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L. — Ry B PUE, IR Bk S BT 10010 324 454 3 AU 1, Hob prk Hidk
GEAIRIE T AHESE (FR) X, 3 H ik $ifk B A FR1-CDR1-FR2-CDR2-FR3-CDR3 (1) 4514, H:
W IR FR 256 1R 7 51 R 2O 2k B AP R R R P 41 4 65 1) 2 2 18 17 47, e ik i 2R 4
IMGT % 2 b R, IF HLPTR CDR J7 1) 5 ik | SEQ 1D NO: 6-11 1 27 IR i 10HL0
CDR HA AN T 50% P40 [A—1.

2. WRARBURIER 1 PTik i 53 B bk, Horh Jrikdi kA 5 FVlla w4 12N 74565
HIEAR AT &M TF-VI Ta 52540 B 43 fif s P E1 BH e i MDA-MB-231 4H )
MR T TL-8 B = 1 TP-VI1a N SFHE S5 1% 5.

3. WRAEACHIE SR 2 Prik i Hith, HoAg frd COR JPAlh i — a2~k B SEQ ID NO:
611 Fll 27 I FEA.,

4. MRYRBCRE K 3 ik s, Horp prik =~ 42%% CDR /341, L-CDR1.L-CDR2 1 L-CDR3
Sy W SEQ ID NO: 9-11 7R

5. MRARBRIEK 3 Frdk P ik, Horb ik = A~F %% CDR /3 41), H-CDR1.H-CDR2 I H-CDR3
439l SEQ TD NO: 6-8 B4 H SEQ 1D NO: 6.27 Fl1 8 K.

6. HRAEBFE K 3 BTk (¥ $i 44, Hr L-CDR1. L-CDR2 FI L-CDR3 43 %I f1 SEQ ID NO:
9-11 #7n ;IF H ik =/ E4% CDR JE41), H-CDR1 . H-CDR2 11 H-CDR3 43 % f5 SEQ 1D NO: 6-8
By A SEQ ID NO: 6,27 Fl 8 R

7. WRAEBURIE R 1 BTiARIPTAR, HoA Brid A HC W AR X HE R YR T ATid IMGT 248 2
FonI TGHV S 1.3 855 Bl it o

8. MAEAAEK 7 Pri’ ik, B35k H SEQ ID NO: 12-21 ] HC AJAZ[X o

9. MRIEFIE R 1 Frididduk, Hodr ik A LC W AR X AE LRI T A TGKV ik — 5 Py
5%

hsi

~

10. HRABEBCRIEK 9 Prid ik, 81 B SEQ ID NO: 22-26 [¥) LC A]Z X .
11, MRAEAURE SR | AT BT, b Bk A HC ] AR [XAE R SR Y5 T3 H 1GHVS Al IGKV2
YN 2R 2 R KT o

12. ARPEBCRE R 1 il diif, 5% B SEQ 1D NO: 12-21 1) HC n] AZ X Fl ik H SEQ
ID NO: 22-26 ff) A\ LC AJAZ[X

13, ARPEARIE R 1 Frdk A, B8 HC AR X, fird HC n]AF[X HAF :SEQ 1D NO: 8
(¥ H-CDR3 ; R [ SEQ ID NO: 6.62-83 [f1/541# H-CDR1 ; 1 1 SEQ ID NO: 7.27
1 84-107 [9/7F1) ) H-CDR2 ; LA B ATk Hh, 3% 17 TGVJ4 (SEQ 1D NO: 60)BKHLAZ{A[#) HC FR4
X

14, MRPEBRER 1 ik duik, B35 LCR[AZ X, ik LCWAZ X HAA : R 1L H SEQ 1D
NO: 9.108-116 4 L-CDRL ; A H SEQ ID NO: 10 A1 117-120 f))F41) i) L-CDR2 ;
FHEAEB SEQ ID NO: 11 F 121-128 /74111 L-CDR3 s UL J Rk, 16 B TGKJ2 (SEQ 1D
NO: 61) BRILAZ &) LC FR4 X,

15, FRARBCREL K 1 prad fdidd, £ 2 HC m] A2 R LC R AR 8, ik HC n] AZ X HA :SEQ
ID NO: 8f{IH-CDR3 ; A 1% 4 SEQ ID NO: 6.62-83 [#]FE41) K H-CDR1 ;2.4 1% [ SEQ 1D NO:
7.27 F 84-107 [¥)JFH ¥ H-CDR2 ; LA AT EHE, £ H TGVJ4(SEQ 1D NO: 60) S HARAR) HC
FR4 [X, 3 Bk LC Al A8k A : A% [ SEQ 1D NO: 9.108-116 (/5411 L-CDR1 ; HA
2
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¥ H SEQ ID NO: 10 F1 117-120 15411 L-CDR2 s FI B A % [ SEQ ID NO: 11 F1121-128
(K] FE51) ) L-CDR3 ; LA R ARk Hb, 3% [ TGKJ2 (SEQ ID NO: 61) s A8 &M LC FR4 [X.,

16. MRIFBCRIEER 1 FriR B, Forb Pk HC AREZL P41 T IGHVS_a, FF HL iR HC
AR X HAE H SEQ ID NO: 19.129-155 IJF41,

17, MR BCREE SR 1 Frd fyboi, 2o Bird LC A FR JRA1SRYE T 1GKV2D40_01, 3 H AT
W LC A AF X HAE [ SEQ ID NO: 23.157-164 [KJF41).

18. ARFEBORE K | i i, Fom Brid HC AHESR 21K I8+ IGHVS _a, 3 H i HC
A[ARX B H SEQ 1D NO: 19.129-155 /741 s firid LC A FRJFAIRIE T 16KV2D40_01,
I BTk LC Al AR A %6 @ SEQ ID NO: 23.157-164 [ FE41,

19. MRIEBCRIE R 1 Frik ik, Brifbith B e L FE COR A7 & >k T TGHVS
a HESRK) 45 43k . BT 37 41) SGYYGNSGFAY (SEQ ID NO: 8) ¥) H-CDR3, Jf- H.H: 7 H-CDR-1 FlI
/ 8% H-CDR-2 A B AL 74 B R U5 H

H-CDR1  GYTFX,X,X,WIE (I) (SEQ ID NO: 83)

Hrh X1 % H A DG I L NP RS\ T VA Y ;X2 5 AVPLSHIT s JFH X3 % FH
Y BURARFF T A GETFITYWIA (SEQ ID NO: 81);3fH.

H-CDR2  DIX,PGX,GX,TX, (II) (SEQ ID NO: 107)

Hh X1 kA ITML X2 EASM T X3 A AP HMw;HFH X4 EH D H ILLFIN;
B H 7P H-CDR2 &y DILPASSSTN (SEQ ID NO: 105).

20. MR BR E K 1T IR B, Bk Piis B oA g5 A 1, HoA 9E CDR A7 B R IR T
IGKV2D40 01 HE4E, 3 H A L-CDR-1 1 / BF LCDR-2 LA % L-CDR3 &b [F41) B i F R4 H
[IE5) -

L-CDR1  KSSQSLLX,X,X,X,QX.NYLT (ITI) (SEQ ID NO: 116)

Hr X1 EEA PP ST WAHIY ;X2 6 FUSVTWRFIV X3 £ H AVG P S WL Y FIV ;X4
EHGNAMTFFHX5EH K. RATS;

L-CDR2  X,ASTRX,S (IV) (SEQ ID NO: 120)

H X1 EEHMW;X2 % E DEFIS

L-CDR3  QNDX,X,X,PX,T (V) (SEQ ID NO: 128)

H X1 EE D F ML X2 EE S TR Y ;P X3S @A WA Y FFH X4 %EE L FIM,

21, — P TT BAIE S 1 732, o TF SRR R I TF R IA 5 R i R A
Vi M SR T IR0 RE B BR) B AH O, BT IR 5 R LS ) 7 B 2R AT 1 e 2R 52 A 3 it
FRYERBCR)E SR 1.3.19 8% 20 Frk 54k,

22. FRAEBCRELR 21 Pra (1) 7735 2L rp BT I o i A2 2 P I

23. FRARBRELSK 22 Frk 9771, Jomh ik S PE g 1k B < SR ke e SR g, #5598
Je M, FREUR, VB PPRE, U R, AU, e BE R, A U I RE, PAIR, i TR S I
T, WRELIRIRE , T 4 AR, ~PIE WLIRIE , T 7980 » RO T 40 iR astrosarcoma, BT AME FLIR
B E AR AP IR IR HIE S B T EIL T E L T E N, FOR
i B IO P M

24. MRIEBOREEK 21 Prak i) 77 v, Horb Rk ek B« R PR, 88, W ph 2298,
PREE LT YRS, YO IR R R TR 28 I 5 200 RO A Rl A B e 5 RIS (%) IR I 78 A R o » 0 P ik

3
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PR RS , 57 ) LA 9 R » 2 B 1, A B AR HE e, B AR I A8 ME T DGR, AR AR 5 4T 4 1
A2, AT, B I 5 20 YR , o 2 i 28 RN OIS A G IR AR D 5 RGP G148 34
Bt BRIV s FE WAL sV KA s IR ZERAE B AR HRUR RIRIZIE) s BT AR
A B VP IR 5 i ARG B 5o UL A s el DR B S ik 0 S 5 By bk e T 5 ke L 2
BRI AR i s0sTer—Webber ZE-AME s BEHCHT U TE 1 s BN 9K 5 ML A P27 51 8
LU AT R B R o DR ZER AL s BRI s FI B KR AL. .

25. —FPLEIRIT 2R FH P H G A -G, A5 255 T EESZ IR AR 223K 1.
3.19 B 20 fIHLIE.

26. — P&, AR E T A AR IE BOR SR 1,319 8% 20 Bk (50 AR08 FH Ui

27. — Moy B IR, Tk L R S A AR AR 225K 1,319 B 20 Tk BRI PiiA &
P — A EE A

28. — Mk, B 2 PBORE K 27 N2 HTE

29. —FirE L4 ML, AL RCR) 2k 28 IZ K.

30. ARPEBOFEIK 1,319 B 20 Jrds 1173 8 PR E U B, Frid ik sy Be B TGl
By 1gG4 [FAIFAL,

31 FRARAUCHIE SR 30 Frid i) 73 B M PL AR s B, Hodr Fe XALHE N TgGL [R A2, Hor
Kabat f7 & 239 #1332 (24 SEQ ID NO: 167 [ 242 F11 335) R AE A Fe [X i P A4 A%
FESHD 2 DR E M5B
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ANBLRETFiInEARERE

[0001]  fRJCALHIE
[0002]  ACHIEESK 2011 43 H 15 HEAZHISEE H1E No. 61 / 452, 674 LR, Hi4s
LG H 77 A FFAATL

AR

[0003] AR K &5 NALZATA 1 A7 6 A8 B8 R 48 M ¥ 8 SR AH 28 B B i N0
R AZBURASFI LA 50 T I MBRE R o« A B il AT Rl Z iR oRiB T 5 A4
U T A7 AEAN 2 AR D REAHOCHRRAE (18 W ATE ) (K753

BEHEA

[0004]  AHZRPEIF (TF) (WFRAEEM P ¥ T11(F3) 42342 & i i sl . 8% CD142) =2 R
A 219 A2 SRR K M4 M SRR ) P Ssi 1) 8 TR 22 1, P ad B s b, & A 11T B4 3% R
i, 3 HATIA R A — A BE B M AL 1 22 R FE . TF & FVIT / FVIla (4052
s

[0005]  TF LAZH M 52 A4 1) 7 203 IR0 H L %0 i < I R s 28w vy 7K T AR L I8 e i s UL
ZLN e R N N S EEESAC S o i 7 V= W B e o 1 O QR W vl Sl = D R B N Lk 71 4 )
AR BT EEE AL RE, CRIE TF 77 K2 805 2 o 2880 p R4 22 il ok
PR R TR FIER Ruf W J Thromb Haemost. 5 :1584-1587,2007 ;Milsom 2% A,
Arterioscler Thromb Vasc Biol. 29 :2005-2014,2009) .

