
DNAJF 31 o AT LA FH SR IR A BB AR SR 56 4 BT 70 5 BT /5 I DNA P 371 o 75 TE I, 7] LA
i AR e 5 120 5 AR R R A il B S . (PCR) TR

[0108] Ak BE— D8 K& — B DA K I FIDNAFF B ) T BORIA B A o (A 1, 12
BT AE A B DNAFY B Te B BRI AR , JT IR DNAFY 31 4 A5 A i B 1 XURs S RS AA
Rl EE o AE— MIERI ST S, Bind v b BRIA SR A 2 i 3 XURs 5 PE B A it
B E A EADNAST B o A, B o B 34 8044 MK A 5 DNAZi 5 1) 44 5% B e, A 45
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P RERAEA .

[0109]  ZEsE b, ARMUEHA N GO 2 FAR , A K B B Rl & g5 A AT AAEN-A S BUC— A S Ak
HA firikdAb, 31 Rt dAb  DNAZRAD ) % 53¢ 54 T0 1% 4 £ Jw b 3 Rl & W)U DNA Y 31 N 93l b
THWEEE G - B I, B3R A& Y0 DL S N-RKindAb FIC-K i FabBFab’ . Ibah, B PERL &
Y] LA EN-K ifiFabEi Fab” FIC-A fdAb

[0110] Mg IHE|, frifFabEFab’ [¥) 5 B FN 42 4 v] LLIS N\ BIAH [R) BOAS [R) 1 28 A b o 76—
NS =, — P AR T DLAFE A S FabiiFab’ 5 AIC— R i dAb I BH RS9, 1 55—
P AR ] LA R AL S FabmkFab’ B85 FIC—A 5 d A R AL &40 o

01111 ot , 445 BB 7 AL AE AR i BERIN- A s b LA dAD R 43 1) RURs e ME DR R A 2R
I, AR DAL 60, 5 TR BDNAKS S 58T« 4 dADET 43 B DNAKG 3% B850 s AT 1l , e
F23k 7 51 [ DNAKL 3% 90 s R R Jodd Fr BT DNASL 55 BT o 24 BE P AR TR fodk i BRI C- K
Ui b B A dAD S 2 ) BURE S R AR Bl A B B, A4 DA G5, 75 TR FIDNA%E 3 T
G AR P B DNARL S BT s AT el , 265422 Sk 7 31 AR DNARE 53¢ .5 s MR 65 dAD R 73 FIDNA
ST, TR dADES o BAA A T MG 80k 8 A V6 B0 S % Bk 8 1 40 B CD35/CR1 (Al 4 A
M5 A & D B R 1 PR, AR B ) B0 3Rt A P mT BL UAS IR B Al , S0 5 9] i (EAS PR T,
dAb—$%3k-Fab .Fab—#%3k-dAb.dAb-Fab.Fab-dAb.Fah’ ~dAb.dAb—Fab’ .dAb—f#%k-Fab’ .
Fab’ —4%k—dAbo 445 G Ad PR Mg A iy, 55— A ml LLAS & 5 dAbAHRE & W FabBiFab’ [ #
B, M Ml DUEE 5 dAbMIREL & I FabEi Fab’ fr 258 .

[0112]  SCT A& AR KRR BERL S F 4044 Fr BRI DNAZS ALY m] DAL e S B o058 A
BB, Horp DUARSTUSEAR N 5 O A A i , 91 % sz 5 oo ml BLAL & o0 TR BRI 2505, B
Ja N EREE Y, B [ Z IR 2 0L, F il s Humphrey s55 A, 2002, Protein Expression
and Purification,26:309-320,

VAR ECH Ry iz W [ N S e S 1 S A 7 IR e i N S S 7 I v Y RS
B & AT AR P FE SR o

(01141 JE sk L AT DA 4 R S A 1) — M Vs B G RN A 7 32 DA S 35 37 T TR AR R
N BAFT A AEIX 1 , 1] 2% “Current Protocols in Molecular Biology”,1999,
F.M.Ausubel (45%) ,Wiley Interscience,New York, flHHCold Spring Harbor
Publishing i fManiatis Manual.

[0115]  SEFRft T AE — Pl 2 Pl B BUR IS B 1 1 400, ek vl b BRI R 5
—DECE A GihS A K B I RURs e MR Rl S 2 [ BIDNAT B o AR ART 38 ) 1 S 40/ B4R &
0 n] DA T 308 g b B i XURE e MR B A Rl & £ 11 I DNA T 1) o ] DA 20 B 461 s K Wi B
A At S AP 2 G, B e W] DA FH B0 AR W 49 ety 3L 30 W) 1 A MR 1A R A 1 1
FLENY1E 32 40 M A FENSO L CHO i PR B AR A SR 4 o R, AE— NSl S, 72 KT
B RIAAR KRG E AL T — DSy b, e AL A i b R IA A R W R B S
EHA.

[0116] AR B EIRME T T XU R bk R A A 7%, HEREAE S T W gmhs
Bk XURs s PE SRR 82 3 FIDNAJT ZIH I8 B 1 BRI 2611 T 35 R0 5 AR kB IR 28 1)
15 A A 3 — BRI T T2 B TR XURs e SR A B I T

[0117]  FE= A2 5, 297 B, Sk A AR S O AR AR & 3d 7 32, W RA AL HH AR 9l
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XU A PESUARD & 828 o n] DU A B B AR T e ik 1ok, B an s 22 #e R/NEERRL LG
5 H BB KA AR g

[0118]  XUFF S PETUAR R H2 A K /N AT DA JE Ao AR S 8 R ) 5 0 5 V2 AAIE S 451 1 K /)
HERR €382 AL SR SDS-PAGE « MU AR ] L HITIESE , ik 2 1 PR —RAL A/ BA H
Ao BRI FIANdAb S ) o A AR I Y —BRAA, T84 ] LASE A FH 4n b Pt ok B R €8 1
VR Z IR AR 24k th BRI XU e R R S S E

[0119] AR BT RURE S PE SRR & B A AE R BURRE IR T A L, Tk R B E
58 2 T 9 FHIPRIE 3 T 9o FHPRAE 2 448 720 P o hE A i o

[0120]  RE “ 5 P BB AE” M1 G T P00 BROWRE A0 45 28 R PR 5 4 2 VAR JE I 9% 7Y
BRI B -F9W Muckle Wells disease) AR B v 2 BUR 7 PESS 128 W SLE (R
G VELLPEARIE) N AR BLPE B R R RV B 7% 2 R IR RE AL KR 2% L TRURE PR B A AR
Ve .

[0121] R “HF LA Mhmne” AR R VWA 4 Ak (IPP) L R R0 (BURE B2 ) B 4F
YAl HE PRI TR 9 Te A 99 « iy ML 28 AR TR0 L IR 2 4 A8 PR O B PR 5 2 IS S i
B BF R AL | 4 4 HH 5% 16 25 B AR 14 CARMD) A0 W) FEE 375 2% 00 I S B2 14k 4F 4 4K (cardiac
reactive fibrosis) IR REIRI Helh R0 L8 OB AR T RBIAKFEHFFA
R RIEARME W FETF AR

[0122] AR “giE” A5 T b B 8 SR b IS I HLAE B AR SR (T L B
BT ZARH B FRAR B S BEE B ) i 4 B (Lining) W R B SBME ST AR K e TR 1 2
FHERA DI Byl ) am S B, 010 25 e .

[0123] DAL, MRAEA K B Rt — D U5, 3ROt Y AMA &Y, HAE 5 Mz s b
A 52 R BAAR S TR T 70 ORI AH BB 15 R A R B B AR Rl S ) o S B 3 17 AR I I ) e A i
At A 8 H TR YT 200 BORRE 0 25 1) Hh 1 38 o Bpe DLk 1, 3k 5 I BOR E A& R 1P %
TRBURAE o

[0124]  HR4EA KA A LR BGE S T LR B Ah T B JREk IR B
E Wit TR 8O & A T I R BN 34T it F ) TR 2K

[0125] 3 a9 4 SR vk oAk R & B A RO SR 45 i ik 5 B SR A S & IR AT
PIBAF S A2 5 30 5 FH AR LA 2 SN B A AR B0 5 vk, N B ZH L7 3 1 6 BT o XU
FePERLG & B BEAT TR o

[0126] X 1 IRJE H , Bradk 25 M 28 & W ml LASR G 7] S SE 0 SR ZE ) R X, FLal e
W75 257 b a] B3 B IR 708 GRS & 77) G an T A ) R oK 0 8 B8 2 AR rEL g e T B
FR N EE R BE AR LEZO) 5 S 70 50 9 LR T A 4 2 B R A+ VIV ) (48] 2 el S R B
T BCREAT 5 B AR 1) (A 2 55 8% B el B LB R A 5 BT 77 (49 R T P D K A
Fe o 7 A AT DASE R AR U AR BT AN VA AT AR o AT IR P P B /1 ) T DA SR LA
B IR W R R BRI T 2, B e AT TR] A 2 B FE T 6 A0 A AT A K B A & T i
IV BEAT R B T18 7 0 o LG 2R VBUAA 1 790 P LA SE e R 5 2% FH 24 5 B R 52 O S TN ke gk
AT 1%, B s N i) g & 00 FUAG T AR PR ey 33 711 o 20 4 ), Pk il 773
AL G b R 28 VBRI R BRRH R 77 o

(01271 AT 1 it FH AR 1l 75 P DA O 25 AT T ], DA AR T PR S WD B2 45 R T8
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[0128]  f-T-3kiusita FH , Firadh 2 A0 mT DASRE DA B #0730 s sm) et

[0129] 2% BH B9 XUk S Pt o A4 mT DA G il s FH T W B 00, B ik B 18 71 e FH e et
SR, A1 e I R R B R HEAT o TS IR R AT A 2 I B R A, 41 A 3 B 2 LR
Z e A 2 A /N o BT RS I 2 A 4R DR U S A8 Y P BOK PRGN (1)
TR RECFLIOR I TE 2K I BT DA B L AR (Formulatory agent) , 4 &7 7 A2
5E 77 B3 JBS RN /B A3 AR o A& 0t & PR 43 AT AR FH T AR A8 R A& I B P
PR ) T E K AT R R

[0130] [ 7 -1 B 0 (40 il 7R A A O BH R XU S PR 70 A 9, T DTS i S e 2 ol ) o b 26
AT DA AR N B3 T UL PN v B R B AT

[0131] T Bt FH BIIE W it AR5 A% B I A A mT DA D5 (58 4k DA R T s AL e B
W55 25 &5 1) 55 55 77 2 IR AT 38 328, FLrp s A A @ A Rl — S R e — =
e SV IR 46T AR ER At & & () AR B AR IR A4

[0132]  WRFE, iR &Y UL 2B HRC3E B P, Frid G285 B dk 8 n] P
BB ADEE AN R () A7 Y o B A2 B T 2 L R T DA B A 5% T it FH 14 15 B
i,

[0133] 0T+ =yl it FH » AR 93 A i BH (1946 A mT LA 77 (e B B ) 76 A, 25 vl MR 2HL 40 1) A & 1 3K
B, ki 2 7 e PR BOA AL — R B 2 Py e BRI R I A o AR A A FE
WA SRR TR B R M BRI LA RS R & e, R AR A &
Y] LATC Sl 7E AL S S PR 2 1 B R e 0 b, BT i PR 2 40 & R BV SR AR — PR 22 R 2 o
AT R A o B AR ) A LR B A ek 5 K L AR R A T R T L 5K L AL
60 . B FLEE i | B IE AR EE (cetearyl alcohol) (REFEE 22— 33+ —he g FlI7K .