[0006] i 3 -4 477 P L7 2 1 8 I o) 400 40 1 T S A B B o T 5 B TR I (Y
PR ) AL T (ANRMEERR ) W A9 R I /NMRCRI 3R 8 47 4 a5 (1 )8 Bt (]
T R4k M2 A% )5, I VIT(RVID) BRI I is 56 BA AR 7 g i (1a))R
AT AE O AT (40 ) L RIERALZURA 7 (TF) Befih, M 3805 1 TR-FVITa 849,
TF-FVIIa ¥0&E B IX(FIX) M X(FX) o FVIIT 7] TF A5 KBS, UL K &R g . FXIa.
£T¥5W . FXIT M1 FXa ¥ . TF-FVIla 5 FXa B =c 55

[0007] = ifil %5 40 Mo ¥ 2 2R ERL 7~ (TF) 3 208 8 S A i 7 58 ] 1 1 ol H 2 55 A ] Bl i 4
Mo TFi& 5AR TS AR, 7F H 53R E TF M40 MR i Dhie BERAEC. &
A 8 A0 B b A it 2 I B IG TF AR ME 1 2 0 B (RIS 52 1K (PAR) , AITIA PAR 2
G AR R, R, Bt PAR( 3235 & PAR2), TF :Vila E&WEEH 15 YA s 545
(Camerer Z& A, Proc. Nat1. Acad. Sci. USA97 :5255-5260, 2000 ;Riewald F1 Ruf, Proc. Natl.
Acad. Sci. USA98 :7742-7747,2001 ;Ruf %5 N\, J Thromb Haemostl :1495-4503,2003 ;Chen
2 N\, Thromb Haemost86 :334-45,2001) , M T 2E e A= ol i 5 A2 e« g 0k e P65
[0008] = CE AW TF / FVila / FXa HAER T FX [ TF :V1la 5 &4 B ¥ ke 78
FIX % FIXa [ TF :VIla 248 2 J5 R4 TG i, Tk TF :VIla 2@ T FX 244#% K FXa. TF /
FVIla / FXa EAYIRITE AT 515 5 % 3 B0 6 W PAR1-4 [ LAh 21k, TF / FVIla /
FXa AWML CFE A2 -8 (IL-8) S, ik 1L-8 ] Ml s 41 it # (Hjortor

5
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& N, Blood103 :3029-3037,2004) . PAR1 F PAR2 349 &% Rg #6 % (Shi Z A, Mol Cancer
Res. 2 :395-402, 2004) , R 1M1}, Wi i — eI = E 44 (TF-VIla il TF-VIIa—FXa) f& PAR2
HIEE N, BTik PAR2 th S 2040 /s 5% S (Rao flPendurthi, Arterioscler. Thromb. Vasc.
Biol. 25 :47-56,2005) o [, A5G i s 20 28 IR 1 I 00 46 iR 15 e 5 e s a1 FH 43
B KIS SRS SNSRI

[0009] % 41 [ Morrisey (1988, Thromb Res52(3) :247-261 ;US5223427) Fi
Magdolen (1996Biol Chem379 :157-165) f#iih [ AP L6 5 v [ i 7k 5 2R R F I K &R 4 H
TARFECARGE AL s (W T REFI T i 1 o RERS 45 A 4L H 1 (1 S s B po AR mT A i i T4k
TF JE W s/ FF TR-VITa B4 W0 HE 71 o ok BRI AT IR =24 Vs FX I 6E 7 Sk BELIT ifn 42
TR AR 145 & HA BB PR d 2 2. TF 51k Vila M5 54
SRR T AS 2 I PR BT (8 Pk 10H10) tH iR (Ahamed 25 A, 2006Proc Natl
Acad Sci USA103(38) :13932-13937) , 3 HLULKHU 1A CL AT 5 HA LG ML A JRAE SE 4
8E v 97 P A R SE A PEBR HENLIE (Versteeg % A, 2008Blood111 (1) :190-199) o Ruf %
N CA A HIIE W02007056352A43 1A TT T #IHI L 715 5 A& S A T4 B 1k
TEFHEY

[0010]  Fg -3k Aol 8 0k 2 22 T (O ek 2, AT S0 2E B Ao BELIT oo 4 i B0 W e B L L 7 A
FRIHTIA T ShRE T AN T B LI TF &5 & BRI T7 189

ZIAAE

[0011] AU BHFRAE T T ANWE7 INE N Bt N 2R BB e e PEBUAE, ik BiAR IR B T
P LOHLO [ 45631 AT, iZPUIA A UL 134 FVITa 455 JF BRI EAC EASBH W
M TF-VITa &AW B 5 s MEAE HIBH W TF-VITa /A S 115 516 5 K PSRy (%
4R R TL-8 B0 o

[0012]  AREHIINIE N B A TgG R A SHE QL & CDR A PR VR FE A4 B, ik CDR 2% {4
WA I 25 10H10 EPTik CDR JP4) H3K 7Rk SEQ 1D NO :6-11 1 27 (/@4 . $2it T
AHESL FRL F FR2 A K& FR3 5 CDR 1 CDR 2244, 5 FR4 204, iX Ao vF T HA WPk 10H10
(1) G K S Pk PR 45 A K 2.2 o FEAC R B R — AN S, H SEQ ID NO :6-11 KR
751 CDR J7 418 SEQ ID NO :6.8-11 Fl 27 KIRIAH 5 AP R FR A4, b APl & FR #
5E SN TgG nI AR K HE CDR £ &, T iR AR & FR AE1F 10H10 XF A TF (55 G268 M1 )
BefRBE . fE—J7 1, A HC A[AZ[X FR SR¥g T H IMGT 28 2 3R /s 1) TGHV ZE R K0 1.3 BX
5. fE— 71, N LC AR X FRKJ TN T6KV R Kk 2 8L 4 i . 75— SEiif)
H, Bk Fv (HC nI A2 X 5 LC AR X LA ) A3k B SEQ 1D NO :12-21 f#¥) HC m] Az fik H
SEQ ID NO :22-26 ] L.C A Azl

[0013]  7EH ARSI, JE btk Fv (HC RI 22X 5 LC W] A2 X ELX ) B FR LG IGHVS
FI IGKV2FR, 4<% BH KT AR A 2 HC T AR I, Bk HC 2488 A :SEQ ID NO :8 [f] H-CDR3 ;
HA % E SEQ ID NO :6 Fil 62-83 [)F41) i H-CDR1 ; B % H SEQ ID NO :7.27 Fl 84-107 (]
¥4I H-CDR2 ; LA T2k Hb, 26 B TGVI4 (SEQ ID NO :60) B{HARA) HC FR4 [X . 4<% B
ki B LRI AR K B LE, Bk LC ] AR - HA 1L H SEQ ID NO :9.108-116 [
JFHIH L-CDR1L ; B % [ SEQ ID NO :10 F1 117-120 K541 L-CDR2 ; fIE A % [ SEQ 1D

6
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NO : 11 Fi1 121-128 [¥JF 41 i) L-CDR3 ; L S AF ke, & B IGKJ2 (SEQ ID NO :61) s H AR
LC FR4 X 7R L, AHESE P AR5 T IGHVS _a, I H v G ()] A2 A 5 1k B
SEQ ID NO :19.129-155 [JF41)o {5 ) — A SEHif) o, ANHESEF21KY5 T I6KV2D40_01, Jf H.
BT N3 ) ] AR I AR5 % 1 SEQ 1D NO :23.156-163 [{1/741).

[0014] AR BHHUAR—ME X0 LR A HA T AP e b HE CDR A7 & 1)Kk
T IGHV5_a HERL[Y 454180 . FLA ¥4 SGYYGNSGFAY (SEQ ID NO :8) [¥) H-CDR3, H:H H-CDR-1
RrE AL A T G H

[0015]  H-CDRL  GYTFX,X,X,WIE(I) (SEQ ID NO :83)

[0016] Hd X1 EH AD G I L NJP RS\ T VR Y X2 6 APLSHFI T3 H X3 &
FVH R Y s BUFTIR 5241 0] 4 GETRITYWIA (SEQ 1D NO :81) ;3 H H-CDR2 7 B Ak FE 41 H R =,
ZEH

[0017] H-CDR2  DIX,PGX,GX,TX,(II) (SEQ ID NO :107)

[oo18] Hdr X1 B I A L;X2EH SHI T ;X3 % H AF H M w3 H X4 %69 DH.I.L A
N ;70 H189 71, H i H-CDR2 24 DILPASSSTN (SEQ ID NO :105) o

[0019] AR BHIMPLIAIR R A KA B e Lo FE CDR A7 B K2Rk T IGKV2D40_01 HESR K45 &
BB, - HH A L-CDR-1 A1 / 8% LCDR-2 LA & L-CDR3 Ab 1 7 41| BA H F g5 KP4
[0020] L-CDRI  KSSQSLLXX,X,X,QX,NYLT (I11) (SEQ ID NO:116)

[0021] HA X1 EHF P ST WHIY ;X216 FuSVT R ATV X3 i H AL G PLS WL Y Al
VX4 EE GONAIT X5 H K.RAS

[0022] L-CDR2  X,ASTRX,S(IV) (SEQ ID NO :120)

[0023] Hrr X1 %EEHHMW;X21%EHDJEFIS;

[0024] L-CDR3  QNDX,X,X,PX,T (V) (SEQ ID NO :128)

[0025] A X1 ZEEDFRI L ;X22EHE S\ TR Y ;X3EHE W Y ;X4 ZEH L Fl M,

[0026]  [Al, Frid i /R EHEA AR RE CDR FRIEFEEA 22k B i 10H10 [ COR XM . 940,
MR bSO REIR R, PURERERT AL 70% (FE CDRL iz 13 / 10 %k ) , M1 60% (fE
COR2 Wl T 4 / 10 [FRZE ) IXZBIT I 10H10 1f) CDR (CDR3 & KZALI ) o F2%5E CDR 7%
BN T1% B/ 17T34K), (T1% ) (2 / 7T2840K)), 8055% (4 / 9Z84bKT ), iX2RL
TF& 1OHLO ¥ CDR.

[0027]  ARBIEIRHE T 555 556 B NA R B I B 255 21 5 B 10HL0 HLiATEA FAH
[FII TF-ECD RALINIENBLIR. AR BHICSEAE T4 A IR hi ok b7 B A WIE A2
R W77, Horp TF RIEHH TF 2155 A1) R AW T 5906 97 I pinE BB B4
Ko

[0028]  AS BHIESE ML T il & Buik UL BT il AR i 24 2 b ] 52 IR 7 v B0 3 BT ik
TR PR 25 2 « PR 55 Bk 2 4 R R 2, G A AR e B R B A mT e A FH 7 5 il 4 BLVR 97 A
ZARE

M4 #1152 FA
[0020] & 1 &7 T HH 10H10Fab 85 NG N AR & (M1593Fab) F1 A TF-ECD #% % 5-208 1L
S5 I X S AT S A R DRI R A, FErp UK T AE M1593H-CDR1 (T31P) il HCDR-2 (S57F) H

7
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AZ AR AT S B A i

[0030] & 2 J& A (SEQ ID NO :1.1-219) .cyno(SEQ ID NO :2.1-220) . Fl/ ki TF-ECD (SEQ
ID NO :3.1-221) ZAFEEERILLL AT, A 7R T Bl i B4 TF8-5G9 (Huang %5 A, 1998] Mol
Bi01275 :873-94) F1 10H10 LA f L0 5 &I A~ FVIT / VITa 1 FX i) 0 ek 5 i ik
AT E

[0031] 3 Won T HA RSN 569 A1 10HLO () B AM LA S Bt il R~ FVIT A1 FX $57 i) X 35
(I TF-ECD [ = 4E#52, Horp AU aR 5L 1104 F1 T197 55 10H10 F1 FX — & i,

[0032] P& 4 S8 T BPUAR 10HL0 (205124 SEQ ID NO :4 Fl 5) Hi ik M9 Fty AAHE 4248 M
H) (435024 SEQ 1D NO =19 i 23) \ BLA AN B BE [ 28 A1) e ) m A2 8k 41) H116 (SEQ 1D
NO :133) FIH171(SEQ 1D NO :139) HIEEAE (_LFFEuxs ) FesE (TR ELXT ) AR a5
B 75 LA

[0033] &5 &on T 5 R Fh B I B37 A0 EL, 27 AN S5 A1 ) B K mAb X 0. 24ug / ml 4b
FVITa 55 MDB-MB-231 L3814 P 41 M 1) TL-8 BEJBURIAR R 0 5 73 L .

[0034] &6 7R T 7E MDA-MB231 /P28 241 MK N S 32 0 55 149 /0 SIS — 72 R 0N Iy AR )
ik e, HoAr 25 25 M1593 20 P T S r i 2B K.