[0134] % -T-HRLjle FH , R4 4% & B I A6 &40 mT A5 {58 b R 1 DM /E S 1B 1 S pHER TR I R B
KPR HE L microionized) B IR, Ho i B ATBCAS AT B FE 760 5% 40 3 573l
FLTE A, B AN PR R i R FL U BRI TR S o A ety , F-THIR it FH , A A 420 ] DATEC 1) 76 3K
BN

[0135] T EL Mgt FH , MR B A % BH IR Ak & 4 mT AT (8 i 1) SR A 751 o 3K 8 m] DA Ja 3 4 i
PEZH 43 5 G (1) AR R OE SR A VR & SR il 2%, Bk S sl e IR 79 7 25 0 T A [l A fH AR
ELR T A2 VAR, 5 DAL T 2 7 B R Rk A AT R T8 3 12 40 40 o b S R 55 461 G m]
EINEN 3P

[0136] % T FlBl BRI ST e 58 o IR B 75 1 A K B A& W0 1) & 1 (86 T B ide B2 1 A5 P f
RERIT IO A3 B IR T o A28 SR, — i & » H A= P LY K 2910ng/kg 22 1000mg /kg , 18
T 100ng/kg %2 100mg/ kg , 51| aas T~ 11 g B0 MK 290 . 01mg /kg 22 40mg/ kg {4 &, % T
B A1t R K 2910ng/ kg 2250mg / kg M B, RS T+ B Jife FH B3 J8 2ok RN B N it FH R K 4
0.05mg % K Z11000mg , %141 K £70 . 5mg %2 K £]1000mg -

[0137] AR RS R RIESSIELL FEGE AT HAh S2hE 7 B i — A AR U
B e B 51 B B S A (AR AHAS R T A R FR ) Ji a3 A & AN AR, st
[F] B — AN HH R 2 B 6 R B o b i B Je ek 2 % i B 9 (W5 e A AR ABLRY) —

[0138]  FWLAE, H5mL T 1St 5] 1) 5 A IR AR W, I o S e A0 2497 i BH PR S T A 1
QAT AN R4 i R SR PR il T A B IR )
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[0139] [t I&I%5E -
[0140]  [&|1:Fab—dAbs[KEIfEE N, HorP dADZEC— A 4 « Z B IR 7 48 FH 3253k (e ) 5 550

B8 Ll 1) L5 X PR C— A i AH R X d ADLER dABH, 6 - B ] A8 X [20] Bl o i m] A8 X B

1 58 [X cx

[0141]  2:Fab-didAbsI K fi# R~ 1ZE B8 T, dAbLAIdAbHS R4 BE 1 1H 52 X 1 C- &
U A RS , MITTLC—dAbLBYLC—dAbHR & ) 5 HC-dAb LB HC-dAbHARBECL % , Horf« 8 8 m] A5 [X

Edm st asx [T e X cx Gyt s e, daLQ Faabh () .

[0142] & 3:FabA-dAbL3 (CK-SG4SE) (1) FlFabA-dAbL3 (CK-G[APAPA]2) (2) KISDS PAGE4y»
Bro

[0143] &4 :FabA—-dAbL3 (CK-SG4SE) (1) FlFabA-dAbL3 (CK-G[APAPA]2) (2) iJWesternE[liZk
S

[0144]  [&4a:FabB-didAbsHSDS PAGE:

[0145]  yKkiBM=SeeBluetr#i S Y

[0146]  JKIE 1 F12=TgGXT iR

[0147]  Jki&3=FabB

[0148]  JkiE4=FabB—-didAb,-dAbLl (CK-G4Sx2) &dAbH1 (CH1-G4Sx2)

[0149] Iﬁ(ﬁ5—FabB didAb,—dAbL2 (CK-G4Sx2) &dAbH2 (CH1-GaSx2) »

[0150] ZERIR 3T AR IADHL  dADH2 L dABL 1 FIdABL2 DA A2 I [ 31X ke 4y 44 4 — NI CDRs
B@Eﬁﬁuo

[0151]  [&]6:FabB-dAb#y 4K , H AT 5 25 b 33 A AH Bl 5 1) Fab B 35 4 B 42 ] AR 45 44
1

[0152]  [&]:Fab’ A FEAEREETH DL SFabATE LT

[0153]  =B&,

[0154] St f] 1« 0T ALY F 8 1 e R dAb IR 7 AR

[0155]  {if FH 2 ZH DNAE AR 7™ A HH 5B T2 HE Y DNA G RS 1) % 5% B0 , Fe gl B 0T AL
B EA R R dAD.

[0156] 475 Him) , {1 A 3 2 DNAF AR AT DA 7= A BH AT A SEAE 1 DNAZR A4 1) 4% 3% T, Fe gy
BAXNTHEEANR 7R dAD.

[0157]  sEjfl2: Judk A B =4

[0158] Ny T dAb S RRFEC- AR um @A, & B T b AR HEPE 2 X (LA «fE & X ) Km3 [F]
Bl ) iRk MdABIIDNA , 344 HAE ySac T-Pvu T TPR fill 1y B wi & B UCB—Cel1 tech N H )
(in—house) KIAFAKPTTOD (Fab) (pTTO-1HIRTAEY, HAi iR EPopplewel 125 A ,Methods
Mol.Biol.2005;308:17-30H) Ht, firik KIAEAR iGN v —1CHIE 5E [X HIDNA I 7 A4
T H T P R UM B R HER - 22 Sk S dADAHRR A AN JEAR R BER BRI, B S
NI FFEFab Jr BE B DR, PR #RAE tac )3 3 F IS 11 T o« i8 9w 1 EGLy4Serdik BRI
A IBspELA /&, BYAE & SrAla—Prof a3k FIFHIAsc I A,

[0159] 2y 1 dAb 5 HBEC-A um IR A , & Rl 1 b ACHL B LA v LIRVRAD DL KB fa
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(42K 9 P 51 I dADFR DNA o K5 3X AE Jy Apa T-EcoRT R fill /v B IV be B BUCB-Cel 1 tech N B
FILFAKDPTTOD (Fab) (TTO-1HIHTEY, AR EPopplewel 155 A (L3O H) H, FriARIA
AR E YA A v —1CHLTE & [X [KIDNA 3 7 A H T F12E fe 0 00 Js2 - 225 DRLEE 971 = A AL 52
TR, AR g e L IR ) P 31, B Jo 28 HH 322K 5 dAD AR A 1 EBER LA, IX AN R A
HAE tac Ja B IR BI R o 5 1% 5 21 380K ok A0 B K i B BEARWS 110, 76 e dp i 3 s
INTPTGHAE 5 3A o e TR I A2 K £50 . 50D (600nm) I 5 HN200uMI PTG DA /N SRR 4T
AL (Gml B FRAERD 765 T a2/ R 4, 9 HAETris/EDTARR T30 ‘CHEU 77 . 4%
ZVE IR H T i@ Biacore (ISR AN 77 73 B o e P25 tH AT BT I8 1) R IA 7 22 R0 14 1 44
AR T KE%.

[0160] 77_/35

[0161] {5 R FISLiE 6 , B dAbFT 5 2 BlA I BT SE iy 24 N CKERLC o T ex 8255 , vy £
SNCHIBEHC Gt S % 18 52 £5 M3 CHD

[0162]  FT7E KB B b F ik [l FabA—d Abgik 247 TR I F 2

[0163]  j@It{HdAbL3BELdAbHA 5 FabA ) 8% B HE FEAE w2 X 1 C— A v AHRL & K A4 4 Fab—dAb
Bl & 8 1 AT 2 P43k (SGGGGSE (SEQ 1D NO: 1) BENI 123K (G (APAPA) 2 (SEQ 1D NO:
30)) KM dAb S ex[X (SEQ ID NO:75) AHIEHE, i {3 A4 KDKTHTS (SEQ ID NO:2) KA4dAb5
CHI[X (SEQ ID NO:76) #Hi%EHz AR A B & At il 4% Jmbd 1H 52 [X ~dAbRL S HIDNAJT 1, BA
A3 586 I b [ B A S KT p TTOD AR I FabA 7 71l 1

[0164]  did R 51 5 FR A B R B -d ARG « 1 A L R R K Sac T-Apa T v B be b 2|
BE 8 R AL Fab AR BURLIG AH RLA7 mivh , BTk G B ) 2 PR 9 i 8 1 22 PR 42 5k (SGGGGSE (SEQ 1D
NO: 1)) BRI P23k (G (APAPA) 2 (SEQ 1D NO:34)) 5 dAbL3EdAbHAFH Rl & [ C— A Sk o

[0165] it "~ F1 77 AORAY B L BE-dAbREA W A B 2 R i Apa T-EcoRT fy BV bl b 2]
BE M R IAFabAR) JFURL ) A RLAL s, BT IR & RS S22 D8] 2 b 28 FH DK THT 4223k 5 d AbL3 B d AbH4
FHRE A0 C- A H7CHI

[0166]  Fab’ A& H IL-1845 A ik, H 5 55 A5 P 51 2 Bl R AL AE I 7R Br R (1 SEQ 1D
NO: 74075 78 42k ELA B 5 (R dAb I Fab’ A, 5 55 B A0 438 20 A8 NDKTHTS , B 24
JodAb 5 E 4 (SEQ ID NO:76) AH &

[0167]  FabAfu & AH R (14855 )5 %1 (SEQ 1D NO:75) FHAE 4% 7] 1 I 220 8 4ab 24 1 1) 8k 4 1 2
P (SEQ 1D NO:77) .

[0168]  dAbL3FHdAbHAZY BSR4 A A LTS A 85 (A 142 5 A0 B B &5 i Sk

[0169]  FHT-76 K W #F B b k¥ FabA—d i dAbBIA 1) Tk (1) 4 7

[0170]  JE ik K gmAdCHL-dAbRR &4 Apal-EcoRT Fv BV bi B2 23 A i Fab—dAb Uk (L
dAbZE HH FE ME 2 3Kk 5 B B AH Rl A ok W i AR R B AN B 8 1 39 2 A7 dADL3BdAbHAH FabA-
didAb.

[0171] - T-7E0e FLah 4 e h 3 IA (1 FabB-d Abil & 4 JFURL I #4)

[0172]  FabB-dAbs.FabB—dAbH1 (CH1-G4Sx2) .FabB-dAbH2 (CH1-G4Sx2) \FabB—dAbL1 (CHI—
G4Sx2) \FabB-dAbL2 (CH1 ~G4Sx2) #FiE 1k PCREBEAT BE L , S8 i 7. bk BN FL 3h W Rk B AR h M T
FEHCMV-MIE JE 3 A1 SVA0E polyAfe B[4l T o ixX L 540, S FabBER B 1) AH AL 2 44 AH BT A
DA TEMR a4 Rk S IR 30 .
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[0173]  FabBy§ 5 &5 £ 4H i 32 100 5 1 11 S

[0174] G2 45 3 P 461K , 3545 dAbH1 . dABH2 . dAbL1 AIdABL2,

[0175] - T-7E0d FLah 240 e Hh A (¥ FabB-d Abil & JFURL 1) F4 4

[0176]  FabB-dAbs.FabB—dAbH1 (CHI1-G4Sx2) \FabB-dAbH2 (CH1-G4Sx2) \FabB-dAbL1 (CK-
G4Sx2) \FabB-dAbL2 (CK-G+Sx2) #iH i PCRIFAT T , SR i S [ BN FLah W R 1B B A% 1 AT
FEHCMV-MIE JE ZhFFISVAOE polyAJF 5 IR

[0177]  FabB-dAbsFld i dAbs[¥IIE ZLENYI 1%

[0178]  ARH il i v (9 U B 15, {8 A Invi trogen() 293 fec tinfg Yeil 7| , I HL B AN A2 BE TR
ELHEK 29340 il - 81 1M & 2, ¥ 20 B BE ML+ 2ug e 5 b 5 1001293fectin+ 34011
Optimemf ™ Jii—LAERT NI B 209 %1 ARG, K Z IR S I 2 4b T B35 195 X 10°4NHEK 293
i, 3 HF37TCER) MR B4R

[0179] Biacore

[0180] i FHCMA A% JEk %85 Fy FTHBS-EP (10mM HEPES (pH7.4) ,150mM NaCl,3mM EDTA,0.05%
v/VREEERIP20) IBATE MW, Wik fEBiacore T100 b 3E4T 114 26 1 25 55 F 4L 4% (SPR) Sk il
5E KT Fab—dAbM8 AR B AH AR FIRI 456 5 f 73N 3) 35 S AT FIAFE (@b’ ) o~ 7 el
£Fab (Jackson ImmunoResearch,109-006—097) 5% PN &1 7= A B L\ CH1 B e B g e
Fab-dAbE i 43R 28 A2 I8 O 3R T o 8 A 7FE () R AR B0 2 S 1A B R B A (1) L 00y [ 5
[0181]  F AT IEER HH T IR ZE R 15 56 R FI 143 B S KA 3R Fab—dAb , Bl J5 9 HH 343 81 (1)
PO ST R  4F A B B, fEIX 2 5 IR AR B 67 B AR RN PR I, R H R 5107 R A
IRFB PR AE 2 X 140 B[ 40mM HCT 335, B J5 308211 5mM NaOH o Fir 8 B30 %) T Hfi 3R K
YA /53-8, 45 A A S B Bk Ui 30w /43, Fse-F B AR U R 10nl /434
[0182] ST & 72406, BRAT U B B v GoF T AL A & 85 62, 5nM-2uM, X F
IL-1B41.25-40n\W) , 3425 R BN (Flow—celD) FHT S BBHIER , 7 HAKE T 2l 2 AT
SEDLHIBR A AR 7 AR A o

[0183]  ffiHiBiacore T100VEATBAt: , 1 i Fr 45 2R 4% B IE] (sensorgram) ShridfEl: 1454
PR [ Rl SAREC 4 (simultaneous global-fitting) SRMER) /12,

[0184] >y 7 IR [FIN B9 454, FEH A FR K Fab—dAb [ VES 2 P ) S5uMHSABL 100nM TL-18,
B 5uM HSAFITL0ONM TL—1BFKIIR S VAR I 39 B 5t .

[0185] M KT B 2liAkFab—dAb

[0186] }%[p"ﬂ%ﬁ]

[0187] W4 AE & Jii AL & Fab—dAbs [ K B A B RIRUTE AR AR A 100mM Tris/HCL,
10mM EDTA pH7. 41 JRIEIE AR IR G , I He By T-4°CAE250rpm MR & 16/ o
HETFIIRRIRYTIE T4 CLA10000xg B O L/ o 28 B, 35 H 470 . 45umid g

[0188] G%Ejﬁ%

[0189]  JEItGEr 1 A iBvAE AT PRI L5 W 3R Fab—dAbs . &1 1] & < » A 204 B (1) 45 B
IF ) b 35 VR N 2 AE 20mM B B8 &5, 150mM NaCl pH7.1H F4#iff)Gammabind Plus
Sepharose (GE Healthcare) . FH20mMA R £5 , 150mM NaCl pH7.13¥6Es %A, 3 H A0 IMH
MR /HCL pH2. 8BEML T 45 A AR USSR BE G , 3F H A IMZ B HS pH I %% 2 ~ pH5 . K pH
2 B (e VRR 4 L 3 LA 10k MWCOJIES 17 72 JE B 50mM Z, B AlpHA . 5 .
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[0190]  BfF<5#k

[0191]  FNaCl¥eMith &, fEpH4 . 5, il I [H & F 28 e e ilydok gk — 20 dlifbFab-dAbs. 4]
M2, BEBIEGE [ ¥ VUE N £ /E50mM 2 BR #ipH4 . 5 P47 ) Source 15S (GE
Healthcare) £ . FHI50mMZ BRENpHA . 535 1% 4T , I H H 20 AR 7E50mM 2, BR #pH4 . 510
F M NaCl ¥R MR B R B T 45 B M B  EIZ86 B 1 46 28 B 38 = AEAR R 2R 4y ol i
A280FISDS-PAGER 73 #r FTid 4 43, 3 HILSEAHIR G4

[0192]  JEfid g€

[0193]  fn R 752, iE i & pad E ok 3k — B 4lifk Fab—dAbs . 81 1M 5 & , KiFabA-dAbL3 (CK-
SGaSE) YL 4E 1 55 F 58 3 e B 2% 43 i N 22 72 50mM 7, BR 41, 125mM NaCl pH5. 09 4 [
Superdex200 (GE Healthcare) £, 3 H FH50mMZ G %M, 125mM NaCl pH5. Of) 25 5 FE
(isocratic gradient) KFATHENE . fEIZEEE B 172 A EE 1/ 1 204K AR 2K 43 - JE Ik A280 1
SDS-PAGER43 #7 Flrid 2% 43, 3+ FLIC B A S 43 o

[0194] TR & Jr g g Fab—dAbs , R B2 1 18 58 4 Bk e 2 79 4k 4 » 7 HAT FH 10k
MWCOJE 717 92 € 350mM Z, R4 , 125mM NaCl pH5.0tH7,

[0195]  SDS—-PAGE

[0196] >4 75 EEm} FH KR BERE i, SR J5 1] LOW H s I L ORL 2X A it 28 R G2 PR o X T HE I 5
(RIRE i 7R IR — s B IN20L100mM NEM, 1% T30 J5 B ASE ft » 4 N 20l 10X Ji 741) o A8 45 it i
WEHRYS , T-85 CIL & 544, ¥ 41, 3F HLAE12500rpm S 550 30FD o 4 4% 1 (1) K2 5 sk 24—
20% A M BE G Tris/ H A BRSDSHEEE I, 7 HAE 125V R AL 1005 8 o 15 5E R 5% 72 BIPVDFE I
DL T-WesternElEiZ:, BLE 2% 5 ik &5 A B e e gk AT et

[0197]  WesternE[75yE

[0198]  ZE150mAR,7E12mM Tris,96mMHZ ERpHS . 3rf , Kk i i ¥ EPVDF i , 2L 16 /M) o
FIZEPBSH0. 1%Tween209 [K) 20Marve 1™ (22 i) A PVDE R} 1 17N

[0199] -k

[0200]  HRP-f it N8k, 7RI 22 P P 1 1/ 50008 RE 52, 2L 17N

[0201]  Ji-TE%E

[0202]  /pERATA EEHE, /EE PGP 1/ 70008 8 B2, L1/ o B8 Jm IHRP—11 =E By
B, 7E 3 P G2 R K 1/ 20008006, 21/

[0203]  $i-HishrZs

[0204]  fudiHis6 , £ B A MR )1/ 100078 B2, 21/ o B 5 WHRP-1L 51 186,
FEEH A G2 MR ) L/ 1000F5 B, L 1/Nm

[0205]  FrAg B2 A 100m] PBSH-0. 1%Tween20%E 63K , FRR BLIEE 103 %F . ENiZE A R 517 28
BEAT W : FHECLA M 1 43 B , B 5 & 58 T Amersham Hyperfilm; BCE H 48 152 I DAB I
20-3043- 8, B J5 7K

[0206]  jiE R AHHPLC

[0207] &4 (2ug) T80°CAE2. Imm C8Poroshel 14 AT 434, Horp 8 2m1 /438 1 o 3
HI18-38%BHIKR S , i 457

[0208]  A=0.1%TFA, ZEH20th

[0209]  B=0.065%TFA, 7£80: 20 1PA : MeOHH
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[0210]  JEAd 7E 21 4nmAk Y IR AL A HEAT 46 T

[0211]  ELISA

[0212] i I L ELTSASK M & Fab—dAbI¥) 7 22 fal 11 5 £ » FH#-CHLHiAk KAl FRFab-dAb,
B8 J5 BB —x—HRPR 457 o

[0213]  SEjifafs]3:

[0214] A H EATUE

[0215]  HIE 20 chromapure A MLiF A 8 H W H Jackson) X 1/23EH HidkiT s,
o LA R T 77 52 100ug HSAE [ I 3IR S J5e 4 Pl , 38— IR S s 4 P AE 52 4 30 IR U, T
Ji5 S ) o S PR AS 548 9B IR A% ) o A FHWO004,/051 26 8H R (1K) 5 15k 4 B Hh 4550 AL /71
SRR SR IMILY 1 2R 1A R B0 LR 2, 43 B HE oA 1 R 217 2 T A0 4 A 4 (VD R ] A0 485 4
VD WA, H AT I, R4 R S PCRHT Wk )

[0216] VBT 20 #2545 )7 51V v b B S 2 B R IA B pVRbeKH , B RIS AR 6 5 4w bD
Ho C—rfH S [X R DNA o 1 Bl i 422 1) B8 17 31 . v B 3] 4 B 3 R 1A 3 ik p VRbHFab |, BTk 214
AR gahd faFab” HEETE 52 X I DNA R 3L 5 QL R CHOA e, Ht B R A 45 & f
oM 7R ke By P AR IR A GR D o MR 4 il 1 18 1 U6 9 45 (InVi trogen, B 3% 5 11668) , i H
Lipofectamine™2000% {EF4 A 34T CHOZH i frt) 56 G

[0217] A NJEARIY 45 14 I g 44 dABL1 \ dAbHL  dAbL2F1dAbH2

[0218]  JEak A AN V- [X f A i) BRI A B o (FEA 2R IX w0 SR v E N IRAL I VLAIVHIX
T PoAs LR 2R (A — R, BT — A AT B2 VLIX (L1 (SEQ 1D NO:53) FIL2 (SEQ 1D NO:
55)) Fl—/VHIX (H1 (SEQ ID NO:52) FIH2 (SEQ 1D NO:54)) , I FLil it 55 4% 1 & 24 ic FIPCR
VAR SR AG EE LR o vtk B 465 1) 1t 44 B2 FLCDRs W /s 7E & 5 H o

[0219] R 1. HiE EE PUERIZE T

[0220]
YA % Fab Ak A RALE 186
A SA A% SA A SA
nM nM nM
#k1 0. 31 2.6 0.82
Ak 2 0.33 12 0.13

(02211 St fpil4 - 7E0H FL BN YANNE KL ¥ FabB-dAbs i 43 T

[0222] 40 E “J5 387 p B 19, 7= A FabB-dAbM 44, JF AL ZEBTAcore P EL MR A5
FabB-dAbs[f]ok H Z2 5 L IHEK 29341 MK T35

[0223]  JEAT B 32 53 Wi LA YA HSA 5 FabB-d AbF4 8 44 (1 T A FH o 1X L8 44 72 4 B S5 FabB
FRICHI [ G~ 35 MR A5 T dABL1  dADH2BXAABLBZL R (2 I FEI6) o FabB-dAbL 1% T-HSA (Kp=
1700 B A7 EEFabB-dAbL3 (Ko=392nMD 5 5 ¥ 5% H1 77 . FabB-dAbH2 i 7 HH B AT f 22 M) - 4of
HSAIIZE RN 7 (Ko=1074nM) , 25 W22,

[0224] %2
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[0225]

M ER £ (x10°M7's™) & (x107%57") & (x107°M)
FabB-dAbL1 ( CH1-G,Sx2) 1.91 0. 74 2.18+£1,121 170+ 78
FabB-dAbH2 ( CH1-G,Sx2) 2.66%0.39 29+4.176 1074 £ 42
FabB-dAbL3 ( CH1-G.Sx2 ) 2.63%40. 39 9.87+1.63 392+119
[0226] & THSASR4 Z dAbLL . dAbH2BX dABL3 [ FabBs 1145 & 1 U 5 (11 55 1 S F5h 1727
SR T o B R 9 F 24 £ SEM. G T-FabB-dAbL1 flFabB-dAbH2,n=4 . %} T-FabB-
dAbL3,n=2) .
[0227]  FabB-dAb%s [ i) SDS-PAGE filWestern El 75V ESE 1, B 7= A [ FabB—dAbs H. 5 Tl
IR/
[0228]  sCitafs]5 : 760 FLBN 4 o R IS (¥ FabB-didAbs ¥ 4 #7
[0229] e “J7¥k” v BT EIR K] , 72 42 FabB-d i dAbM) 44, I HAEBIAcorer B 322 A0 5
didAbs R H 255 Y2 FHEK 29341 i i) b3 W
[0230]  {ifi FHj H:H i B dAbs 5 Fab 1) 5585 AN R B C— K v P 25 AR A 1 d i dAb A S 44 R i3 4T
B2 3K 5 R B dAD A LL BRI 5 5 P d i dAb IR [ R SR B AN B AR 4 M
PRI AR TR HSE RS 125 003 (R2A13) AN 5 H] (U dADL L sZL R d i dAbBE A4
A7 I T 5N dAbLL BT & B SR AE 250 3 77 T ) 2l R R B o

[0231] %3
[0232]
£, k £,
iy 724K : ’

(x10'M7s™) (x107s™)  (x107M)