[0035] &7 o T AE A431 A SRR iies 40 M N G P2 9855 1R/ B — 8RB e AR FR
[Py 2R, A 25 24 M1593 I ZH R T CLE S I IR AR

[0036] & 8 .7 T A PBMC (1) #E 40 M i #1573 bt (MDA-MB231 4fi Jfd ) XJ Bl wT A2 3 - A
TgGL (ML) « A 7 & 234 H1 235 Ak P 2 I B #0110 bl W] AR J3k — N TG4 AR & 4 () CHO A 7™
A2 TR BT A R TG (1) M1593 &% 7 AE A I BE bl & 0 SR B E 11 CHO &b ™ AL 1
M1593-LFF1HA S239D F 1332E 4b Kabat {7 B #f#) M1593-DE [1) MAb ¥R i it £ 4] o

[0037]  J¥A) KA
[0038]




ON 103443127 A W B P 5/45 T
SEQID | 4%k HAER KRR
NO:
1 AL B T Ak ECD = 1-219
2 2R B F ECD ECD 1% 1-220
3 SEBALZET (P20352) ECD = 1-221
4 IOH10 4% (HC) TERK
5 1OH10424% (LC) TE KX
6 10H10 &5 H-CDR1
7 10H10 4 H-CDR2
8 10H10 45 H-CDR3
9 10H10 43 L-CDR1
10 10H10 44 L-CDR2
11 10H10 44 L-CDR3
12 H15 IGHV5-a
13 H16 IGHV1-46
14 H17 IGHV1-3
15 H18 IGHV3-74
16 H19 IGHV1-69
17 H20 IGHV1-18
18 H21 IGHV1-f
19 H22 s1_IGHVS-a
20 H23 sl IGHV1-69
21 H24 sl IGHVI-f
22 L2 IGKV4-1 B3
23 L3 IGKV2D40 O1
24 L4 IGKV2D-28 A3
25 LS IGKV2D-29 A2

[0039]



in P

CN 103443127 A 6/45 71
26 L7 IGKV2-24 A23
27 H22. H23 #= H24 # H-CDR2 . Kabat-7
28 H15 #= H22 45 FR1 IGHVS-a
29 H16. H17 4= H20 4 FR1 IGHV1-46. IGHV1-3.
IGHV1-18

30 H18 45 FR1 IGHV3-74

31 H19 #= H23 & FR1 IGHV1-69

32 H21 #= H24 &) FR1

33 H15 #= H22 & FR2 IGHV5-a

34 H16. H19. H20 4= H23 s1 IGHVI-69 #% IGHV1-46. IGHV1-69.

FR2 IGHV1-18 4= s1_IGHV1-

69 44 FR2

35 H17 44 FR2 IGHV1-3

36 H18 4 FR2 IGHV3-74

37 H21 #= H24 & FR2 IGHV1-f

38 H15 #5 FR3 IGHV5-a

39 H16 &5 FR3 IGHV1-46

40 H17 44 FR3 IGHV1-3

41 H18 45 FR3 IGHV3-74

42 H19 &5 FR3 IGHV1-69

43 H20 44 FR3 IGHV1-18

44 H21 4% FR3 IGHV1-f

45 H22 45 FR3 s1_IGHV5-a

46 H23 4 FR3 s1_IGHV1-69

47 H24 44 FR3 s1_IGHVI-f

48 L2 47 FR1 IGKV4-1 B3

49 L3 45 FR1 IGKV2D40 01

50 L4 4§ FR1 IGKV2D-28 A3

51 L5 # FR1 IGKV2D-29 A2

52 L7 % FR1 IGKV2-24 A23

53 L2 4 FR2 IGKV4-1 B3

54 L3 4= L4 4 FR2 IGKV2D-28 A3

55 L5 #5 FR2 IGKV2D-29 A2

56 L7 4 FR2 IGKV2-24 A23

57 L2 # FR3 IGKV4-1 B3

58 L3. L4 #=15 4 FR3 IGKV2D40 O1.
IGKV2D-28 A3.
IGKV2D-29 A2

59 L7 # FR3 IGKV2-24 A23

60 FR4 HC IGH4

[0040]
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61 FR4 LC IGKJ2
62 M1602 ¥ H106 # H-CDRI1
63 M1587 % H116 49 H-CDRI
64 M1590 % H117 4 H-CDR1
65 M1591 % H122 # H-CDR1
66 M1612 ¥ H133 45 H-CDRI
67 M1597 % H134 45 H-CDR1
68 M1613 F H136 =+ M1596 64 H185 &4 H-

CDR1
69 M1613 ¥ H136 45 H-CDRI1
70 M1585 + H139 &) H-CDR1
71 M1594 + H158 &5 H-CDR1
72 M1595 + H160 45 H-CDR1 M1595
73 M1586 F Hi64 & H-CDRI1
74 M1592 + H165 &) H-CDR1
75 M1605 ¥ H168 & H-CDR1
76 M1593 # H171 &5 H-CDR1
77 M1584 ¥ H173 45 H-CDRI1
78 M1588 ¥ H179 45 H-CDR1
79 M1606 F H181 5 H-CDR1
80 M1589 % H187 45 H-CDR1
81 M1607 % H189 &5 H-CDR1
82 H177. H130. H105 F= H128 49 H-CDR
83 H-CDR1 %4k
84 M1602 F H106 45 H-CDR2
85 M1610 + H115 45 H-CDR2
86 M1587 # H116 #5 H-CDR2
87 M1590 *F H117 # H-CDR2
88 M1611 ¥ H128 45 H-CDR2
89 M1599 % H130 45 H-CDR2
90 M1597 ¥ H134 #5 H-CDR2
91 M1613 F H136 #) H-CDR2
92 M1598 ¥ H137 45 H-CDR2
93 M1604 + H138 45 H-CDR2
94 M1595 # H160 5 H-CDR2
95 M1586 ¥ H164 45 H-CDR2
96 M1592 ¥ H165 &) H-CDR2
97 M1605 ¥ H168 45 H-CDR2
98 M1593 % H171 45 H-CDR2
99 M1584 ¥ H173 #7 H-CDR2
100 M1583 F H177 4 H-CDR2

[0041]
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101 M1588 %+ H179 44 H-CDR2

102 M1606 F H181 4 H-CDR2

103 M1596 ¥ H185 &5 H-CDR2

104 M1589 ¥ H187 #§ H-CDR2

105 M1607 % H189 49 H-CDR2

106 M1608 % H207 4 H-CDR2

107 H-CDR2 & /&

108 M1646 F2 M1638 =4 ¥ L138 #5 L-CDR1
109 M1651 #= M1643 =4 ¥ 1162 45 L-CDR!
110 M1652 F= M1644 —# % 1.225 44 L-CDR1
111 M1653 #= M 1645 =4 1.283 44 L-CDR1
112 M1647 #2 M1639 =# ¥ 1320 #4 L-CDR1
113 M1648 F= M1640 =% ¥ 1327 45 L-CDR1
114 M1649 F= M1641 =% F 1335 ¢4 L-CDR1
115 M1650 #= M1642 —# F 1369 45 L-CDR1
116 L-CDR1 E 4k

117 M1646 = M1638 —# +F L138 45 L-CDR2
118 M1647 = M1639 =& ¥ 1320 44 L-CDR2
119 M1649 #= M1641 =4 F 1335 44 L-CDR2
120 L-CDR2 & 4k

121 M1651 F2 M1643 =%+ 1162 44 L-CDR3
122 M1652 #= M1644 =% % 1225 4§ L-CDR3
123 M1653 = M1645 .= P 1283 4§ L-CDR3
124 M1647 #= M1639 =& ¥ 1320 45 L-CDR3
125 M1648 #= M1640 —# ¥ 1327 #7 L-CDR3
126 M1649 #= M1641 —# % 1335 4§ L-CDR3
127 M1650 #= M1642 =4 ¥ 1369 4§ L-CDR3
128 L-CDR3 % 4k

129 H177

130 H173

131 H139

132 H164

133 H116

134 H179

135 H187

136 H117

137 H122

138 H165

139 H171

140 H158

141 H160

142 H185

143 H134

[0042]
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144 H137
145 H130
146 H105
147 H106
148 H138
149 H168
150 H181
151 H189
152 H207
153 H115
154 H128
155 H133
156 H136
157 L138
158 L.320
159 L327
160 L335
161 L369
162 L162
163 1225
164 L.283
165 M1593 K424k

166 M1593 2Kk &4

167 M1593-DE &K &4t

BALEAR
[0043] #4i5

[0044] TF =LK F, huTF = AHLRE T, muTF = HAHARKEF, cynoTF = &) ZHZR
Rl 7, TF-FVIla =K 1 - K7 Vila 69, TF / FVila =HA RN T - HN 1 Vila B4
W), HC =E8E, LC =8HE, v K =n]72Z X, VH =HEER]Z X, VL =HEn] 47X, CCD = Hifaf
A S E, CDR = HAMLEX, CHES = 2- (N- MRS ) - ZHfl%, EDTA = 2 iV 2%,
ECD = #hk, HEPES = N-(2- J2 43 ) - Wkl -N' —2— LT#PR, HEK = A R'E 4i e, MES =
2—-(N- MGkA ) LTlR, PAR = &5 FIBEI0OG 2 48, PBMC =41 I S A% 4 i, PBS =Mlg £ 5%
MEhK, PDB = ¥R %, PEG =2 L 1%, SDS PAGE =1 e L0 R — 58 N I e flg gt
JEHLYK, SEC = RSTHEFHZ AT, MAb = B oa BE i g, FR =HiAHELL, HFA = AHESLE Y
[0045] a2 L AIARHEAARE

[0046] LA SCHTHL, “Hifk” HAEEDUATETIUR S & ) Besl L 55 . BRI, P
FEATAL S 40T 7+ B 8 B 8O Bk 70 7S S skl 0 220805, i W H AR
T EPESRERN DD EAMNE X (CDR) B RLE &34 B s e B ] AR [X | A%
B RETE E X HESE (FR) X BRHARA 7 BT B A 3 A R BB iR i 45 & a2 b
— 5y . RIE“HUA” & B MR TR LA HIHA T B Fa 8 30 SRR, B AT B ) 5l
TP AR BT E f BCEGE A S5 R/ B BRI 43 A FE B BT AR BRI A
KRB Dhig b BORFE N UL REFR I PUR 455 F B Whss TR “ PR &5 &5 ”
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RGPS B 145 (1) Fab B, B VL VHL CL AT CH AL R —#r B 5 (i)
Fab' )2 JyBt, RIS i@k Bt X i S 2 WA Fab R BO =M B 5 (1i1) H VH A
CH BRA By Fd B 5 (iv) EBTAR I BRANE 1) VL A VH 32 s Fy B s (v) H VH 34
(1] dAb Fy Bt (Ward 25 A, (1989) Nature341 :544-546) ;LA (vi) 23 BSHIH AP EX (CDR) .
AL, BAR By BORIPRANEE VL R VH H S 32 R g b, RS AT ] A 40 5 vk ad i ik
(e RO, P 2 2 SR AR A3 " AT mT ol i A 2 1, e VIR VH X XS T it 43
T (R EBE Fv (scFy) ;W 14n, Bird 28 A (1988) Science242 :423-426 Fl Huston 25 A
(1988) Proc. Natl. Acad Sci.USA85 :5879-5883) . ISP At B £E k=5 T HUARIK “ Bt
JREEEE 7 ARE T AT ARSI H AN R 2 AN AR S H ik 7 B, FEif ik
R 77 S e B hUAM R R B AH R, nTH scFy M SCRETfIEDUR &5 & ), 2 Ja i
HH AN 5 9008 A Fh R 751 i At DNA PFERE—#T . RSO — AN T2
“HuCAL : NAEFECEE” Knappik, A. 25 A, J Mol Biol (2000)296 (1) :57-86) .
[0047] R iE “CDR” & Fi5 B A4 (1) B AR ok i X B8 A8 X 2 26 IR Wk 2k, 3K 26 2 06 R ok ik
ZHERATRIIRE A, A 186 FUR i iy 42 X 8k CDR AL 7 ok B 8 nl A8 3k 7k 2
24-34 (L-CDR1) .50-56 (L-CDR2) #1 89-97 (L-CDR3) LA K B 4% ] A% 45, th A% 5k 31-35 (H-CDR1)
50-65 (H-CDR2) FI1 95-102 (H-CDR3) ] 2 2 & 7k 3¢ ( 41 Kabat %% A (1991Sequences of
Proteins of Immunological Interest, % 5 ht, Public Health Service, National
Institutes of Health, Bethesda, Md.) Ar#EiA ) Fl / 80k B eEn] At b &4 3R (HI%%
5 26-32(L1) \50-52(L2) F191-96(L3)) DL K F 4k n] AF 3k Hh =48 R 26-32 (H1) L5256 (H2)
F195-101 (H3) F IR 26 5% I (4 (Chothia il Lesk, 1987J. Mol. Biol. 196 :901-917) J #
) o Chothia I Lesk &5 1) R 5F I s A2 A RR R “ IE M E5 4 70 HESR R FR1-4 Hl Ak A Ik 46
AR A f2 HAERR R A2 [X . Chothia il Lesk 145 A RIB L £ LL/NE EREFF 53R
ISR E R B AL BOR Y R  E IR TP R ER B 5 22 5, B 30a.30b. 30¢ & . BT, CUKJE
T2 R A T A5 R R, B E R gL 2425 B/K R (intemational ImMunoGeneTics
information system®) (IMGT) (LaFranc 2§ A\, 2005. Nucl Acids Res. 33 :D593-D597)
[0048]  AICH, CDR DAZZEIR 741 LA K e ol B B P 7 I ek WP 4 5 ok Rm e BT
CDR 7E #o % 2R g 1 n] AR I K 540 H () 6 B AR R) A2 R ~F 1 HAFAE TR 254
AT SH 28 o A FH AR 8 5 R A A 55 P AR I A1) K i 5 PR R, 25 2 %508 CDR FHHERRARIE . 3X Fif
12 R Tk B — AN F0 ) G B2 1R 8 (K CDR B 8% 42 0118 0 31k [ 300 % 42 APLIR IR 2
HES
[0049]  ASCHTHMIARIE “Fc” “& Fe WA BL“®& Fe 4 T7 B RA 2 b— 15k
BRET [ CH2 A1 CH3 Z s 1) 5 i . SR kel e — SR MR 8 9 5. CH2 T CH3 &5 b I m] T i 2
JR /o (BlandisR) BRI 2D
[0050]  RIE “KAL” Z2faReW ShiAfr g G NERICER . RAEF H o+
5 T R T T 49 e R TR o ) o 2 ke, LB LA R 08 ) = 4 S5 R AE, DA R L FL AT
fiE o G FRAT AR R RAL DAL T 5 & M A2 S5 # K45 SR T A I 00 R
[0051]  GIASSCAT L K, A Fe A 2 45, Bl 2 FRPi o TUE LR K, 3 B2 di ik
K4 SERR (SRR N & RS R BT BUE TR K Ky 2 10°°M BEAR, SEALZE 10°°M
14
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BCEAR, I ARG 107 8RR . K, FIEIEUR K, MEFG 5 WASCRT A, RiE“k,,, 78k
“k,” Bk, RARFEEDUR - BURAH BRI B R AR . K7 R iR (ky, PR AR
F (off-rate) (ko) 7)) SAEIHEZE (k) B LG (on—rate) (k) ” IR, Fik, K, 5%
Tky / Ky Bk / Koo FEHBABEIRIKEE () IR0 IR T 41 U, B K, 8D, 255 108
RIS 10°M (B 1nM) AHELEE, 10°°M (B 1 3B /R ) 1K, R E94E 5.