FabB-didAb, —dAbL1 ( CK-G,Sx2)
& dAbH1 (CH1-G,Sx2)
FabB-didAb, —dAbL2 ( CK-G,Sx2)
& dAbH2 (CH1-G,Sx2)
[0233] & THSASE4 & dAbL1&dAbHI BLdAbL2&dAbH2[KI FabBs ) 45 & 1 M 58 ¥ 5% A1 F3 A
IS
[0234]  FabB-didAbZE [ Bl SDS-PAGEUESE T , FriAFabB-didAbs R fF iR A IF H B A it
I /N (3 B 4e) 3F B 1%SDS PAGESERE M FH 41 B Fr 8 15 [0 a2 A
[0235]  SZjiffl6 : ik PabA-dAbs I 2 Hr
[0236]  GnAE “T532" v B /AR 1), /R tH FH T £ KA 18 H R ikFab—dAbs , Fab’ A—dAbL3
(CK-SG4SE) Fab’ A—dAbL3 (CK—G [APAPA] ») [¥] BTKE o GN7E “J7322 Hh Fr iR [ , ¥ Fab—dAbs 1k
BK WA G B s, 9 Heifb 223 5 it &8 R AHHPLC . SDS-PAGEAWe s tern EI 1752k
PEAfFab—dAbs 41 fE i iE i Biacore Sk HUJR 45 & X Fab—dAbs BHAT PEA% o
[0237] =5 = AHHPLC
[0238] 4t “T7 37 v Fr ik 1 SR HEAT 1P il S AHHPLCES T /E FabA—-dAbL3 (CK-SG4SE)
HFabA-dAbL3 (CK-G [APAPA] 2) T Bir A5, & I BT A5 B S 1K 58 &40 M1 o B A7 AE B BE PRRP SR 1 1 43
b R fERAF

1.78 0.16 9

0. 54 0.21 39
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[0239] R4 .7EFab—dAbfLIX HAFAERI P2 B =

[0240]

FUEN Fab’ A-dAbL3 (CK-SG4SE) Fab’ A—dAbL3 (CK-G [APAPA]2)
1 0.6% 1.8%

2 0.6% 0.0%

3 1.0% 0.3%

4 0.9% 0.8%

Fab—dAb 85.5% 92.9%

Di Fab—dAb 11.5% 4.2%

[0241]  SDS-PAGE

[0242]  4nAE “J73227 b BT REIR K , 78R IE JEANE JF45 1 R 1l & Fab—dAbRE S , IF HLAEEER |
TERE IR HEAT % gL 4 . Fab’ A—dAbL3 (CK—SG4SE) FlFab’ A—dAbL3 (CK—G [APAPA]») iX
FhFab—dAbEE A 1 46 B 1t 5l i i I8 S AHHPLC T W 22 21 P i B A MR AF A (D)
[0243]  WesternE[l gk

[0244] A 735" WP BT IR 1, X Fab—d Ab A% & 5L A1 34 B SDS—-PAGE , Bl Ji5 A -8 5%
AP - B TR AT I We stern BT 94T X ESL T, dAbEFab i #%% |, 35 HL S 85 7E P R RE
i R I RABUER (B AERUER T, JE it 7% S HT gL A R R R S SDS PAGE A I HE 1 i A
2 HEHR S Fab—dAb A1) o

[0245] Biacore

[0246] W ifE 5 v BT R IA A B 1L SPRIV 31 A7 40 T 3EAl A LG A 282 4 S Fab’ A-
dAbL3 (CK-SG4SE) FlIFab’ A—dAbL3 (CK—-G [APAPA] %) [ 45 & « 265 i 45 SRAE B, 31X 9 pir iy 22 44
BIge e LKL LuMAE AL S AT T (Ko 255 AN IILTE A & A .

[0247] %5
[0248]
k, & K
MR (x10'M7*s™)  (x107%s™)  (x10°M)
Fab’A-dAbL3 ( CK-SG,SB) 3. 44 1, 42 411
Fab’A-dAbL3 ( CK~G [APAPA],) 9. 61 2.85 296

[0249] BB A WL, Pr A B s M AR DR B T B AR FabAST X TL-1 B AH T AF
HIRFAIE GRO) , e 7E3) 7322 MR AN 2807 X 7T WAR /N 22 5

[0250] %6
[0251]
k, k, £
HER (x10°M's™)  (x107s™") (x107"M)
Fab’A-dAbL3 ( CK-SG,SE ) 1.90 4. 21 221
Fab’A-dAbL3 ( CK-G[APAPA],) 2.17 3.99 184
Fab’A 2. 02 6. 46 320

[0252]  Jef e 7 A b A S AT R 2 A AR O SR T DR DAl R R AR [R5 A L7 1 2R
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A ANTL - IBHU R P A S 5 7 77, SRR AT 0 9 30 B K UM LS F 22 1 B 100nM. 11—
BN , B SUMAILIE 1 8 A AT100nM TL-1B7H 2 () VR 5 VAR B o X T Bk AlFab-dAb i
%, X T A HHSA/ TL- 1 BB A B RS 5 AL TS A R 2 AT LTS 1A , 2 LR T 03X
IR, ik Fab-dAbsBEME[RI N 5 TL-1BMA LIS A 8 AP H LS 5, I HIL- 183 LI F
B LA A S — A EAE F . JRIEFabA 5 1L- 1845 4, 3 H A7 4 7] 20 ¥ 5 A 1

BHEANSES.

[0253] %7
[0254]
#IEA ¥ 44 (RU)
Fab’A-dAbL3 ( CK-SG,SE) HSA + IL-18 37. 6
HSA 13.2 | |
IL-14 24.7 (37.9)
Fab’A—-dAbL3 ( CK-G[APAPA],;) HSA + IL-1B 61.9
HSA 30.7 o
IL-16 55 § (63.6)
Fab’A HSA + IL-1B 30. 3
HSA 1.3 | |
IL-1P 28. 7 (30.0)

[0255]  |R IR T AEAr FFIESTHSABIL- 18, B v S TR A I HSARI T L- 185 , 0 T4 Fb
AR R B4 G RE RD AEREPE LT, 23R X T-HSASKR UL 9 5uM, 6T IL-1B2K
i N100nMo SN THSAFIIL-1 B & 2 A R e S,

[0256]  SLJifif§7:FabA didAbs

[0257]  FabA-didAbsfE X HHT & i) Hik

[0258]  7E K Ha#T B R ik PLC- R EHI S6 R 4% 1L [ FabA-dAbs FIFabA—~d i dAbR 54 - 1F
JE AR B G » 28 B C— K S s6hR 25 R Alifh dAbRh & 2 1 o S8 3 40— CHL RN —cx i dA e 3R AT
[ AEIE BRI We s tern BN EVE K 3 HrFabR 1A o K FabA-dAb fllFabA-d i dAbR L A4 K H
J51, I HL2 7 W5 B PR R A IR S B o

[0259]  7E KHGHF1E H F k[ FabA-d i dAbs 4 BT

[0260] AT HE— D1 M ARAEHSA S T 7 He Bl A 7 — AN B2 N dAbs ¥ FabA R #1411 &5
A o 0T H H dAbL 38 dAbHA 5 FabA 1) 72 55 5 B 85 AHER & 10 55 P AR T 45 Al 38 O T
PR AR 40T A4S S 2R MG 2 LR S)  RE & BN R B o FE B L #E 77 dADHA K # 2
e DUAH S ZE I 252 F T (43 3 ~= QuMAN 3uMD &5 A HSA , (BT #E 7 dAbL3 (fE A H— B A4 (FE
BREEELERE [ BE SEAXNEE [ 5 /> dAb (dAbL3ELdAbHA) 35 R4 1146 SR 44 W 22 3 5

RAAEE S
[0261] %8

28
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[0262]
L P 5

HIFEA (x10M's™)  (x107%™) (x10°M)
FabA - - nb
FabA-dAbL3 ( LC-SG,SE) 4.46 16. 2 363
FabA-dAbH4 (LC SC.SE) - - 9142
FabA-dAbL3 ( HC-DKTHTS ) 8. 24 15. 4 187
FabA-dAbH4 ( HC-DKTHTS ) - - 2866
FabA-didAb, —dAbL3 ( LC-SG.SE) ._
& -dAbL3 ( HC-DKTHTS ) 3. 00 5.1 502
FabA-didAb, -dAbL3 ( LC-SC.SE) £ 2 i3 -

& —dAbH4 ( HC-DKTHTS)
[0263] X FHSALSTERREE (LO) B %5 (HC) B & L #57 dAbL3B dAbHAH FabAs (WIFT 7~
(D B 254 1 5 1R 236 A0 77 R B0 77 5 2 800 ARAG T BIHSA L [ 46FabAR 45 & (nb) . % THSA
B (EHC L dAbH4A) BY (FELC_ I i dAbH4) Y FabAR) 45 4 1 AH B A8 F 3l 724 A B imn e vk
5, R RS S AR e B AT 7T Ko) o

29



CN 104004088 B

F 5l &

1/26

[0001]

<1102

120
<1306>

<1607

<170

<2107
<2115
L2125
213>

£400>

BEES
UCB Pharma SA
Humphreys, David P
Dayve, Emma
SRR R A
GO045-W001

77

Patentln version 3.5
"

7

PRT

ANTHY

sk

1

Ser Glv Gly Gly Gly Ser Glu
1 5

210>

211y
L212>
213>
£220%
£223%

<AB0 >

Asp Lys Thr His Thr Ser
1 5

2105
<21
<212
213>

400>

5

5

PRT
AT

ek
3

Gly Gly Gly 6ly Sex
1 5

210>
4211
212>
€213

220
2237

<4007

1

<2103
11>
2127
213>

2207

11
PRT
AT

#k
4

5‘.

16
PRT
ANTH)

Ala Ala Ala Gly Ser Glyv Gly Ala Ser Ala Ser

10
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o283y ek

nise featurs

(7). AT} A .

Xaar] EUA A AR AL 04 Bk
<400> 5

Ala Ala Ala Gly Ser Gly Xaa Gly Gly Gly Ser Gly Ala Ser Ala Sex
1 5 10 15

2105 6
<211 13
<2125 PRT
213 KNI

o200
223> w3k

280>
<2217 wisc feature
@2y D (D
<2232 YaaR] LB R HBLE S 2%
400> 6
Ala Ala Ala Gly Ser Gly Xaa Ser Gly Ala Ser Ala Ser
1 5 10
T
98
PRT
[0002] ALY
£220>
223 Pk
400> 1

Pror Gly Gly Asn Arg Gly Thr Thr Thr ThrAvg Arg Pro Ala The The
1 5 10 15

Thr Gly Ser Sciv Pro Gly Pro Thi Gln Sor His Ty

20 25
8
1
PRT
ATH
<2200
<223 &k
<400>  §

Ala Thy Thr Thr Gly Ser Ser Pro Gly Pro Thr
i 5 10

<1y 9
@il 6
<2127 PRT
L213y NTH

220
223 Bk
<4000 9
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Ala Thz The Thr Gly Ser
1 5

<3107 10
211y 21
212> PRT
213y ANTH

£2207
223y 4k
400> 10

Glu Pro Ser Gly Pro lle Ser Thr lle Asn Ser Pro Pro Ser Lys Glu
1 5 10

Ser His Lys Ser Pro
T80

2100 11
@11 15
<2125 PRT
@iy ATH

€205
223 B
€400 11

Glv Thr Val Ala Ala Pro Ser Val Phe Tle Phe Pro Pro Ser Asp
1 5 10 15

<210 12

Q11 15
[0003] <2127 PRT

<2135 AT

<2207

2298y L

<400 12
Gly Gly 6ly Gly Ile Ala Pro: Ser Met Val &ly Gly Gly Gly Ser
1 5 10 15

210> 13
Ly 15
€2125 PRI
213 ALK

G

223> Hk

<400 13

Gly Gly Gly Gly Lys Val Glu Gly Ala Gly Gly Gly Gly Gly Ser
1 b 10 15

210> T
Q1 15
<2iZ» PRI
213y ATH
L2207

993y Bk
<4po> 14

Gly Gly Gly Gly Ser Met Lys Se His Asp Gly Gly Gly Gly Ser
1 5 10 15
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[0004]