[0052] LA SCHTH, R« g PR sl BoaBEPUAA GV B8 B T AV RIPUE
Pl BT BUARA A YR e R AL R R — S AR R SRR . AR A
FhCEAHUAR” R EA R DA, BN T A LA SR IE S EA T Al RIS B
B, N (&) WS B AT I8 o & B, BTk ik 1@ i Hi 4k 43 wh 3 49 40 B R & 1 £
R4 1 5 (b) NG EAL LR A BRI E 3 40 Ha 43 B (BT, 450 U A G9dd 73 55 5 (¢) A
KA E B NBEHAR R PR SO 5y B PR LA (d) HARAT HAR T il 2% R IA
A7 B B B, Bl TR SR e e Bk R 1 2R R 7 41 5 o Ath DNA JR 9 HH4% . an A S
A B8Pk EFeX PPl R4 EAS Hofh A A SRR e Pk, 2R, 5
N TF ZRAL [RIFp 2 sl AR Ay e 1t 5 6 1K 43 B I Ao HoAlAH OB IR. (9, ok B oAb e
(fldn, TF Pk EEY) ) W BB AN Thak, 2 B BT m] JE A B ANS HoAth 4l i sy
JUH /BT AEAR R B — S SE A9 o, HoA AN AR e P 1K o B 17 B v BB AR 4
EHARE R WA ST

[0053]  GIASCHTH, “RERPEL &7 R R E S 7 T iy e g5 &7 2Pk
SAUE PR G B, PUARLL 10M sE/ANMORE R HE L K) 456, B S TEhnRgd &
() Ky R 5 BRIUE B IR 2 SRR e BT IR (9 BSA S & 3 s E AT oAl Re e 21K ) 45
K K21/ 20 KR CHEBPUR PR BN PR PUE” AEA SO ] 5 ARTE
“HEURFE RS RPUA” AT . WARSCIT A “ R R SR S5 A R R DU R e B
RALHAERT Ky R ixpiih 5 A AL &1 K )2 1/ 10,

[0054] LA SCHT A, “ [RIFH AL g th T BENE w2 X LR g b (R B AR AP S (9 1 TeM BY TgG) o —
LB RSB FE 2R, BT IR P 2R 2y B E 2 X gm0, I LB E & X g5 R4 ()
U1 TgG1.1gG2. 1gG3 Fl 1gG4) PN FRIHRE & B kb AR SR AL M , BT Ik i 5 [X &5 M) Bl ¥ A= 400 oy
REMR Tk, B, fE ABURRIF B, TGl 1g63 FIRAFAL/D 1 1g62 B 5 I TeG2a
LR FE RN F DhBE

[0055]  FTif “HN T ThEEER “SN T-RHME” 2 fe b e & S husRe 5 45 6 30a X )
(3, 1Z 3 RE 8 5 S AR s A i g 4L 4y (T anehk ) AHEAEA, S 3 0 Ensgn o s 4L, LA
Ko 1 BRI PR &5 & 38U 456 40 BRI 250k . Btk B 8 0% 0 i g G
SHLF RN 5 DhRg. i, MAR C1 A7 25 G PR S IR AMA R GE . FMA I X 41
g JER R P R SR A . AMA IS S R AE N, F BLIA R0 K B & bk
U N . Ak, Biikilid Fo K455 4 M, BIFTIR Fe X B ¥ Fe 24807 25 & 4l i B Fe
2k (FeR) o HVF 2 XA FFPE KT Fr 1 Fe 5248, FriddiiadE Te6 (v 244 ) .
IgE(n 324K ) IgA(a 3Z24k) LR TeM(u 24K) o Bhiiksi & 4 ok i i Fe 2 k45|
RAVT % B NS A FE B B RN, LG A0 R R B AR G ZE (R RO, T R 2 250
AN A0 NS DT B ZE R FE A (B A B RO 40 i/ T i 40 HeE 4 H , 5 ADCO) , ¢
TR AT, BB A e e Bk B = Ak
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[0056]  RiE “ZHK T E A7 CHRHE 77 F “TF” H T4 BB S50 TR RIRAFAEN
N LA ¥ 8 H A 2R X R 2 55 IR e B 2 ke RARAE AR TF A5 AN Fh LA S H:
flFh G 1 R VIE AR KR S RAERE ) A2 1 (2 W4, Hartzell
N, (1989)Mol. Cell. Biol. ,9 :2567-2573 ;Andrews 25 A, (1991)Gene, 98 :265-269 ; Fll
Takayenik 2& A, (1991)Biochem. Biophys. Res. Comm. , 181 :1145-1150) . AZ LA T-HI2
FLBR 741 B UniProt id3% P13726 (SEQ 1D NO : 1), 8% (SEQ 1D NO :2) Al UniProt P20352
(15, (SEQ 1D NO :3) 5 H o AN FLh WAL 2R R 1 85 (1 (2 FE R J3 412 Ak BT F e fy sl m] 3
o ASRAZ 1 .

[0057] A& BH BT AT T ) A 523838 it FH SOt T4 ik N 20 23027 I, G B 28 FH 1T b
TFF 5 &35 MR AR SE T ERIEM A TF Zhig, 7 I AR EANAR
H TF :FVITa EAWMTE G R TF {2 & M IIgE. thZE A& mT W T e 697, Bk, 5L
F U510 et e R B9 S5 ) iR e e e P S A g

[0058]  A<fx B AR AL FE 65 A< & B IR HLAA P A (RIAZ TR » FTiR BT A4 7 41 R 5 A4k o &n 1k A8
48 e G20 A LA T d ek B 7 2 R R PR b A SR AR B R R A R, HeA I
BRI TR T R HE RN TEREAT. Be T ALA R BB ) I AL IR IR AR T 15 A A8

ETIES % NS AR TS

[0059] AR BIEHRAE T g 2y ay: bRl 82 i il s T s A AR R BB A4 it FH R
AT AR E i3 o

[oo60] 1. HLAAA G

[oo61] )i

[0062] A% & B L F FK & LOHLO (1) 5 A TF 45 & 1 3F B i BH W 5 o o 1 & 4 & 30
(Edgington 5§ N\, US5, 223, 427) , % R BUIARERS R FRFELEA fu rp TF 5 5 1% 2 (Ahmed 55N,
2006, L5, W02007 / 056352A2) » [RlIt, A B P2 IR B BPLIR 10H10 45 &
BALIBUE, ZPEA SN 1755 FVITa 54 3F HIEA B AR TF-VITa 24
V) I o s PEHTBET TE-VI1a /- IG5 & 5 & FIFEUE 0N (gl feiE 7 1L-8
BT ) o AR BRIBUAOE 76 IMGT 204 i P SRR AP R TG 251, JF HARE 5N TF 454
AT A ML PESLELET TF 51 kM 5E

[0063] 3@k, F I PEUY LA BE ISR VP IR BE BUPT AR 10H10 £5 AR A Pk Btk S TF
454 F15 10H10 5540454 BN TF 1M [F I 5 A IR S ik B2 BN RAE AR b, 72 A
WAEAE FAEAE 5 TF FIRESI, B3 A BAR K TF 5] i 35 s [ BT 75 IR ) /255 —
ANTTTH, A AR N I AR B R B A R B AR RN B TR 1548 L B 405
3 KO B 8 R IIPUAREE A 16 TF 18 BRI 25 1 KA DL S e b R0 X5 SR i 7 v DAXE
TF = BEE5 0 I J5 7 45 A AT Ak & G 3l AR VR B, T & ST LR RN TF 2 (R =4 4 &
(ED.

[0064]  [Rlit, RALATHE e X5 FVITa 4560 A ES (KB 2H13) . B BAAH, A&
URS: A i A 2l AN e il FVIT [ TF 9 N 3P — A2 A% (H1SEQ 1D NO =1 %oR
(1R HBE % 2L 1-104) , 3 WA% 2k 65-70, IF H ARl C (h 5R & K165 Fl K166, IX X} T3
g4 (Kirchofer 25 A, 2000Thromb Haemostat84 :1072-81) MATHLA M P EELELE T
TF 5| K &M (I RE ) 2 B
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[0065]  FE—ANSLHEM T, BUIAIIL G (ko1 / Mes) KT 1X107. 725 —Nsifl,
PSS TF IS E (kL / s) /DT 10X 107, FFHFIR Ky /N T 1X10M (/M F InM) o £E
HARSZH) F, FEdR BT B /N T 0.5 X 107°M (1 K, [ AP B 5L PR3E b fk . 76— A5
firh, Rk B B a0 11 B 16 355 A R e 1R 8 2 2 5 18K, 1 G M1639M1645.
M1647. M1652, M1641, M1644 . M1587. M1604, M1593, M1606., M1584, M1611. M1596. M1601 .
M1588, M1594 ., M1607 M1612, M1595, M1599. M1589, M1592, M1583 F1 M1610,

[0066]  HUARL AL T] FAE A5 1k EH H SEQ 1D NO :6-166 25 Hi [l — N B AN = 1R 7
FIR & A I 2 FE R TR L T 41 o

[o0o67]  EA AR Pe ThEERIBLAAAR 1A

[oo68]  7Eid it B AL Ty VA G AL VA I B s DU, #8957 T IX B S WA SRR AT
MR, BAR S P R S P L S SR A — AR A W] AR A S (18 n s 22 X (R FR A CDR)
(3R ) i, EaW S hiEEEl (U 1eG 1) Fe #570 ) TER 45 4 A () HoAth 52 440 I
Hor A EAER

[0069] W] Jd ik TN BN AR A NI s v LL BB AR LA Fe ISR AR BhgE. ELAARH, By
FVERI R Fe v 24K Fe y RI. Fe v RIT Al Fe v RITT FEII AR RIZER Ty . Wl 4d FH B4 A]
B R 52 AR B Al i 45 5 T 2 IR S2 AR BEA T I 26 0 & o BBk, 80 m] 5 B 20 T 14 FeRn,
ik BIAcore Kl & FcRn (261 ), FeRn X P32 AR BIEK: 186G PRI BIMER . A
FHZE T4 it Thae M/ A (B ADCC I 52 v CDC 5Bk ) TIER N T s 2 AR PR 45 R I
AIBEI D RESE o AE—SEHiA5] o, ADCC ) 52 V2 45 0 B Fotes NK 4 AR DAy 32 S 1) % A 4 i
M S BRAT Fe y RTTTA 52 AR D BERAN o B W /E FH I s v AR AT FH T BB AN R AR AR 1) 922 3
N F TR, il a2 40 Mo 2 () e A A sl R PR BORETE0) R s R R R F TR AT BU L
W AnAEAE T CD3 PR IS R B L, o m] A8 R B RSSte I &/ B T 4 s A, 120
PEACHE TR AR e BeAk (Il Fe vy 524K ) 1 Fe 3,

[0070] 2. HIZAN {55 — BHWTHT ORI A il

[0071]  EAAHUEREIA BT FRE R A S M R n] B RE Sk IE TR FLsh ),
BIAEA PR T A DR RT RRSE A 2 R =B se M T A G, I A
BN R GRS T FL ) ik A« AN BRR K20 MY A e S 2R BT 1 R
WAL A Ry e 3 S FEAR AR A ARSI LRI AT v (2428 Hi R (Kohler A
Milstein, 1975, Nature, 256 :495-497)) FUAf K A= )Rl -& BCAE 7R 55 B 4i fa it & i AH Ty
TR 2% B ST BT o« A% BH RS A A A I 5 RH 2R 0K FR R R R B AR ) P AR I R
() B/ U 2 200 A Rl T AR PR R R F R AR X cDNA, 9 ] A FH 84 Ik O 0 B A 77 22 ik, 191
WA T Babcook, J. 2 A, 1996, Proc. Natl. Acad. Sci. USA93 (15) :7843-78481 ;W092 /
02551 ;W02004 / 051268 F1H fr LA H1IE 5 W02004 / 106377 Hf Jiike

[0072] G A SC By A 5 B0 &5 G S BT 3 1 e ORI D) e M AR R £ A 5 (0 Fe 330)
[RIPUAAFTIR T ARSI 2 A 771 AE—DJ7 1, FARAFAE DU IR 741 e 77 {8 1k A
INATHI BN SCR BN SR B (U0 V-base ( HH MRC Centre for Protein Engineering 4%
) VEFAEWE B AL (NCBT Tg blast), B0H B fr bz fh 25 BA R (Intemational
Immunogenetics Information Systgm®) PR ImMunoGeneTics (IMGT) 248 ) 3K15 .

[0073] ALk
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[0074] A BRI T 456 N TF AN RERRE R (BPiiR) o XL Rt n] /AL TR
A EIE R ERTS ) PTIR o 5e Bk 8 1 A 2R ok B AP R e 2k B L1 I — Ak 2 ANl AR X
I BAHE 22 iR VUM AL ()€ [n A2 5, Bk bk 40 Kabat f¥] CDR sk &5 44 R &
AR RS . TR — DB AMEE X (WERAFTE ) EA kA A piEskEn. At
AL TF £ /D25 10°M (1w M) £y 10 M(100nM) + 10°M (1nM) ERFE /N Ko A T 52005
FIRIARAL, 40, D8 NBUARRT TF (216 F0 ) BRBRA A BTN TF 1) Ky, AI%S CDR AR AR AL
AR IR AT B

[0075]  FH T /=454 TF B NP SRR IR AL IE A A SCHE AL P 41), iX 48 e 41) g A d6 ik B
SEQ ID NO :129-163 [KI/F# AR X (3% H SEQ 1D NO :28-61 f#] FR. A CDR, A CDR 3% H
18 FH JE IR AE 22 R B RSBk | 142 AU Fab %852 N Rets 454 N TF I 5 fr 88 TF A8 XUk
M SEQ ID NO :6-11.27.62-128 [fI—A K EZ A,

[0076]  fEfTdE A CDR Z2AFA A AT ZE4 FR (54 n] B8 A /P2 B CDR AR YR K25 AW 42 FR
PG AR IAH R 23 (R E ) o 7E 5 2% Mab HROKE O X 1 S50 RN e m] A 22 X m] DS IR 4 [
BUAFIADUE T o NFURIT A AT A FARAEAE I DUE 0, RIE T AP R e Bk A7
H), B A LA AU / BB R JF AT P51

[0077] A& ABLARTZ AT IE T E NN T AR X 2 B R 741 5 A A BRI
JEPHNRBAT IR F3 3 EAT SRR AR B 16 B, {2 SR B ) D DU 2 A TR R

[0078]  BUSKIRTIEN & > ORI ERE MR T AR 7R 7 41 ST, AT LARS AR i 00 28 103 12
GEG SR N BRs e PSR AHZ AR AR P 9 ST I 1 o T BN AR R SO () — R e 2004
Wik B R R 7R 38R o AR A 3 A —Fhde 8, T A FH 4 s ] A Sk o SR RS () A2 R e 1) R AR S 1 L
Mt 7 VA AR AR

[0079]  fiffi € A& 10 i B — 20 B i LA S e 5 T 4 1) 2l SR IR A R 1) g — 7 2 m] i
THRENUEBR TE . PR AR S BBk B 8 40+ = 4E EUG B v E SRR3R A ] )32 3R A
W, RN AR A T A Bk AR R B R R S5 . R BE S O
SRR = Y 25 1) 1 B AT U IR e A AR AL 1 B e, I HLIE B 3R H & = 7 AR AR 1)
FEBUISE R 7 TR IO i o X R I S A 5 AR AT 1B, DL ARV A RS 1) iz
BRER [ BE B 1 SE PR 2 TR 5 B A 45 T I B L S PR s FR R 2 TR I AN [R] o SR JE BB A 1)
SRR R SRR EAT . A, Wil R E R MU GBI IE LT R A T A
T8 PR B HB B A e b 25 mT 2 IR R P R D RABEZY

[0080] PR T-E5AG I ] 1%, 2 FZ IR P A b AN e PR A 2 B R T 4. s %
W& 740 AT 3E Ik [ AH DNA M Sk sl 8 e 33 il &6 16 s 2 A% BRI AR A4 1) PCR 732 AE
R T A FRE T (K ITE i BRI A% R B A A R e A R B P .

[0081]  GNASTHTIA > A N B BRI AL Fy Bl R B e Bk A e e X R 222> —
W TPt e I E R e X =3 . BB e X I8 H 7S CHL 88E . CH2., CH3
1, IF HA IS CHa 15,

[0082]  PTiR AHUMARI AL &R B AR HLAFSE, 45 TeM. 1gG. IgD IgA F IgE, MK B AR
W2 CFEFAL), 45 TeGl. 1862, 1gG3 Fl 1G4 W RAIE B, BT EANIEILPIAE
R HE 20 g e N Rl A MRS A R e, S BRI 1eG, . URI ATFE I
AN Mo EE T PRI, fEE BT LA TeGy 2K NPEALHUA T AL B 2R B AS ik — S el R A 2L (1)
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¥4 6

[0083]  Fé AT 1kl 55 1 i DX 42 1 4 0 N A0 e B Rl AR IXORH R ] AR X A R el ARk
WAk BRI E R R v AT R A R R B BT . b5 S0 R 3K BT 1 BE I DNA v B
AT PR B IR Bk R 1 2 IR IA N — A B E AN RIS EA P X RSP 51 o AT
JPAONEAELE 5 P 0 JA 37 a1 Rl K 261741 (20 Queen 5§ A, Proc. Natl. Acad.
Sci. USA86, 10029 (1989) ;W090 / 07861 ;Co 2% A, J. Immunol. 148, 1149 (1992) , ATik SCHk 4
LA AT AFEAERSTH T A ER) -

[0084] P Ak H Fe sl 2 43 Fdsk th ] 3 b b 2% dak sk 41 43 160 SCRE (490 s i Ak SC )
ERERRAT . AT I8 i N B AL S A% 1 IR ST R B 5 B OQVE A I 2 % 1 IR ST A
Wik TR SC e, o Wik B A 2 1 34 BN 1) B- 4l i (Hoogenboom Z¢ A, 2000, Tmmunol.
Today21 (8) 371-8) » i MAME B 1A SCFEAL & SVFHABE Py BBl Fab Fr BRRIE 1 — N W B 14
thE (H) FEE (L) #En AR XX (Hoogenboom 58 A, 2000 2L 3L ) o W ER AN Bk S K
ZFEMERIE AT/ BOCRZ S b v DR I S e e 1 DL AR HLBE S 258 U5 A
SHI NPT EDUA, B, nDEge iDL 8 (H) BEREe (L) Bk 0 TR S
(4) VAR ez Bk 0 7 P AT 0 HL X o 5546, AIE S Bk e 3 2 IR ] A (X
[ E AN E X (CDR) Fh X g 55 IR HORD L B b i) — 3 B9 3 EAT 15242, I LB Ji5 334 T 0
B VISRAGHHEE )26 F0 ) AR ARE ) o R I R A A B BRSO (I EE A
FR 741, LA G INRIE T NPT ) CDR & (4G sl i o i i 142 2. (Kretzschmar il
von Ruden2000,Current Opinion in Biotechnology, 13 :598-602) . Z FEME RIS B AR T
CDR, MitB ]G W] A2 X ) FR v Be sl n] B HE BR B A 42 X 2 SN 1 B, i ik

[0085] WA FEBRHLIAT] AR X 2 S K R0 25 G B AR BE 45 6 41 7 59 Ho A ST A A2 AR R
P B 7R AN TR 7 o HZBE R B2 7 A2 — Pl mRNA 8938 24 & A 0 [RI9R 2 (1 1R B R e 2
1 B 4% 31 RNA (77 7. 38 ik RT-PCR [A] k% 1R 4 14 /5 41) (Mattheakis, L. C. %% A, 1994.
Proc. Natl. Acad. Sci. USA91,9022) . ¥ BF fE 75 & ik T IR AH ¢ o - BEER 3% W BE R 5 %2
1k agal fll aga2 W& & A AR, BTN ARSER —#5 Broder % A, 1997. Nature
Biotechnology, 15 :553-7) . 4l J& 225 T 40 5%t 15 40 Mo i 5o B B 4 -4 1R 40 o 2
HEE4 (Chen Fll Georgiou2002. Biotechnol Bioeng, 79 :496-503) .

[0086] AUk BHIEFRAILGm Al AN BH A BV IRZ IR » SLAE N 43 B 2 - IR BRAE A R IA 2K
RS 73, TR R IB BRSSP iR 415 W) 83 58 )35 28 51 1 IR AZ B ) B AR i 22 4Rk
Wk B R R I Ve AT/ BB R AR R 2R A

[o087] 3. FEAE AR BHBUARIY ik

[0088]  — HLR i A< SC TR (1) 45 460 FH Dl BEARE 1M %508 1 AR BH B 70+, Jm A BT AR BE I i
T4 BB PUARBE AL IR 41 o] 45 8 I B ) s AL 22 A i g HLnT a4 B3 0 T iE s
FTTEERIED IR « A% BT AR W] I8 i A8 O 0 i S e 3R AR 1 40 Al AL IR A g ok 4l
1, an, @IS JEAT (0N, B A8 SR LA A RS AR JE T ) 80 ZE A S R AT, Bl I
AL AT HARARER AR o AL, AR BB AR By BORT 5 AR SO sl ) TE TE A
A CL 0 ) U5 22 TR 4 ik LU ) T4l

[0089] g - 4f ot Feakre 3= 40 i TR GE

[0090]  WIASCHTAR, EFEH TRIEEA M Fe 08 A BCR seBEDUAR RIS F 4l X 4
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YR S, A FEH AR T S R A [ CH2 35 7 25 i B 1 3R (19AEE 38 00 3 4 1140 20 ke 1y A
o BRI, AR B IR — N 5 T SO BE0E A 1 fi 24 i, - FAE AN / BT kR IE iR TT
MEEAM .

[0091]  BbAb, 15 =40 M m] A FLEh KU, BT 1E H C0S—1. COS-7. HEK293, BHK21. CHO.
BSC-1.Hep G2.653\SP2 / 029355740 i 15 HE 78 bk CU088 L I BF . B ERBURE ) 40 e, B AT
(RIATART AT A2 1« AR T B A ) 4 i o

[0092]  fE K 54— Fhik$E, 1 40 Mo nl ik B A B A8 2 IRRE 40 AP s AR A, 49 T s
Z AN M sk AR, W g T ORAR A TR OE I K #T BB (E. coli spp.) wEA
K B (Klebsiella spp. ) B B B (Pseudomonas spp. ) 5 AZ4N ek A4
YIRE

[0093] 4. ¥ HIHT TF BRI J7vk

[0094]  JEIEAEMT ER A EE A EY (BUARDUAZRAR BT B AT T2 W byT
TSR 1T NP0 oA e AR B RV SO R R T R R L. WA SCH T 10, BT
I Fe #43 Fe G d2 A 8K Fe Jr Bt DAR LT 2 80454 Ja Fe 7 MR 608 I 20N 1 Zh Re e
B A G A LR BE WU B K B R B R R B R IR YT FR s 2R T AR R

[0095] W4 FH A% J BHAR B ) LA kAT ¥ I7 1195 s B0 B AR (RN R T Mo st
FE SRR MR SR R FIE R IR o9, e, PR B8, VPRI R 1 VbR ELRE , 1 L R S R
P8 10F . R AR 2B M I b s R A U IR 5 IR, B AR T RS AR 2L TR S AT 4 A
Ja, SV LA, TG 07968, I B 40 iadgi , astrosarcoma, B AIMEFLAR . O AR 06 L £
T SR R I S5 1 B T2 30 18 T8 A FFDR I I s I
PE g

[0096] & TA U HIHLAE LI TF 25 T Ui fu R+ (i an 28 PE4n f e+, 1L-8) B¢
TR BE 7 B AT 223 iy 308 o] PRI B3 5 A B FRT e 4 mT T8 et Sl Y i 5 1) 97 ) o g 38
TR L A B ) CAt YR 97 45 A A P o K 22 B8 AH O IR P g St s T ] P AR L 2R 1
M. b R R T B R R AT, F4H AN TR 2 A 40 H S A (s Rl AT 4 40 i
SMOANPY B2 AN ) MR B R R E o S IR ) SO R A KR R S DG B , I HLAE TR
SR UL R G b R i B rTRIE TF. [k, fHIRF A TF VIla /5516 S50 i 7
(A7 AE R 7= A5 Bl 1R 500 S0 1) AT B0 412 R 5% DUIKAE 2 A= ML 2R T o