210>
<211y
212>
213>

<220
2237

<400>

Gly Gly Gly Gly Asn Leu Ile Thr Ile Val Gly Gly Gly Gly Ser
1 5 [ 15

<8105
211>
212
<8135

220>
£2232

<400>

<2102
211>
212
213>

2207
223>

<4007

15

15

PRT
ANTHY

#k
15

B 10

16

15
PRT
ALK

16

Gly Gly Gly Gly Val Val Pro Ser Leu Pre Gly Gly Gly Gly Ser

5 10
17

12

PRT

ATHY

3k
17

Gly Gly Glu Lys Ser Tle Pro Gly Gly Gly Gly Ser
1 5 10

<2107
<2112
<212
<213

220>
223>

<4002

Arg Pro Leu Ser
1

18

18
PRT
ANTHY
Bk
18

5 10

Arg Pro

<2102
211>
<212
213>

<220>
223>

4007

Tyr Pro Arg Ser Tle Tyr Ile Arg Arg Arg His Pro Ser Pro
1 5 10

19
18
PRT
ATH
3k
19
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[0005]

The Thr

<210>
<2113
212>
<2137

<220>
{2237

<4007
The Pro
1

Phe Asn

210>
211
212>
<213
<2205
293>
<4007

Arg Pro
1
Pro. Ala

210>
211>
£212>
<2137

220>
<2237
400>
Ser Pro
1

Arg Thic

210>
211>
212>
213>

220>
223>

<400
Ala Pro
1

Phe Gly

20

18
PRT
ATH
20

Ser. His Lew Ser His 1le Leu Pro Ser Phe Gly: Lew Pro Thr
10 15

Val Ser Pro Phe Thr Phe Pro. Arg Leu Ser Asn Ser Trp Leu
5 10 15

22
18
PRT
AT

Bk

22

Ala Ala His Phe Pro Avg Ser lle Pio Arg Pro Gly Pro lle
5 10 15

23

18
PRT
AR
ik
23

Gly Pro Ser Ala Pro Ser His Arg Ser Leu Pro Ser Arg Ala
5 10 15
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[0006]

24
18
PRT
AL
ik
<400 24
Pro Arg Asn Ser Ilé His Phe Lew His Pro Leu Leu Val Ala Pro Leu
1 B 10 15
Gly Ala
210y 25
211 18
£2125  PRT
203y AT
<220
@z Bk
{400 25
Met. Pro Set Leu Setr Gly Val Lew Gln Val Arg Tyr Leu Ser Pro Pro
1 5 10 15
Asp Leu

<100>

26

18
PRT
AL R

Ser Pra Gln Tyr Pro Ser-Pro:Len Thr Lew Thr Lew Pro Pro-His Pra

1

15

Ser Leu

L2107
<2113

@12
213>

220>
<223%

4400

D7

18
PRT
AT H

ik
97

Asn Pro Ser Leu Asn Pro Pro- Ser Tyr Lew His Arg Ala Pro Ser Avg

<2107
2112
{2125
4213

5 10 15
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[0007]

{2202
<2232

A00>

Pro

210>
€211
212>
<2137

€220

223>

{4002

1

Leit Pro Trp Arg Thi Ser Leu Leu Pro Ser Leu Pro Leu Arg Avg Arg
I 5 ) )

5 10 15

29

18
PRT
AT

%
29

Pro Pro Leu Phe Ala Lys Gly Pro Val Gly Leu Leu Ser Arg Ser Phe
5

10 15

Pro Fro

210>
@11
212>
215>

220>
223>

<4002

30

18
PRT
AR

#k
30

Val Pro Pro Ala Pro Val Val Ser Leu Are Ser Ala His Ala Arg Pro
I

B 10 15

Pro- Tyr

210>
2113
Q1
(213>

{2202

2233

<A0D>

31
17
PRT
ATy

Bk
31

Lew Arg Pro Thr Pro Pro Arg Val Arg Ser Tyr Thr Cys Cys Pro Thr
1 5. 10 15

Pro

210>
211>
<212
213>

€220’
223>

32

15
PRT
ATH
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[0008]

400> 32

Pro Asn Val AiavHis ¥Val Leu Pro Lew. Lew Thr Val Pro Trp Asp Asn
1 B 10 15

Leu Arg

Cys: Asnt Pro Leu Leu Pro Leuw Cys Ala Arg Ser Pro Ala Val Arg Thr
1 5 10 15

Phe Pro

L2109 34
QUL 11
2125 PRT
<2135 ATHY

<220>
203 Bk
400> 34

Gly Ala Pre Ala Pro Ala Ala Pro Ale Pro Ala
1 5 10

o105 35
Qi1 4
<2125 PRT
@13 AT

<220>
003y Bk

<4007 35
Erg Pro Pro Pro

1

L210% 36
211> 8
<2193 PRT
13y KT

S
@23y Bk

<400> 36

Asp Lys Thr His Thr Cys Ala Ala
1 5

<2105 37
211 11
<2127 PRT
@213 AL

{220
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[0009]

Pro Ala Thr Cys Pro Pro Cys Pro Ala
20

<oess sk

400> 37

Asp Lys Thr His Thr Cyvs Pro Peo Cys Pro Ala
i 5 10
210> 38

<2115 18

212y PRT
@21 AT

2005
223y Bk

400> 38
Asp Lys Thr His Thr €ys Pro Pro Gys Pre: Ala Thr Cys Pro Pro Cys
1 i: B

5 10 15
Pro Ala
216> 39
211> 25

2125 PRT
@13 AL

00
203> L

<400F 39

Asp- Lys Thr His The Cys Pro Pro €ys Pro Ala Thr Cys Pro Pro: Oys
1 5 10 15

25

210> 40
211> 30
<212> PRT
213 A

290>
223> HEk

<400> 40

Asp Lys Thr His Thr Cys Proe Pre Cys Pro Ala. Gly Lys Pro Thr Leu
1 : 10 15

5

Tyr Ash Ser Leu Val Met Ser Asp Thr Ala Gly Thr Cys Tyr
: 25 2

2107 41
211> 31

212> PRT
@1 AL
<2207

223 Bk
<400> 41

Asp Lys Thr His Thr €ys Pro Pro €ys Pro Ala Gly Lys: Pro Thr His
1 5 10

o)
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[0010]

Val Asn Val Ser Val Val Met Ala Glu Val Asp Gly Thr Cys Tyr
20 25 30

210> 42

<R11> 15

{212> PRT

213> AKTHY

<220

2230 ik

<400x 42

Asp: Lys Thr His Thr Cys €ys Val Glu €ys Pro Pro Cys Pro Ala
1 B 10 15

<2102 A3
2112 26

PRT
ATH

923 Lk
<4005 43

Asp Lys The llis Thr Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Asp
1 5 10 15

Thi' Pro Pro Pro Cys Pro Arg Cyvs Pro Ala
20 95

s

<210% 44
AR S

PRT
AT

45
10
PRT
ALH

223 ek

<4003 45

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
1 5 10

<2105 46
11> 15
<212° PRT
&y KT

005
9% Bk

<400> 486
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
1 5. 10 15
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[0011]

€210
2117
2125
2133

<2205
<2237

<4002

47
20

PRT
AL

ek
47

Gly Gly Gly Ser
20

210>
<2113
213>

€220
223>

<400

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 10 15

Gly Gly Gly Ser Gly Gly Gly Gly Ser
20 )

<210
<211
L2
C213%

<2207
223

2207
221>
<222
€223»

220>
<2215
<‘ s ’
<R23>

<400

Ala Ala Ala Gly Ser Gly ¥aa Gly 6ly Gly Ser Xaa Gly Gly Gly Ser
1 15} 10 15

48

25
PRT
ATH
48

2

25

21
PRT
ARy

misc. feature

Do D

Xaaf] LA AR H IR Y2
misc_feature

(12).. 12y :
Xeaf] DUA TR R LA S IR
49

Gly Ala Ser Ala Ser

<210>

<211

2123

213>

220>
223

20

50
26
PRT
AT

40

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10 15
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[0012]

220>

€221y mise £ edtum
2005 (1 .2 (D

<223> Xda‘Tkijlffﬁﬂ}:ﬁktﬂiﬁﬂﬁgaggﬁﬁ

<220

221> mis¢_ feature

222> {12).. €12)
@%>Xm7uﬁ&ﬁ%ﬂﬁﬁmﬁ%@

n(nm): f?a’tslre
Xaan| BLA M R E KR
{4007 50

Ala Ala Ala Gly Ser Gly Xaa Gly Gly Gly Ser Xaa Gly Gly Gly Ser
1 5 10 15

Xaa Gly Gly Gly Ser Gly Ala Ser Ala Ser
20 25

<210 51
@11 31
<2127 PRT
@iz AT

3k

wise_feature

(7). (7). .

Xaal] DL ARA IR E AT

mise feature
{12y, (12)
Nea T LA AR AR AU (0 g

<2213 misc fbature
222> {17y, (17 I
@m>Xmmuh&ﬁx UL

T13§ fuatuxe
22
XaaWTLiﬁ'{fﬁﬂjtﬁﬁkﬁﬂﬂﬂgfagéﬁﬁ

00 51

?la Ala Ala Gly Ser Gly Xaa Gly Gly Gly Ser Xas Gly Gly ?ly Ser
3 5 10 5

Xaa Gly Gly le Ser Xaa Gly Gly Gly Ser Gly Ala Ser Ala Ser
25 30

210+ 52
@1 119
<2120 PRT
213 ALH

220>
€223>  dAbH1

€400> 52

Glu ¥al Gli Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
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[0013]

Ser Leu Arg

Ala Tle Asn
35

Gly Ile Ile
50

Gly Arg Phe

Asn Ser Leu

Val Pro Gly T

Thr Leu Val 1

115

210> 53
211 110
<212> PRT

Leu
20
Trp

Trp

Thr

Arg

Q13> AT

220>

223> dAbL1

<400> 53

Asp. 1le Val
1

Asp: Arg Val

Phe Leu Ser
35

Lle Tyr Glu

50

Gly Ser Gly
65

Pro. Glu Asp

Ser Asp Thr

210> 54
K211 120

<212> PRT

Met
Thr
20

Trp
Ala
Ser

Phe

The
166

<213 ALY

€220

<223> dAbHZ

Ser Cys
Val Arg
Ala Ser
Ile Ser
70

Ala Glu
85

« Sex The

Val Ser

Thr Gln

5
Ile The
Tyr Gln
Ser Lys
- Gly The
70

Ala The
85

Phe Gly

Ala

Gln

Gly

55

Arg

Asp

Ala

Ser:

Ser:

Cys

Gln

Leu

55

Asp

Tyt

Gly

Val

Ala
40

Thr

Asp

Thr:

Pro

Pro

Gln

Lys

40

Thr

Phe

Tyr

Gly

Ser
25

Pro
Thr

Ser

Ala

Ser
Ser
25

Pro

Ser

Thr

Thi
105

Gly 1le

Gly Lys

Phe Tyr

Thy The

75

Val Tyr
90

Phe Asp

Ser Val

Ser Pro

Gly Lys

Gly Val

Leu Thr
75

Gly Gly
90

Lyg Val

42

Asp Leu

Gly Leu
45

Ala: Thr

60

Val Tyr

Tyr Cys

Leu Trp

Ser Ala

Ser Val

Ala Pro
45

Pro Ser

60

Ile: Ser

Gly Tyr

Glu lie

Ser
30

Gl

Tep

Leu

Ser

Tp
30

Lys

Arg

Ser

Ser

Lys
110

Tip
Ala
Gln
Arg
95

Gln

Val
15
Set
Leu
Phe

Leu

Ser
95

Tyt
1le
Lys
Met
80

Thr

Gly

Gly
Asn
Leu
Lys
Gln
80

Ile
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[0014]

400> 54

Glu Val Gln Teu
1
Ser Leu Arg Led

Ala Mat Thr Tp
35

Gly Thr Tle Thr
50

Gly Arg Phe Thr
65

Asn Ser Leu Avg

Gly Tyr Val Ser

Gly Thx Leu ¥Val

11 110

212> PRT
2137 AR
$220

223 dAbL2
400> 55

Asp Ile Val Met
1

Asp Arg Yal Thr
20

Leu Ala Trp Tyr
35

Tyr Tyr 4la Ser
50

Ser Gly Ser Gly
65

Asp- Asp Phe Ala

Ser Ser Tyr Ala
100

<2107 56

211> 10

212> PRT

213> ATH

Val
Thr
Tle
Ala
85

Thr,

Thl‘
Ile
Gln
Thr
Thr
Thy
85

Phe

Glu

2 Cys

Arg

Gly

Ser

T0

Glu

Ala

Val §

Gln

The:

Gl

Val:

Gl

0

Ty¥

Gly

Ser

Ala

Gln

Gly

55

Lys

Asp

Asp

Set:

Ala S

55

Phe

Val

Gly

Ser

Ala Pr

40

Asp
Thr

Ala

ar
120

Pizo

s Gln

s Pre

40

Thr

Cys

Gly

Thr

Ser

Ala

Thy
105

Ala
25

Gly

Gly

Leu

Gl

Thr
105

Gly
10

Gl Lys

Asn

Thr

Val

90

Glu

- Thi

10

Ser

Lys

Val

Thr

Ser T

50

Lys

Lew Val Gln

7 Phe

Tyr

Thr
75

Tyr

Leu

Leu

Gln

Ala

Pro

Tle
75

Val

43

Ser

Gly

Al

60

Yal

Ty

Ser

Ser

Pro: L

Ser
60

Set

&lu

Leu
Leu
5
Asri
Tyr

Cys

Leu

i Ala

Tle

Setr

Ty

Pro

30

Glu

Trp

Leu

Ala

Ttp
110

- Phe

Leu

Lys
110

Gly
15

Arg

Trp

Ala

Gln

Arg

95

Gly

- Yal

15

Ser

Leu

Lys

Giln

v Ser

95

Gly
Tyr
Ile
Lys
Met
80

Gly

Gln

Gly

Arg

Ile

Gly

Pro

80

Ser
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{2202
€223» CDRHL dAbHI

400> 56
Gly Tle Asp Leu Ser Asn Tyr Ala Ile ?gn
1 5 i)

<210 57
@211 16
212> PRT
213> AL

2200
228> CDRHZ dAbH1

400> 57

Ile 1le Trp Ala Ser Gly Thr Thr Phe Tyr Ala Thr Trp Ala Lys Gly
I 5 10 15

2107 58
Q211> 13
212> PRT
213y ATHY

(220>
<223> CDRH3 dAbHL

<4005 B8

Thr Val Pro Gly Tyr Ser Thr Ala Pro Tyr Phe Asp Leu
1 5 10

[0015] 9100 59
@l 12
212> PRT
G132 ATH

2205
<223 CDRL1 dAbLI

<400 59
Glo Set Ser Pro- Ser Val Trp Ser: Asu Phe Leu Ser

1 5

210> 60
Gy 7
2125 PRT
213 NIW

2965
(223> CDRLZ dAbL1

<4007 60
Glu Ala Ser Lys Leu Thr Ser
1 5

gro> 61

2113 11

<22 PRT

218y NTH
220>

¢223> CDRL3 dAbLl

400> 61
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[0016]

<2107
211>
212>
213

<2207
223>

<4003

42103
<2117
<2123
<2137

220>
223>

400>

1

<2107
@1ty
<2125
013>

<220
223>

<400

Gly Gly Tyr Val Ser Tyr Ala Asp Ala Thr Glu Leu Ser Led
1 .

210>
<211
C2EZ>

213>

223>

<400

Gly Gly Gly Tyr Ser Ser Ile Set Asp Thr' The
1 5

10

62

10
PRT
ANTHY

CDRHI dAbHZ
62

Gly Phe Ser Leu Ser Arg Tyr Ala Met. Thr
1 s ;

5 10

63
16

PRT
ATH

CDRHZ2 dAbH2
83

Thr Ile Thi The Gly Gly &sn Thr Asn Tyr Ala Asp Trp Ala L
5 0

10

64
14

PRT
KTH
CDRH3 dAbH2
64

5 10

65

11

PRT
AT

CDRLT dAbL2
&5

Gln Ala Ser Gln Ser Tle Gly Ser Arg Lew Ala
1 5 10

<2107
211>

2125
€913y

220
<2238

<400>

1

£210>
211>

66
7

PRT
ATH

CDRLZ dAbL2
66

Tyr Ala Ser Thr Val 4Ala Ser

-

2

67

12
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[0017]

L212>

2135

<2237
<400

PRT

NTHY

CDRLZ dAbL2

67

Gln Ser Tyr Asp Tyr Ser Ser Ser Ser Ser Tyr Ala
1 5 1

<2105 68

201> 232
<2123 PRT
213> ATH
220>

223> CHI-dAbHI
24005 6]

Ala Ser Thr Lys
1

Phe

Gly ¥

Leir S

65

Tyt

Gly
Tyr

145

Ile

Met

Thr

The Ser

Pro Glu

ile

Val

130

Ala

Gly

- Gly

Asn

Val
210

35

| His

Ser

Cys

Glu

Val

115

Teu

Tle

Tle

Arg

Ser

195

Pto

Gly
20

Pro
Thr:
Val
Asn
Pro
100
Gln

Arg

Ile

Phe
180

Leu

Gly 1

Gly

Val

Phe

Val

Val

85

Lys

Lew |

Tet

v Trp

Trp
165

Thr

Arg

Tyr §

- Gly Pro
5
“Thi

Th

Pro

Thr

70

Asn

Sex

Ser

Val
150

Ala

Tle

Ala

Ser:

Ala

Val

Ala

55

Yal

His

Cys

Glu

Cys

135

Arg

Ser

Ser

Glu

Th
215

Val

Ala

Ser

460

Val

Pro

Lys

Gly

Ser
120

Ala

Arg

Asp
200

Ala

Fhe

Leu

Zid)

Trp

Leu

Ser

Pro

105

Gly

Val

Ala

Ly Thr

Asp
185

Thr

Pro

1o

Pro

10

GLy

Asn

Gln S

Ser:

Ser A

90

i Gly

Gly

Cys

Ser

Gly

Gly

Ser Gly

Pro

The

170

Ser

Ala

Tyr

Gly

155

Phe

The

Val

Phe

46

Leu

Gly

Ser

60

Leit

Thr [

Leu

Tle

140

Lys

Tyr

Thr

Pyr

Asp
22

& Pro

Val

Ala

Gly

Gly

Ala

Val

Tyr €

206

Leu

Ser

Lys

30

Leu

Leu

Thr

Val A

len §

¢ Leu

Thr

Tyr
150

Ser

15

Asp

The

Tyr

Gln

Pro

Gl

Trp

175

Leu

Ala

Gly

Lys

Tyr

Ser

Ser

Thr
80

Lys

¢ Gly

Asin

Trp

160

Ala

Gin

Arg

Gln
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[0018]

Gly Thr Leu Val Thr Val Ser Ser

225

210>
<2117
<2127
213>

<220
<223>

<400,
Ala Ser
1

Ser Thr

Phe Pro

Gly Val

Leu Ser

65

Tyr Ile

Lys Val

Ser- Glu

Gly Ser
130

Tyr Ala
145

Tle Gly
Lys Gly
Met. Asn
Gly Gly

210

Gln Gly
225

69
233
PRT

ARy

CHI=dAbH2

69
Thr

Ser:
Glu
35

His
Ser
Cys
Glu
Val
115
Leu
Met
Thr
Arg
Ser
195

Tyr

Thr

Lys

Gly

20

Pro

Thr

Val

Asn

Pro

100

Gln

Arg

Thr

Ile

Phe

180

Leu

Val

Leu

Gly
5
Gly
Val
Phe
Val
Val
85
Lys
Leu
Leu
Trp
Thr
165
The
Arg

Ser

Val

230

Pro

Thr

Thr

Pro

Thr

0

Asn

Ser

Val 6

Ser

Val

150

Thr

Tle

Ala

Tyr

Thr
230

Ser
Ala
Val
Ala
55

Val

His: |

Cys

Cys

135

Arg

Gly

Ser

Glu

Ala
215

Val

Val

Ala 1

Ser
40

Val

Pro §

Gly

Ser

120

Ala

Gln

Gly

Lys

Asp

200

Asp

Phe

Leu

Pro

Gly

105

Gly

Val

Ala

Asn

Asp

185

Thr

Ala

Ser

Pro
19

Gly
Asn
Gln
Ser:
Ser
90

Gly

Gly

Ser 6

Pro

Thi

170

Ser

Ala

Thr

Leu

Cys

Ser

Ser

Ser

75

Asn

Gly

Gly

Thi:

Val

Glu

47

Ala

Leu

Gly

Ser

60

Léu

Thr

Ser

Leu

v Phe

140

Lys

Tyr

Thr

Tyr

Leu
220

Pro
Val
Ala
45

Gly
Gly
Lys
Gly
Val
125
Ser
Gly
Ala
Val
Tyr
205

Ser

Ser

Lys

30

Leu

Len

Thy

Val

Gly
110

Gln

Leu

Leu

Ty 1

190

Cys

Leu

Ser
I5

Asp
Thr

Tyr

Gln

Asp L

95

Gly

Pro

Ser

Glu

Trp

175

Ala

Trp

Lys

Ty

Gly

Gly

Arg

Trp

160

Ala

Gln

Arg

Gly
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[0019]

210>
211>
<2125
213>

K220
£223>

<400>

70
223
PRT

ARG

CHI~-dABL1

70

Ala Ser The

1

Ser

Phe

Gly

Leu S

65

Tyr

L¥s

Ser

Gly

Asn
145

Leu

Ile

Thi
Pro
Val
50

He
Val
Asp
Asp
130
Phe
Tle
Gly
Pro

Ser
210

<2102
L2l
212>

<2133

<2207
223>

<4007

Ser

Glu
35

His

- Ser

Glu
Ile
115
Arg
Leu
Tyr:
Ser
Glu
195
Asp

1
223
PRT

Lys Gly
5

0

Gly Gly

20

Pro Val

Thr Phe

Val Val

Asn- Val
85

Pro Lys

100
Val Mex

Val Thr

Ser Trp

Glu Ala

165

Gly Ser
180

Asp Phe

Thr Thr

ATH

CHI-dAbL2

71

Pro §

Thr

Thr

Pro

Thr

70

Asn

Ser

Thr

Ile

Ty
150

Ser

Gly

Ala

Phe

Ala
Val
Ala
55

Val

His

Gln
Thr
135
Gln
Lys

Thr

The

Val Phe

Ala Leu
25

Ser Trp
40

Val Teu

Pro- Ser

Lys Pro

Gly Gly
105

Ser Pro
120

Cys Gln

6ln Lys

Lew Thr

Asp Phe
185

Tyr Tyr
200

Gly Gly

Pro

10

Gly

Asn

Gin

Ser

90

Gly

Ser

Sew

Pro

Ser:

170

Thyr

Cys

Thr

Leu Ala

Cys Leu

Ser Ser

60

Ser Leu

Asri Th

Gly Ser

Ser: Val

Ser Pro- S
140

Gly Lys

155

Gly Val

Leu - Thr

Gly Gly

Lys Val
220

48

Pro

Val

Ala

45

Gly

Gly

Lys

Gly

Ser
125

Ala

Pro. S

1le

Gly
205

Glu

Ser S

Lys
30

Leu
Lt
The
Vul
Gly
110

Ala

e Val

Pro

Ser

190

Ty

Asp

Thr

Tyr

Gln

Asp

G5

Gly

Ser

Tep

Lys:

Arg
175

Ser

Tle Lys

Lys

Ty

Ser

Ser

THy

80

Lys

Gly

Val

Ser

Leu

160

Led

¢ Set
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[0020]

Ala
1

Ser

Gly
Leu
65

Tyr

Ser

Gly

Arg

145

Ile

Gly

Pro

Ser

Ser

Thr S

e Pro

Val
50

Ser

Tle

s Val

Asp

Asp

130

Lew

Tyr

Ser

Asp

Ser
210

210>
211>
<2122
213>

£220>

$223>-

<400>

Thir

Glu

35

His

Ser

Cys

Glu

Tle

115

Arg

Ala

Tyr

Gly

Asp
195

Ser:

T

2

P

i
y

227

RT

Lys
Gly

20

Pro

Thr

Val

Asn

Pra

100

Val

Val

Tep T

Ala
Ser
180

Phe

Ty e

AT

T

9

2

Ck1-dAblL1

Gly |

Gly

Val

Phe

Val

85

Lys S

Vet

Thr

Ser

165

Gly

Ala

Ala

V@]b

Pro

Thy

Thr

Pro

Thr

Tle

e

150

Thr

Thr

The

Phe

Ser

Ala

Val. Ser -
4

Ala
55

Yal

Gln Se

The

135

Gln

Val

Gluy

Tyt

Gly
215

Val

Ala

Val

Pro

Cys

Lys

Ala

Phge:

Tyr
200

Gly

Arg Thr Val Ala Ala Pro Ser Val
1 5

Gl Lew Lys Ser Gly Thr Ala Ber

Tyr Pro Arvg Glu Ala Lys Val Gln
35 40

Phe
Lew
25

Trp

L

Pra

y Gly

105

r Pro

Gl

Pro

Ser

Thir

185

Cys

Gy

Prro

10

Gly

Asn

Gln

Ser

90

Gly G

Ser

Ala

Gly
170

Lt

Gln S

Thy

Leu

Ser

Sor

Ala Pro

s Lew Val

Gly Ala
45

Ser Gly
60

Ser Leuw Gly

Thr

Ser

Thir

Lys

The Tys

- Ser Gly

Leu Ser
125

Gln Ser
140

Ala Pro

Pro: Ser

Tle Ser

¢ Tyr Asp

205

Val Glu
99

popatl

Phe Ile Phe Pro Pro

10

Val Val. Cys Lew Leu
25

Ser

Lys

30

Leu

Leu

Thr

Gly

110

Ala

Ile

Lys

Arg

Ser

190

Ty

Ser

Asni
30

Trp: Lys Val Asp Asa Ala

49

4

Set
15

Asp

Thr

Ser:

Tyt Ser

Gln

Asp

95

Gly

Ser

Gly 8§

Lei

Phe

175

Leu

Ser

Lys

Asp
15

Asn

Leu

hr

80

Lys

Gly

Val

Leu
166

Lys

Gln

Ser:

Glu

Phe

Gln
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[0021]

Ser Gly
50

Thr Tyt
65
Lys- His

Pro Val

Gly Gly

Asn

Ser

Thr

Gly
115

Ser Ala Ser

130

Ser Val

145

Ala Pro

Pro- Ser

Ile Ser

210>
21>
212>
i3>

<220
<223>

<400>

Lys

Arg

Ser
195

Ser: ¢

Lys

73
227
PRT

Trp &

Ser

Leu S

Val

Lys
100

Gly

Val.

Leu

Phe
180

Leu

AL

Gln

Tyr:
85

Ser
Ser
Gly
Asn
Leu
165
Lyvs

Gln

Ile

Ckl~dAbL2

73

Arg Thr Val Ala Ala

1

5

GIn Leu Lys Sér Gly

Tyr Pro Arg Glu Ala

35

20

Ser Gly Asn Ser Gln

50

Glu

- Set

70

Ala

Phe

Asp

Asp

Phe

150

Tle

Gly

Pro

Ser

Pro

Thr

Lys

Glu

Ser
55

Thi

Asn

Tle

Arg

135

Leu

Tyr

Ser

Glu

Asp
215

Ser

Ala

Val

Ser
55

Val

Leu

Glu

Arg

Val

120

Val

Ser

Glu A

Gly

Asp
200

The

Val

Ser

Gln
40

Val

Thr Glw Gln

Thr

Val

Gly

105

Met

Thr

Ser:
185
Phe

Thr

Phe
Val
25

Trp

Thr

Leu

Thr B

90

Glu

Thr

Ile

Tyr

Ser

170

Gly

Ala

Phe

Lle

10

Val

Lys

Glu

Ser

75

Cys

Gln

Thr

Gln

155

Lys

Thi

Thr

Gly

Phe

Val

Gln

50

Asp
60

Lys

Gln

Gly

Ser

Cys

140

Gln

Leu

Asp

Tyr

Gly
220

Pro

Léu

Asp

Asp
60

Ser

Ala

Gly

Gly

Pro

125

Gln

Lys

Thr

Phe

Ty

205

Gly

Pro

Leu

Asn

Ser

Leu

Ser

Pro

Ser

Thr

190

Cys

Tht

Ser

Asn
30

Ala

Asp

S T’YI.

Ser

95

Gly

Ser

Ser

Gly L

Gly
175

Leu

Gly

Asp
15
Asn

Lien

Asp

Ser

Glu
80

Ser

Val

Pro

Val

Thi

Gly

Val

Glu

Phe

Gl
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[0022]

Thr
65

Tyr

Ser

Lys His Lys

Pro

Gly

Ser

Ser:

145

Pro

Ser A

Ser |

Asp

Glu
225

Val

Gly

Ala §

130

Tle

Lys

Tyr
210

Ile

<210
211>
K212
<213

$2202
2237

<400

The

Gly

115

Gly

Leu

- Phe

er Leu

195

Ser

Lys

T4
255
PRT

Leit

Val

Lys

100

Gly

Val

Leu

Lys:

188

Gln

Ser

AT

Ser
Ty

85

Ser

Sor: A

Gly
Arg
Ile
165

Gly

Pro

Ser

Fab’ A EHE

74

Met Tiys Tys
1

Thr Val Ala

Val Gln Pro

35

Ser- Leu Ser

50

Gly Lys Gly

65

Ser Tyr Asn

Thr:
Gln
20

Gly

Thr

Leuw Glu

Pro

Ala T

:S‘e_ﬂt '

85

Ser

70

Ala

Phe

Leu

150

Tyr

Ser

Ser

Gly

Thi

Cys

Asn Arg

Ile
Arg
135

Ala

Tyr

Gly S

Asp

Ser
215

o Ala

Val

rLeu

Yal
55

“Val

Lys

Gilu

Val
120
Val

Tep

Ala

Phe
200

Ty

Tle

Arg

40

Gly

Ala

The

Tht

Yal

Thy

Tyr

Ser

- Gly

185

Ala

Ala

Ala

Leu

25

Leu

Yal

His

Gl

Leu

The Hi

90

Thr

lle

GIn

Thr
170

Tht

The ~

Phe

Val

10

Val

Ser

Gly

Lle T

Phe
90

- Gla €

Thi

Gln

155

Val

Glu S

Cys

Trp

Thr

o1

¢ Lys

Giln €

Bly

Ala

Gly

Scr Pro

Cys
140

Lys

Ala

. Phe

Tyt

v Gly

220

A en

Ala

Val
60

1le

125

Gl

Pro

Thr
Cys

205

Gly

Ala

Gly

Phe

45

Arg

Asp

Ser

Asp

y Leu

Gly

110

Ser

Al

Gly

Leu
190

Gln 8

Thr L

Gly

Gly

30

Ser

Gln

Gly

Lys

Tye

Ser 5

58

Gly

Thi

Ser

v Yal

175

Thr

Phe

15

Gly

Gly

Ala

Asp

Asp
95

Glu
80

Ser:

Leu

Gln

¢ Ala

160

Pro

Tle

= Tyt

Val

Leu
Phe
Pro
Gl
80

Thr
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[0023]

Ser
Thr
Val
Lys
145

Gly

Pro

The

Val

Asn

225

Pro

Lys Asn

Ala Val
115

Asp Trp
130

Gly Pro

Gly Thr

Val Thr

Phe Pro
195

Val Thr
210

Val Asn

Lys Thr

210> 75
211> 235
<212> PRT

{2137

<220>

223>

400> 75

Met.
1

Thr

Ser- Ala Ser Val Gly Asp

Asp

Pro
65

Tht

100

Tyr

Gly

Ser

Ala

Val.

180

Ala

Val Tyr

Tyr: Cys

Gln Gly

Val Phe

150

Ala Leu
165

Ser- Trp

Val Leu

Val Pro Ser

His

Cys

ARy

Lys Pro
230

Asp Lys
245

Fab A 35%

Lys Lys Thr Ala: Tle

b

Val Ala Gln Ala Asp

35

Ile Ser Asn Tyr Leu

50

20

Lys Leu Leu Tle Tyr

70

Ser Arg Phe Ser- Gly Ser
85

Leu

Ala

Thr L

135

Pro

Gly

Asn

Gin

Ser
215

Ser

Thr

Ala

Ile

Arg

Ser

55

Tyr

Gly

Gln

Arg
120

Leu

Asn

His

Tle

Gln

Val

40

Trp

Tht

Met: Asn Ser

105

Asn

Val

Ala

Leu

Gly ¢

185

-~ Let

Thr

Thr

Ala
Met
25

Thy:
Tyr

Ser

Gly

Arg

The

Pro

Val

170

Gly

Gly

Lys

Cys
250

Yal
10

Thi
Lle
Gln

Lys

Thy
90

Tyr

Val

Ser

155

Lys

Leu

Leu

Thr

Val

235

Pro:

Ala

Gln

Thi:

Glin

Leu
75

52

Leu
Asp
Ser
140

Ser

Asp

Thr S

Tyr
Gln
220

Asp

Pro

Leu

Ser

Cys

Lys

His

s Tyr

Arg
Pro

125

Ser

Tyr

Ser:
205
Thi

Lys

Cys

Ala
Pro
Arg
45

Pro

Ser

The

Ala
110

Pro

Ala

Ser

Phe

= Gly

190

Leu

Pro

Gly

Ser

30

Ala

Gly

Gly

Leu

Glu

Trp

Ser

Thr

Pro
175

Val

Ser:

Ile

Val

Ala
255

Phe

15

Ser

Ser

Lys

Val

Thr
95

Asp

Phie

Thy

Ser

160

Glu

His

Cys

Glu
240

Ala

Leu

Gln

Ala

Pro

80

1le
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[0024]

Ser

Arg

Gln

145

Ty]f‘:

Ser

Thr

Ser

5 Met

Thr

130

Leu

Pro

Gly

Tyr

- His

210

o Val

212> |

Ser

Gly
65

Ser

Ser

Thr

Val

Gln

Leu

a0

Tyr

Lys

Ala

Leu

Leu
115

Val

Lys

Arg

Asn

o

S€r
195

Lys

The

76
250
PRT
AE

Fab' A H5E 9ARR948eht

76

Lys
Ala
Pro
35
Ser
Gly

Asn

Asn

2}

1 Ty# Tyr

Glu Pro
100

Pro: Ttp

Ala Ala

Glu Ala
165

Ser Gln
180
Lew Ser

Val Tvr

Lys Set:

i

Thr Ala
5

Gl Ala
20

~Gly Gly
Thr Ser
Leu Glu
Pro Ser

85

Thr Val
100

Glu

Thr

Pro

v The
150

Lys

Glu

Ser

Ala

Phie
230

Asp

Phe

Ser

135

Ala

Val

Ser

Thr

Cys

215

Bsri

Phe

120

Val

Ala
105

Gln

Phe: 1

v Val

Gln Trg

Val

Leu

200

Glu

Arg

[le Ala Tle

Glu

Ser

Gly

Trp
70

Leu

Tyr

Cys

Val

Leti

Val

55

Val

Lys

Leu

Ala

Gln

Arg

40

Gly

Ala

Th

Gln

Arg
120

Thy
185
Thr

Val

GLy

Ala

Leu
25

Leu §

Val

His

Gln

Met

105

Asn

Thir:

Val
Lys

170

Gln

Thr

Glu

Val
10

Val

Gly
Tte
Phe
90

Asn

Alﬁ.

Tyy

Thr

Phe

Cys

185

Val

Gln

His

Cys
238

Glu

Cys

Tep

Trp

The

Ser

Tyr

53

Tyr

Lys

Pro

140

Leu

Asp

Asp

Lys

Gln
220

Leu A

Ala

Val

60

Trp

TTe

Leu

Cys

Val

128

Pro

Leu

Asn

Ser:

Ala

205

Gly

Gly

Phe

45

Arg

Asp

Ser

Arg

Pro
125

Gl

116

Glu

Ser

Asn

Ala:

Lys

190

Asp

Leu §

i Gly

Gly
30

Sex
Gln
Gly

Lys

Als.
116

P

Gln

Tlg

Asp

Asn

Val

175

Asp

Tyr

Phe

15

Gly

Gly

Ala

Asp

Asp
95

Glu

Gly

Glu
Phe
160
Gln

Ser

Gilu

i Ser

Ala
Leu
Phe
Pro
Glu
80

Thr

Phe
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[0025]

Val Asp
130

Lys Gly
145

Gly Gly

Pro Val

Thr: Phe

Val Val
210

Asn Val
275

Pro Lys

Pro

Thr

Thr

Pro

195

Thr

Asn

Thr

1oy 77

@211 2
212> P
213>

2207
223>

400> T

Met. Lys

1

Thr Val

Val Gln

Ser Leu
50

Gly Lys

65

Ser: Tyr

Ser Lvs

Thr Ala

44
RT

7

Lys

Ala

Pro
35

Ser

Gly

Asn

Asn

Val
115

Ala

Val

180

Ala

Val.