[0097]  ZRALLHh, BRI L ZR Hp R TF, & ] o e (i W JE B , AR &5 4 fE ADBE JR
W) AR IhRE. AR BB T BHET TF VI la {5 5 S5 R I7 X L 5 b ] BLE A H
[¥)o —88 TF :FVITa {5 546 S T~ AR E - (BHE IL-8 Fl IL-6) &5 KRS,
U, AR B RIPUARIE 75 4 IR ALFE R IEFE CEIEART SRR R, R
RN ) BRI o

[0098] 1 FAK BHAHTAINE] TF VI la /5 5% I AR AE 2R I8 AL i R 30N, Ak
PR IR T 307 5 B 80 2 A R R It 8 A i At s « T AT/ BORE - IX
PIE R AN/ BORIE L RE(E AN PR T« BRI, 9 il R T SR R AT 4 L VDR
AP R ZE I 5 20 ik AR Ak BREBR 5 FIR B (1% MRS 0085 A4l 9 » 451 40 3 T O D) o, 5
7= LA I, B B AR M, A B AS R HE S, B AR A M 7 JEIR, SRR S 47 4 38 A2, R AL, Ik
059 41 B TR » 6 280 i 6 A BRI (i AR ) s B RIR IR ST R 54 B g s s iR
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@G s FENBESAL M8 KE sRZERAE SAENRIE (RIRIZE) s A s il
W VPHR 5 HERG B 5 Co LI A8 AR 1 s el AR O S Jii 0 S 5 e i s T2 5 e I P Js A4 1T
41 s0sler-Webber SRk s BEYCHT LS TR s BA0E 9K 5 ML A PR OST 5 IL7E 47 4R R
SUENPERE FH s DR ZERA s 7 B B sFIBh KR AERELL .

[0099] = AR HLAINS] TF: VIla (5 545 T, i PuAn] H a7 AL/ 802 Wik 5
AR S TR N/ B, AR EANBR T o %P R I B R A A
) R TR BB o ] AR BH PR IR T A/ SRS AR DR AR M L SR R/ BROIE 191
TG P A M T R/ B (CRLRE(EAN BR T 5 T A EK A 1 IE bR B 20 23
AP W A TR B (R A R/ B0 AR B RE SR8 AR SR\ Sezary £RGE.
IRORFHITRAAS BBk A (1 IRE | /=7 8K PO « ZH 2340 M 3 229 1O E ) FIRR B W AL Bkl s =
o R T E At PR 8 A P9

[0100] AR BIRIHUAR 5540 7 ] T 097 AR E AR Fhuk B R EI/EH (4
Wi HAMNT4 (CDC) Bk 2 4l (ADCC) A1) ) B PiiR R lal e an o s /E F (454 47
TR ) o

[0101]  BEARCH— M ARERIR T 4K B, 52 AR B IR 52 5t 491 1046 78 T 41 s vh 2
FF s PR S AS R S i A 0 ARSI SR IR 3 ] ) BR ) o 7 S0 M A 3 v, 6500 7
Fre R B A PR SR e i B N SCHEIA T H RS B M T

[0102]  MELRIJ7VE

[0103] AR EAAIHALRHEY)

[o104]  DAPRAPE XM A TF A M SR (ECD) 55T ELISA Fl Biacore [ [n &5 & il
SEVE, FA C R His6— Anid KR ALBIY) R A h Kk TF Bt (SEQ 1D NO :1) 22k
B2 1-219 ;AL R 29T, A C R His6— FRic IRIG4H B R 48 K18 SEQ 1D NO =1 [#)2d 2k
2 5-213. {4 A LA NHS BEAL SRR N 1) 00 ZERTRAL . X558 M0 52 , 45 1]
Innovin® (Dade Behring Tnc. cat#B4212) . 5 1 T2 Wi FH & i g 45 2B R AR e 4l
BT R EHAALIAN T

[0105] 8 /H PCR M4 5 [ g2 S 4127 (W] M BioChain Institute (Hayward,CA) 3K
3 ) f¥) cDNA 5o % B85 (cyno) TF-ECD (SEQ ID NO :2)

[o106]  JLANFUAMFITES I 1) MATERILACIE TFI. 10H10-3. 2. 2 (US 7223427) Tk
[¥) 10H10 ;11) 10H10 /MR — ARA 1R, BLFGHA N 1661 / x HEX [ SEQ 1D NO :4 i SEQ
ID NO :5, fig44 4 ML 5111)M59, {5 754~ 10H10 [¥) CDR F BA 38 M) A IS8 A DL AA Dy REIY
N FRIGE N, B4 BA AN 1g61 FIA k{EEX FJSEQ 1D NO :19 FISEQ 1D NO :23 5iv) Rt
NA LR PP TF8-5G9 (UST223427) ;v) P 5GI I NEALTE X, #R >k CNTOS60, A 1gG1 /
k (US7605235) ;A1 vi) ST RBUR (RSV) &G MIRIAM AT (N 1861 / ) Pulk, #R N
B37,

[0107]  HUAAH L L FI4i{l

[0108] A W L Pk RIS FNAAL By A BT R . X T HI5, 96 FLAR HEK293E 4t fifd g
I 2% 1A G g IX 4 431 1) DNA, JF HLEE 4S5 96 /IR _E3E st (455 ) o B Pk it
RISFIAAL S e TR h o IR IR TE 750m] AR FR ¥ HEK293F 48 Bl CHO-S H [k I
e IT Protein A EHTACIERIT FIEWL I AT S AR S8R A BESE P 22
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LR Ao B4k, it SDS-PAGE. SE-HPLC FIAZ XAH HAEH JZ#T (CIC) , ‘LB RAELE
At A WA AN AR A (p]) o SR B TP EEUELRAE, 75 WAVE 2E4) M.
P g — A R A B IE T Protein A EAT4IML.

[0109]  Fab P/l 8 o[ Fab ELISA

[0110] /Nl £ o B Wk B P Vg e 4 1 H 9 R, I HLaE It Nhel / Spel VHAL B 1K pIX 2%
Al BTG, ¥ AT DNA 2403 TG-1 4 fiieh, IF HAFILAE LB / SR AR A K.
5 OR, R A8 AR KA, B TR B R T (1) WY& PCRAIV NP s BL & (i)
P Fab 7724, X T Fab 7742, M RO FEM AR 5 72 55 PR 10-100 i A0 HAE 37 4%
FCRE TR A 5-6 /NN, AL S TPTG ()5 8 15 2R 25U N5 Fab 7 4, JF HAT S R4 30
WCE FAEKER. KH, LR, 3 H B (&% Fab 853 ) B+ Fab
ELISA,

[0111] X} T Fab ELISA, @it £ sifEHi Fd (CHL) Hiikts Fab iR 2Pl o3& 9 pEv Al
55, L0, 2nM IR BE NN AE BRI hTF . IR MR EERE > 2 Fab 224K, Hog XA SEAR T
oy gs g, Forp LU AR 6 BB AEAE I AR Pab 458 MO 100% 454, @I HR AT 6 4E
PV S VFNAE AL 2 A 25 R RN AE ) B BEAL I hTF.

[0112]  ZE T TF-ECD %54 Mab (] ELISA

[0113] i FHAk 2% & OGA I SRR 72 If) TF 454 ELISA T MONHE B IE I SC RS> 20 A
G4 196 FL B maxisorp B 7E pHO. 4 FITR IR £h - TR FR A Eh 2 P H F B 1Y 100ul4ug /
ml BTN TgG FC ¥, 4 C b, H H ARG M ( B4 0. 05% Tween—20 %5V
PBS) ¥R =X IHH 3001 11% BSA/10mM PBS ¥ dt oy 1 /N, Bl W2 BT —FEVEGS o FAE
i PR ) AE DN 2 2 P P W B 22 50ng / ml (PBS+05% Tween H' 1% BSA) H¥% 100ul %
DRI 28, 2 SRS 1 /AN o B PR AR =k, JF HoAg 100ul / FLEAA His FRid
(1) N B B8 TF-ECD LALEIN E S8l h AR 1) 100ng / ml %30, JF HEWE T E 2 /b
VST, 100ul / FLACHETL his ) Qiagen ik 484k M)ME LLZEIN E 22 pPif b 1 22000 Fke
i, ISR TFESIE 1 /M. 4 BM ChemiLum Substrate (BM Chemilum, POD, Roche)
DL 12100 % B¢ B8 o B ol s 22 P, I HLZE S 483 S5 K 100ul S InEFAR. 10 43815,
7E Perkin Elmer Envision Reader, BM Chemilum F2/% Fis: iR .

[o114]  JEit FACS [HLZH 2K 1 mAb ] MDA-MB-231 4=4ii s 25 &

[0115]  ZIM 5 A AR I T 1k 55 S0 M0 Pk P 40 e Rk iy IR N TR (e M &5 6o
FACS G2y (PBS ™ 1% FBS) H-~FAT 77 il & VY st B2 B mAb. DLHA 1 4 FBE AL
1,000ng / ml LG ML(SEAS ¥ ) FHAEBRTEXT R, 11 B37 (L RSV mAb) FHAERHTE /
RN R0 . AR BRR 9 40 BLURD 25 — Ak, FACS 223l 1 :200 Hh Cy—5 ACHRRI AT 166
Fe P i FHAEXS IR IFAE A8 F AT 7RI 2%

[o116] i FbRAE AR IE F2WE AR, F PBS(w / o Cat2 / Mg+2) Mhkhs 78 4 b 5 1
MDA-MB-231 40—k o FH4E/RAG TR T4 MO 70 2R 28 S0 V AR o o 2040 AT A~ 200, 000
YL / FL.FACS o3 M i % AR 745 & H A TE Al legra X-15R E/LAL4°C T LL450 X g3
Ayt ok, TR T FACS 25y (PBS 2% FBS) H.LL 200, 000 4 / FLHCE 200ul. 41
MAE 4°CREL 450 X g3 43 Bhi&hi. 372 RIEWIFAIN 100ul / LIS B mAb 2245 52 11
FLIFK EBLACTIFE L/ (+ / —10 2380 ) o F4ifeE 4°CFLL 450X g3 o 8hidki. 57
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2 BIEWOITAE FACS G2 el 4 e — k. LL 200ul / L FACS 22 M =5 2 40 o I 4
MiAE 4°C R L 450 X g3 J3Bhidki. Fk LG, JF HE N 100ul / fL28 — itk 282 4L
(triterate) HUK EIFE L/ (+ / 10 08h) o K4 iAE 4°C T LA 450 X g3 43 Pighii. 57
F BIEWOIFEH 40 e B R T 200ul / FL FACS M2 BT (triterate) £ FACS 2% Mgk
BRANL 2 IR 4 RAE 4°C T LA 450 X g3 Zp Bl k. F2 HIEWIFE 4 uE 2 T 100ul /
L CytoFix il . ML fuR (BD FACSArray) 43 H7 M o 18 Ik A AR BEIR ¥ %) 18
FLHP I 3= A MO A TR N O R B EEA AR 4, 4 Flow Jo 34 H T FACS ##E 43 #r. LA
BTN N R 2L @ P ) LA P 2O iR . (MFT) 36 AR

[0117]  #Y (Thermofluor) J5E

[o118]  FATEICHIAIE 25 PN, RITE4 F BN 17N E . 45 TR, Gkl
(ANS) R 50+ (HTHRTE) 46, QRS0 T450, friddubbi & 2, If
FLBE B TR B AN o AR E FR, A 37-95°C Il & JE4F 0. 5 CAY IR B (1P ik.
BT RURER S AEEC (10HL0L M1.5G9 F1 CNTO860) ) — 4 35443 1 Tm, LA A 4 HIE
I 5 5 R %0 T F) 2 /1> mAb (Emmp4A5 FH Emmp5F6) o

[o119] 2l 5 FH T+ T AR B8 B S JE AR AR IR FARE 8 1 o B A4 BT AR AT PBS e &
0.5mg / mL, I H. A FLES N 20l FEM 2 8 Tug #5 / fLo AT A KBS MER . TR
Y& ANS 2 DMSO 7 500mMo 2 5 980 ANSL 12 BB 31 DMSO ( 22 40mM) ™ ;38 i 205 20ul40mM
ANS % W 2. 8ull10 % Tween 1 1.98mlL PBS #il] ¢ Dye / Tween ¥ W& ; ¥s Il 2ul. Dye /
Tween YW AH 2ul JH. ES/.CofRR (450rpm2min) » # G E 8 Shutter &€ &% T-3l, Ramp
Temperature(. 5C / s,Continuous Ramp,Temperature Ramp :50-95°C. fEf T. , Exposure
timelOs / lrep.,Gain normal = 2, % “Single SC Image / plate” NiEE{R#EF 15,
[0120] ZZXAHH ZHT (CID