Gln

Val

Ala

165

Ser

Val

Pro

His Lys

Cys Asp

NI

Thr

Gln
20

Gly

Thr

Leu

Pro

Thr
160

Tyr

245

Fab A Bt

o

Ala

Gly

Ser

Glu

Ser

85

Val

Tyr

Gly

Phe

150

Leu

Trp

Leu

Ser

Pro
230

Ile

Glu

Ser

Gly

Tep

70

Leu

Tyr

Cvs

Thr
135

Pro

Leu

Leu

Gly ©

Asn

GlIn

Ser

215

Ser

: Thr

Ala

Val

Lieu

Val

55

Val

Lys

Lieu

Ala

Ser

Ser

200

Ser

Asn

His

Ile

Gln

Arg

40

Gly

Ala

Thr

Gln

Arg
120

Val Thr Val

Ala

Leu

Gly
185

Leu

The

Thr

Ala

Leu
25

Leu

Val

His

Gln

Met:
105

Asn

Pro

Val

170

Ala

Gly

Gly

Lys

Ser
250

Val
10

Val

Gly

Lle

Phe

90

Asn

Arg

Ser

155

Leu

Teu

Thr

Val
235

Ala

Glu. §

Gys

Trp

Ttp

5

Thr

Ser

Tyr

54

Set
140

Ser

Asp

Thr

Ty

Gln

220

Asp

Leu

Ala

Val

60

Tep

Ile

Leu

Asp

Ser

Lys

Tryr

Ser

Ser

205

Thr:

Lys

Ala
Gly
Phe
45

Arg
Asp
Ser

Arg

Pro
125

Ala

Set

Phe

Gly
190
Leu

Ty

Lys

Gly

Gly

30

Ser

Gln

Gly

Lys

Ala

110

Pro

Ser

Thi:

Pro

175

Val

Ser

Ile

Val

Phe

15

Gly

Gly

Ala

Asp

Asp

95

Glu

Trp

Thi

Ser

160

Glu

His

Ser

Cys

Glu
240

Ala

Leu

Phe

Pro

Glu

80

Thr
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[0026]

Val

Lys
145

Gly

Pro

Thr

Val

Asn

225

Pro

Asp
130
Gly
Gly
Val
Phie
Val
210
Val -

Lys

Tep Gly Glu

Pro- Ser Val

Thr Ala Ala
165

Thr Val Ser
180

Pro Ala Val
195

Thr Val Pro

Asn Hig Lys

Thr Cys

Gly

Phe
150

Leu

Trp

Leu

Ser

Pro

230

Thr:

135

Pro

Gly

Asn

Gln

Ser
215

Leu

Leu

Cys |

Ser

Set
200

Ser

Val The

Ala Pro

Leu Val
70

Gly Ala
185

Ser Gly

Lew Gly

1 Thr Lys

Val

Ser §

155

Lys

Leu

Leu

The

Val
235

55

Ser Ser Ala.

140

Asp Tyr |

Thr

Ty

Gln
220

Asp

Ser

Ser

205

The

Gly
190

Let

Tyr

Lys

Ser Tht

Thr Ser
160

» Pro Glu

175

Val His

Ser Set

Ile Cys
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a) dAbH1

BVQLLESGOGLYQPGGELRLSCAY KGIDLSNYAINWVROQAPGKGLEWICHWA
SOTTFYATWARGRFET iSRﬁI}S'I“Z{‘VYLQi\&?QSL&AE.‘{}T{T&VYYQM{TV PGYSTAPY
FDLWGOGTLVIVSS (SEQ ID NQ:352)

3/6 I

b) dABL1
DIVMTOSPSEVSASVGDRVTITCOSSPSVWSNFLESWYQQKPGKAPKLLIVEAS
RLTSGVPSRFKGSGSGTDPTLTISSLOPEDFATY Y COGGYSSISDTTRGGGTRY
RIK (SEQ ID NO:53)

e dADBH2

BYQLVESGGGLY QRGGSLRLSCAVSGERLSRYAMTWVRQAPGRGLEWIGTIT
TGONTNY ANWAKGRETISEDSTTVYLOMNSLRAEDTAVYYCARGGYVSYA
DATELSLWGQUGTLVTVES (SEQ ID N3

d) dABL2
DIVMTQSPSTLSASVGDRVTITCQASQSIGSRLAWYQOKPGKAPKLLIYYAST
VASGVPRRFKGSGSGTEFTLTISSLOPDDFATY YCOSY DY SSS88 YARGGGTRY
RIK (SEQ ID NO:55)

dAhH1

¢ CDRHI:  GIDLSNYAIN (SBQID NO:36)

f§  CDRHX: HWASGTTFYATWAKG (S8EQ ID NOST)
§)  CDRH3:  TVPGYSTAPYFDL {SEQID NO:58)

dABLY

hy  CODRLIL: OSSPEVWSENELS (REQ ID NOi39)
i) CDRL2: FASKLTS (SEQ ID NO6)

B CDRLY: GOGYSSISDTT (SRQ 1D NOss )

dAbH2

k) CDRHL GFSLERYAMT (SBQ 1D NOu6e2)

I} CDRHZ: TITTGONTNY ANWARG (SEQ I NO6G3)
my  CDRH3: GOYVSYADATELSL (8BQ 1D NO®w4)
dARL2

1} CORLL: QASOSIGSRLA (8EQ ID NOS)

a} CDRLZ: YASTVAS (SEQ ID NO66)

pm CDRL3: OSYDYSSSSSYA (SBQ ID NO$T

K5
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FahB-dABHI (CHI1-G,5x3)

FAB-B &4 7T R4 MK +

ASTKOPSVEPLAPSRESTSGOTAALGCLVEDYFPEPVTVEWNSGALTSGYHTE
PAVLORSGLYSLS SVVTVPSSSLOTQTYICN VNHEPSNTR VDRKVEPRSCGGG
Q;Sﬁi;'sﬁ“;{}SE\*’Q&{,‘ESGGGLVQFG&SL&LSC&*NSC%T{}LSWMINY%?\?RQM{}K(}L
EWIGITWASOTTIFY ATW AKGRFTISRDS TTVYLOMNSLRAEDTAVYYCARTV
POYSTAPYEDLWGQGTLVTVSS (SEQ ID NO:6S)

FAB-B &4+ T 43K +

ASTEGPSVEPLAPSSKSTSGOTAALGCLVKDYFPERPVTVSWNSGALTSGVHTE
PAVLOSSGLY SLSSVVTVPSSSLOTQTYICNY NHKPSNTKVDEK VEPKSCGGG
GROGGGSEVOLVESGGGLYQPGGSLRLSCAVSOPSLSRYAMTW VRQAPGRG
L EWIGTITTGONTNY ANWAKGRETISKDSTTVYLQMNSLRABDTAVYYCAR
HOYVSYADATELSLWGOGTLVTVES (SEQ 1D NO:w69

RabB-dABLY (CH1-G8x)
FAB-B 47 £ &M +

ASTRGPSVFPLAPSSESTRGOTAALGCLVEDYEFPEPVTVIWNRGALTEGVHTE
PAVLOSSGLYSLES VY TVPSSRLATQTYIONVNHKPSNTRY DERVEPRSCQGG
GRGGGHSDIVMTQSPRSVSASVODRVTITCQESES VWENFLSWYQOQKPGRAP
KLLIYEASKLTSGVRSRFKGSGSGTDFTLTISSLQPEDFATY YCGGOYSSISDTT
FOOGGTRVRIK {SEQ 1D NOTT0)

$aSx? §
FAB-B &4 7T T &M% +

ASTRCPSVEPLAPSRKSTSGOTAALGCLVEDYEPEPVTVS WNSGALTSGVHTF
PAVLOSSGLYSLSSVVTVPSSSLOTQTYICNVNHKPSNTKVDEK VEPKSCGGG
GSGGGGSDIVMTQSPSTLSASVODRVTITCOASQSIGSRLAWY QUK PGKAPKL
LIV ASTVASCGVPSRFKGSGSGTEFTLTISSLOPDDFATY YCQSYDYSESSSYA

FGGGTRVEIR (SEQ ID NOT1)

FabB-dAbL2 {CHI-

FABB-8244 T & & M 35% +
RIVAAPSVFIIPPSDEOLKSGTASVVCLINNFYPREAKVQWKVDNALQSGNS

OESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTRSENRG
FCGOGGSGGGGSDIVMTOSPISVEASVGDRVTITCOSSPSVWSNFLSWYQQK
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POR APKLLIVEASKLTSGVPSRFKGRGSGTDRTLTISSLOPEDFATYYCGGGYS
SISDTTRGGGTKVEIK (SEQ ID NO:72)

FABB-424& 7T 2 45 M) 38 +

RTVAAPSVEIFPPSDRQLESGTASVVCLLNNFYPREAKVQOWKVDNALQSGNS
OESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRG
FCGGGGSGGGGEDIVMIOSPSTLSASVGDRVIITCQASQSIGSRLAWYQOKP
CGRAPKLLIVY ASTVASGYPSRFKGSGSGTEFTLTISSLOPDDFATY YCQSYDYS
SSSSYAFGGGTEVERIK (SEQ 1D NO7H)

K6
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Fab’A 4%

MERKTAISIAVALAGPATVAQAEVQLVESGGGLY QPCGGSLRLSCAFSGFILETS
GVGVGWVRQAPCRGLEWVAHIWW DGDRESYNPSLETQPTISKDTSRNTVYL
QOMNSLRAEDTAVY YCARNRYDPPWE VDWGQGTLYTVISASTRKGPSVEPLAP
RS STIGOTAALGCLVEDY FPEPVTVEWNSGALTSGVHTFPAVLOSSGLY SLS
SVVTVPSSSLGTQTY ICNYNHEPSNTE VDREVEPKTCDERTHTCPPCRA {SEQ
1D NOT4)

FabA 24
MEKTAIAIAVALAGFATVAQADIOMTOSPSSLEASVGDRVTITCRASQDISNY
LSWYQOKPGR APKLLIYY TSKLHSGVPSRFSGSGSGTDY TLTISSLOPEDFATY
YCQOGRMLPWTFGQGTRVEIKR TVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVOWKYDNAVQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHE
VY ACEVTHQGLSSPYTKSFNRGEC (SEQ ID NOTS)

Fab’A ¥4 (L2056 e448%)
MEKTAIAIAVALAGFATVAQAEVOLVESGGGLVQPGGSLRLSCAFSGFSLSTS
GVGVGWVROAPGKGLEWVAHIW WDGDES YNPSLETQFTISKDTSKNTVYL
OMNSLRAEDTAVYYCARNRYDPPWFVDWOGQGTLVTVSSASTKGPSVFPLAP
SRS TSGOTAALGCLVKDYFPEPVTYSWNSGALTSGVHTEPAVLQSSGLYSLS
SVVTYPRSSLGTOTYICNVNHEPSNTKVDKKVEPK TCDETHTS (SEQ 1D

NOT6)

FabA £4%

MEKTAIAIAVALAGFATVAQARVQLVERGGGLY QPGGSLRLSCAF KGESLETS
GVGYV G‘v“f\»’RQAP(3’,K.GI,-;’{EX‘;W’AH}?W\V DODESYNPSLETOFTISKDTSKNTVYL
QMNS LRARDTAVYYCARKRYDPPWEVDWGQGTLVTIVS SASTRGPRVFPLAR
SRK S TRGOTAALGCLVEDYFPERVTVESWNSGALTSGVHITP AVLQSSGLYSLE
SVVTV FSS’SLGTQTYECN\WSK?SNTKVS}KKVQZ?K’?C {(SEQ NG
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