[0121] & T 2 Frbutd 5 A NPT i B AR, A 5 A 16 B BRI AL (Sigma
Aldrich) AT E M L 8. M & 2, 4% MOl 3& 7 U0 91 % 50mg A 1gG % K 2 1ml
NHS-Sepharose ¥ (GE Healthcare) . I 0. IM Tris, pH8,0. 5M NaCl PR KB Bk A AH
R4 TG, I HLFH AR [ 22 i da5 st A e I (49 NHS 5 [ o 38 1 300 48 o 2 7 4 B 422 o gk v 61 4 £
THEWE I Pierce’ s Coomassie Plus Assay Kit(Thermo Pierce) ¥ty H M Z T l#H
SE R 1) P ek 22 SR i AR IR AS 3 o O IR AR ASE A [R) 7 AN A F 2 AN N 21 I )
o

[0122] X HEAEF PBS, pH7,0. Iml / min Y& V- 5 & JG7E Dionex UltiMate3000HPLC I
IBAT o 5B 201 JRVR A VTR N LA DR s AR R e Pt 55 A R, SRR TE N 20110 % A
DS AT 1) e B

[0123] K423 BT (KAE B AE PBS, pH7 FBF 2 0. Img / mlo ¥ 20 w L BEANEE S VE N B BENAE
FHHAVFHLL0. Iml / min 24T 30min. 3% fr B I 8] 3 HAOH RN ZARIR A7 &) .
[0124] K’ oHSRAEEATAEMAE (TG MRIBATL) EORBEINR) tR AR & ARECRIIL AL
[RIOR B IR TR €0 PR . 2t AR5 FE PR ANATE b DA I O B B TR) A AR A oA . T2 1K) K
fE/NF 0. 3,

[0125]  YRfRSE

[0126] b T #fE 2 Mhu A AE SR T W AR, A8 B O e B AT IR S

23
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2, (BT % PBS FIHAA RTINS Vivaspin-—15 (15ml) B0 g8 (30, 000MWCO,
Sartorius, Goettingen, Germany) . £ L J& W 78 {8 H 7% #h =\ 4% 3k ) Beckman Allegra
X15-R B OALHTE 20 28R K7 Y LA 3000 X g fighh . — BARFRRK 2L 2ml  f HIGHER
#| Vivaspin—4 (4ml) ityE3EE (30, 000MWCO) FH4E 20min [RIFE A LA 4, 000 X g &Ly, — HAK
FRPRAR 22 5001, #4FE F 8 3 Vivaspin-500 i 3% F IF LA 15, 000 X g £F Eppendorf5424
EOHLPEL 16 738, EEZPERBERERAWAE LT 100mg / ml B H . @it BioTek
SynergyHT TM 430606 B vE i 4R B 280nm AT 310nm bR 6 ki e e K. L
B, 45 1 B, HRBAE S AE IR TR R USR58 R R K B T IE i %
W FE R T 100mg / ml, WHGEFEL k.

[0127]  [A1 VIIA &S0 11-8 HIHRN

[o128] %I H T TF g5 &hifbk G rh Ak B A48 3214 TF [ FVITa 35 %11 IL-8
B A AR AN B B R R, B AL 4 e (MDA-MB-231) (ATCC :HTB-26) (i& £
7F DMEM F11 10% FBS (Gibco :cat#11995 il cat#16140) ) LL 20000 412 / £ (100, 000 41
Mo/ mL) %85 FEJRCE A 96 LA M5 754k (Nunc :cat#167008) . ARVFLEPLIRIGIT 1A
MRAETLL 2ug / ml HZ D5 FBS ¥ DMEM " 1 :2 8% 1 :4 RAGBEE R4 . fEHA
FVITa(Innovative Research :cat#IHFVIIa, lot :2824) J&47 R/, LAY A FBS HJ DMEM
o 50nM [ LR LN DLk . K Pk 40 JJBCE AR R 7248 T 24 /DN YR9T S B BIE W)
FAR Y I 7% (R&D Systems :cat#D8000C) J@id ELTSA #ill TL-8 f%E . i 52, 1F
450nm 1 540nm Zb 32 H BFN VR IT AR IRDGES B (0D) o AT F AR i1 75 S22 i) TL-8 brife
it £k, 540nm &b (12O TR IE I E AR TP DA 584 1, 1 450nm AR 1F 13244 (0D450 Jik 2
0D540) F T4 1L-8 & & . BAWRIFUARN FVITa W97 B4 iU T2 X VE Y TL-8
AP AU FVITa (40 B FLA 8 %A HMH1 7 TL-8 7K1, AT 23 sl LT TL-8 7K
) SR MELRH B KA o bRAEA 22 B B R R /IMEL TL-8 7K -1 MAb 35 B3R 7 A b SO
8 SCFNI T 43 LT R0 o AnvBEAE R R n AE AR B 808 A T3 T U1 MAD (1) ECy,
LIPS BOF B 2 1

[0129]  BRIIN5E

[0130] %l & A T 48 N I 75 45 47 76 5 i i & 41 A TF #)57) (Innovin, Dade
Behring Inc) i€ ki A TF HUATEARSNE A PHKTEE ML FHT A TF JLRSE HBSS (Gibceo,
cat#14175) R R 2mg / ml Bifk. B SRR (George King Biomedical,Novi,MI)
AN M LL 1000rpm 212 e dSmin HAGETE ML ZHE « 72 T15 1 96 FLI e
(NUNC, cat#439454) [FJBEASL, ¥ 25ul R R HLARS NE 100ul A3 o % Wi i F B
A 22mM CaCl2 (¥ HBSS F1 1 :500 #4%¢# 125 1 1 Innovin (Dade Behring Inc.,cat#B4212) ¥s
mElEEmE (RAsBEAIUE) Bl k.4 SpectraMax M2e reader (Molecular
Devices, Sunnyvale, CA) , 7E 0D405 &bzl 72 M das it i s i, 37 B 5 | R 6 I | W HAE 37°C
NERELE 30min. £FATHUA, {FH Softmax Pro Software HAv #71A 2] 50 % fx K625 B ) B[R]
() kifig T1/2Max. FEFEmII TR (F2) briidth 28 BRI 2R, SR, Seit 2= bAoA
FER AR A B LOHLO DA KT 1OH10 AU FRIFI N TE R AR A IR it IR 33 I [R) 150 A1
200s Z WA 225 o

[0131] =24 1 - 10H10 FE0F
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[0132] 7F The Scripps Research Institute, La Jolla, CA 4E B¢ I FR & 10H10 K
L P & (US5223427, Morrisey 2 A, 1988Thromb Res. 52(3) :247-261) J& H 2% 5¢ 9%
TF9. 10H10-3. 2. 2 A1), BT GIRIE K B 10H10 244898 vo FE BT 741

[0133] ¥ H] 5’ RACE J7 ¥ (Focus25(2) :25-27,2003 ;Mamyamal994Genel38,
171-174) %€ 1% 41, Hop A A 73 ) 5 /0 B TeG1 18 38 DX AT/ B k18 & X 3 41) B A
] 5 GeneRacer™(InVitrogen) S|4 A1 37 LA 5| ¥ MWW & HLiABE (VH F1 VL) » i FY
5’ GeneRacer HKEXF MM 37 ILAH LYWL E X PCR 19 FH T4 S0 3& & 1741 40 i)
VL 774 o

[0134]  EFE DD 16 P oglE LB e AR A2 X o @I AR AN A XA 5107 A
ABI DNA Sequencer to Vector NTI (Invitrogen Informax) ARG B TR 4y
Mro % T —FrIhaett VH A1—FpTheetE VL. 53 H71 VH R VL 3 FIEEE DL EATR R
XA 5 51 FR, CDR AT J A B,

[0135] %M Kabat 7 X (Kabat Z: A, %8 5 i, Public Health Service,NIH,Washington,
DC, 1991) , K¢ 10HLOFR F1 CDR Mt F-4 5 73 B, B 17 XA T VH CDR-1 X o A THZIX, 8
Kabat Fl Chothia & X 1414 (Raghunathan,G. ,US2009 / 0118127A1 ;Chothia Al Lesk, J
Mol Biol196(4) :901-17,1987) ,

CN 103443127 A 1«51'1 21/45 71

[0136] 22 1 :10H10 W[ A5 Fr 41l J% HFr 41l 25
[0137]
E R | % kA7) 2
[0138]
FRI=1 £ 25
QVHLQQSGAELMKPGASVKISCKAS |CPR1=26 £ 35 (SEQID
GYTFITYWIE NO:6)
10H10 £45 | WVKQRPGHGLEWIG FR2=36 £ 49
TR DILPGSGSTNYNENFKG CDR2=50 £ 66 ( SEQ ID
(SEQID NO: |KATFTADSSSNTAYMQLSSLTSEDSA |NO:7)

4) VYYCAR FR3=67 £ 98
SGYYGNSGFAY CDR3=99 £ 109 (SEQ ID
WGQGTLVTVSA NO83

FR4 (JH3) =110 £ 120
FR 1=1 £ 23
DIVMTQSPSSLTVTAGEKVTMSC ~ |CDR1=24 £40 (SEQID
KSSQSLLSSGNQKNYLT NO:9)
10H10 #2488  |WYQQIPGQPPKLLIY FR2=41 £ 55
% R WASTRES CDR2=56 £ 62 ( SEQ ID
(SEQIDNO: |GVPDRFTGSGSGTDFTLTINSVQAED [NO:10)

5) LAVYYC FR3=63 £ 94
QNDYTYPLT CDR3=95 % 103 (SEQID
FGAGTKLELK AE11 )

FR4 (K5) =104 £ 113
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[0139] ol Rg VIX A TgGl / x fHE X TR IF 5ol 2 H T4 HEK293 Y CHO 4 Jig
AP EAREIEILI R LA, WA T a4 8 ML/ - Nk & dudk, AT
YEAZIGUA BRI 3 B9t S0 AL F T AR 45 44 53 P ) 10HLOFab (8] H ), thot HC v
RACH A TgGLCHL B C R 7~ ZE A 2 1R THE4k
[0140] &% : 1 20 2R A G SR A A P
[0141] @I A TF ECD FIXJ MK Fab FBEZ MBSV fb AR S5 R 1 2 25T 10H10 K47
YEW . fE KA (Escherichia coli) H#& ik His HriciI AN TF ECD (SEQ ID NO :1 H%%IE
5-213) F43r 54# H HisTrap HP #E (GE Healthcare) 5 Q HP #F (GE Healthcare) L2
SETARENT 4. 1F HEK 40 i P 204 His SRt i & 8 (AN V IR, ATE ) 16
10H10Fab 34§ 5 F1 (TALON £, GE Healthcare) 5 R~} HEBH (HiLoad Superdex200 #¥:,GE
Healthcare) EMr4liil .

[0142] @I Fab 5 A TF ECD LAEE/REL 1 ¢ 1. 2(TF it ) IREREISEEW. HiZiR
SN NI E 20min 3F FAET-H 20mM HEPES, pH7. 5 F110. 1M NaCl ¥4 ] Superdex200
F= (GE Healthcare) o FXTR T WA & FF, TR AR 10mg / mL HH T 4. 76
20C MBI AR BESEmAE AT . MW 18% PEGS000 (4 T+ 0. IM CHES, pH9. 5
) BT R S s LOHL10 :TF B&4). X1 X ST R4, Bz 5 & W — R i A4 #b
A 20 % H R ERE PRI JLAE IF LU 100K Bt tRIE AR . AT HBCA Satum944CCD A5 il
251 X—stream"2000cryo ¥ #1 & 4t (Rigaku) [ Rigaku MicroMaxTM—-007HF microfocus
X-ray K4 #4500 & X 5 2T 8 FE . A8 H K43 7 bk 44 5 CCP4 #2 7 A (Collaborative
Computational Proj ect,Number4. 1994. Acta Cryst.D50,760-763) , il L7 T & #4fi & Fr
AR o

[0143]  TF ECD HHM MM AFMHEF R HA Sz Bkt B9 S IR AL . Prid N AR s dsl s ik 5
1-103, 3 H TR C A bk 5 k7% L 104-210 (J& F ECD, SEQ 1D NO :1) » AMTAIL 10H10 3
A7 JE A AE BCD B%E K149-D150, IX 32 T 7E 10H10 SR BE A AR5 ] AR Ik 2 ] FR 4% . 10H10 A1
TF 2 [A) (R4 fis 2 ) I R0 998 A 754~ COR 3 (B 1) o

[0144]  (EMSVEREMRILZ 10H10 1) TF RAZ AL FVIT M FX g5 A0 ES (K2 3).
34k, TOHLO F11 5G9 (5 —A~ A BH It .58 00 1 BN TF &5 &k, 3 Bk ar A 1R AT,
Huang %6 A\, 1998] Mol Biol275 :873-94) [FIZRA7 /0 8 E Ui BHIX I Fh bk ] 5 A TF
LA (E2F3).

[0145] A TF ECD :10H10 B fl

[0146]  10H10 7E ECD [ N HI C KRumlsk 2 8] W4 fi (il b 254 TF. TF Y ER NG & T30
PRI CDR R0 . A I A A HL VR F 40 e i i A 1, 100A2, 4%
T 5 TF HEEmM Ol SUA4-AJETFIRIER ) BIATA /NA COR. B3 24 N RATHRSE
F1 25 A HAMYFEFE . CDR L1, HL AT H3 LR 28, 2R 10H10 :TF B 5 YH IR AL A
HAMY R IR B R R TR L A

[0147]  10H10 FRALALFER B NI Bk B TF ECD 1 C 808 =4 B SR B NI
RIS B SPU AR BAER 5%k 65-70 5 H-CDR1 F1 H-CDR3 #H B AE M, 7 HERAEE 104 5
H-CDR1 #H HAEH o CEA I = B S PR BEAER A% 3L 195 A1 197 5 H-CDR1 il H-CDR2
AH VR, B% AL 171-174 5 L-CDR1 11 L-CDR3 #H H 1 H, 3 H %% % 129-150 5 L-CDRI,
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L.-CDR3.H-CDR1 F1 H-CDR3 #H HAEH ;TF #% 3k K149-D150 fi7. TR A0 4534 VL Al VH &5
Z IR TE R EE , I e AT = SR ECAR AR 53 ) 72 10H10 F) LC ] AZ X (SEQ ID NO :5) (] D97
F1HC AJAZ[X (SEQ ID NO :4) (K] W33,

[0148]  B. BLiA%: R

[0149] 2 FHT T A VEEEME (cyno) (SEQ 1D NO :2) /N, TF ECD(SEQ ID NO :3) ¥
REERTH) . NFIEEESE TF ECD JP 412 [0 AT IR = AR , 3F HL =35 76 10H10 $Hefilbk
FEAVH —PNERIEEAR :SEQ ID NO :1 fIAE 197, HAF cyno F4)F 4 R(Arg) « HITHA
H-CDR2 B 42 ik A\ S 41 h T197, A3 10HL0 A (T A 2H A 252 21 1) e 7K 1 (A8 SR N 2
AT R o

[0150]  JE i X AR/ ER TF JE41), 58 10H10 W)k e M IR 3R A e 25k B S AR R A B ko
RAEBEFERZES 5N TF i) 10H10 1 24 DNEE A, AFI/NRPH) 2R 7E SEQ 1D
NO :1 %f SEQ ID NO :3 [ N A7 & 68.69.70 F1 104 LK C P A7 & 136,142,145 F1 197
b IXEETE FFFA 10H10 SN TF kI8 45 55 F 77

[o151] & 2 JL T-PH0 3D A8 (&l 3) thaREH TP X FVIT M FX N TF AH BAE AL A, 1%
% 3D BEAUHR T A4S = e H A (Norledge 28 N, Proteins, 53 :640-648,2003) .
Piik 569 765 FX G5 547 A E S IR AL AL A TR, L, 569 5 FX 584, 3 HiX 5|
MR T o 10H10 AN[RIF 5G9, FEANBH Wkt i, iy FoAr 2t ¢ PR I TF 454 1 PAR [
F54ES. BT =J0TF / FVIL / FX EA5WEA, AATHEE 10H10 KA AT 71 TF ¥ & 22 1 H.
[EI S8 5k Ik K149-D150 Ja Ao i ik 17528 R A7 1 ) 5 S 8 2 4 fi iR 407 /5 >R AR ] 10H10
O

[0152] AL TF ECD F1 10H10Fab 2 [8] (¥ 52640 () di A g i g Al s Te) 4 1) 07 =, e vk
PUART G5G TF 1 ANPEAE FVIT A1 FX 5 TF s BEAE R . 45 H W7 i) LOH10 40 78 7
TF 522100, AR FAFEE = s 501 . Ak, 10H10 A7 5 &M BFH KT MAb 5G9 &
£ (Huang1998 2 W, I 3C ) « K149 I N171 {5 @ ik 55 0 L B . 10H10 BE 569 —F A
BELIT FVIT 5 TF 454 . 10H10 R4 FN FX B ANE S, {HAE Fab fH 28 Y ar A FX (18
FRE (ERIR ) I R AR R . AR 1M, N iZde A2, FXCEX ) 2558 B n] AR T prido s
A4, FF H FX M TF 2 [A) () 456 0] e vr e B R (1) — 2822 %k . 7F Fab R] AR FIHE & B2 18] 1)
Bt B A R, IR W] RV 10H10 5 = o B & Es G I Az FH .

[0153]  SEf5l 3 AF Xt 7E A Hp e A 1A 38 4 £k

[0154] YR A ZHEOT IR TAFRE R e NV . HE N EDLUA T A B ER)T
HNFEAGE AR AT L N e N I R A5 i A B o 1 DTN MAD 5 A BTSSR ISR 55 5 (1)
oS5 i e MR AR BE B B AN 5 AT RE BT R 455 55 M ) B BE A 2R o AT, 3065 T8 FH i3
v R DLBIEE 5 | s B 2 SR S N (R BT AR o 1 AR RS B R SR AR SEAN T4 &
Ay SRR AR SO e

[0155] 40k AT US20090118127A1 AR F Fransson 25 A, 2010 Mol Biol 398 :214-231
HRAIE, A Y5 AL I Tk R B 5 45 G S A ) LA BEAR T BH BT AR 4 R X AT F 9 8 AR
AN TF IR BT 10H10 ISEALN . W05, BROW AHESRIE N, (HFA) , B R A28 < 1)
NHEZRIEFERN 2) SER) oD IR

[0156]  #F HFA J5ykrh, ¥ 855 55 5% 3% (CDR) 5 3% T ¢ A1) AU 0 45 44 2% R e B 1) A b
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RIERAE . FXPUAR COR 4 ELII AN RGN (Kabat & X, HIEEFHUMAF 5 1 ml A8 1
LK Chothia 5 X, HIETHUAR =LES MK 01 7S4S COR Y, — A — D REGW HAEE
MV FFib . B%%E CDR 11 &, 44 1 Kabat & Y.

[0157] st E4% CDR3 1fij &, Kabat Al Chothia — 3 & SUEAHFIK . wiEBE CDRL 1 &, f#
Chothia & Sk X FF v HATH Kabat & SOk e AR (H WHEE WL VLT 8 A Bk
PR i B ) o B VH-CDR2 1l & , {1 ] Kabat & X . S8, /£ K2 H Ptk gt , iX
FhELT P25 i 5 B PR3 B —# 0 40 lic  J& T CDR2. A1, 3X > CDR B A X (A iX
AN CDR [ C KX R0 (7) MkEE, AR N Kabat=7) W] 448 F o

[0158] A FR 4%

[0159] A FROE AEARE IR G R PV AR ) 1% B ZhRetE AFr &R
IGHV 1 TGHJ ZERI 480 . APhREEE 7 H) 1) A8 2l i R IMGT 23l FE (Lefranc2005)
BB “01” AR . HIX N, B F &R R (ZERKT4 100 %41 )
FHEA KRB 21 2 IRV IR B AR o 2R R B 1 e 5 -4 T 2007 4 10 H 1
H 58 o

[0160] £ 3%f VH [ HFA G N JP A MGG I8 28 T A VH M R E R 5 8FE FR-1 2 3 DL K
H-CDR-1 1 H-CDR-2 /> b VH X (1B FE (1) e AU AR o 78 —ANB B, AT 25 1 CDR K
FE LA /N B3, CDR AT 1) 2 8] ) e A AR AL ME — 3 7500 G R 1 NP SN BEA T R 0 S b
YESEARHE B , 1% 101 BLOSUMB2 B 44 [ (Henikoff Fl Henikoff1992Proc Natl Acad Sci U 'S
A15;89(22) :10915-9) H T-PF4r /N COR FIA P41 AT, FF H 4n 5t CDR B B 4 AR /
B RN RS 7o 25T TGHT PR ZEE (Lefranc2005) /iR 10H10 J#41), TGHT4 (SEQ
ID NO :60) /7 FI AR L BN FR-4,

[o161]  AFHISRMLTFERXS VL BN FRo FEIX PG LT, A8 AR R TP e 6 1GVK Bl &
LD T TGHV JE A, 3648 FR1-3 Fll L-CDR1-3 fIZERIVER] . A 1GJ-K2 FE [l (SEQ 1D NO :61)
LR FRA H T P A8 Ak

[0162]  EFE—AN VHAI-BAS VL AP R AE . G810 VH 2R R 2k 7 T6VH-1 R X% =k A
A 5K FEm H-CDR2 — 28 B (1 TGVH1-69 F1 TIGVHI-f [ TGVHL [ 6 /413K [ IGVH3
) 2. LA K 5K Fi % H-CDR2 — 2 s FH B — IGVHS JE Al . VL R 7R /N IGVK2 Fl—A> IGVK4
FR K

[0163] I, VHAR K H15 H19 1 H21 LA 8K H-CDR2 (SEQ 1D NO :7) , Hi43 Hil%f B T H22.
H23 i1 H24, HoA 4 FH e 48 /) B CDR-H2 (SEQ 1D NO :27) o AR “s” AR MR ZBIALE B BEX
HAR D/ NRIR IR 2 NI RV X ZRRFE R PR T R 30k 2 f 3.

[0164] £ 2.

[0165]
ZHK 1D MER R IMGT 25
H13 VH-10H10
H14 IGHV1-2

[0166]
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CN 103443127 A W M P 95/45 T
H15 TGHV5-a
H16 TGHVI—46
H17 TGHVI-3
HI8 TGHV3-74
H19 TGHVI-69
120 TGHVI-18
H21 TGHVI-f
H22 s1_IGHV5-a
H23 s1_IGHV1-69
H24 s1_IGHVI-f
[0167] £ 3.
[0168]
fik ID IMGT K 42 Bk
L1 VL-10H10
L2 TGKV4-1 B3
I3 TGKV2D40_01
4 TGKV2D-28 A3
5 TGKV2D-29 A2
6 TGKV2-30 A7
L7 TGKV2-—24 A232
I8 TGKV2D-26_A21

[0169] 96 > Mab (3L (K7 11 BEHEM 7 B4 A FRAZMR N _E B 10H10 ik &8 ) £E 96
FLA% HEK293E 40 g i 208 LUR BE A T I i _E38 W XS TR0, A8 bRt AL 7%, K 4 h5
TEFET ] AZ B DNA B2 LU 58 $E 1K MAD, JLAE 96 FLAR HEK293E i g higei ik, et
Ja 96 /N, UK BRI iSRS (EiG
[0170]  JEFEHJUAALAAREAT HEK293-F 4 g h i U A I 2 T 000 £ A gt . il
FRIEAE 750m] AR HEK293F 48 il gl CHO-S i 58 plie T8I Protein A JZAr4ifbik
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SR _LVE W, 3 BEM IR ) S ThRetEa P ik B2 A . b4k, 3Bk SDS-PAGE.
SE-HPLC FNAZ AR HAEH EM (C1C) AP RIEAALIEA . Wi HEANRIRK S %
HL S (pD) o H PR R AR, — 2 e ¢ = B L 7E WAVE 2EW) | Mg th % 4, 9F Hod it
Protein A E#r4itk.

(01711  Z5& VR0

[0172]  SEAHR A HUAML T HFA 224465 AR cyno TF 35 456 DUAE AL R 6hR oA
DY 5E 7] ELTSA J7 AT o X TR BB P SCEEAR PR B i BIOW RS0 T 22 bR AL 22 spent
FreeStyle293HEK £5 755 (Gibco) H1 50ng / ml Ff H LLEANRE @M E « ZEAM &+, Bt
RIS g 5ng (A 0. 1ml) , 3£ H TF ECD FUHL )5 A His6-TF-ECD, ., ( LA 10ng/ FLIG 4
WREALH ) .

[0173] AN G SCERER SRR R T HL4, Brg HAth VH 5 hTF B ARBERE 5 .
JUAN HRA 2B fR25 HE LE S AR 10HL0 (HL3, L) B4 aE S, JLH 2 L3 F L5 44, H18
FH21 A5 AR L. HA VH 255 HE/R T 5 cyno HLlR L& X454 VL. L6 H1 L8 il
WHURANG &, T HA R LER MK Ab S5 4 . H14 A LS 78 5AEAT VL 4H &t P~ A B ik
77 PR (VHOVL 404 ) 1850 SRR TF 54, ik 4 Fh R,

[0174] £ 4 :50 DA TF 254 A FR PR vH A1 v /741 1D

[0175]

Pk 1D BHEIK 1D HBESEQ ID NO. [EBEIK ID  |HEHESEQ 1D NO:
M1 L1 5 H13 4
M9 L2 22 H15 12
M10 L3 23 H15 12
M11 L4 24 H15 12
M12 L5 25 H15 12
M14 L7 26 H15 12
M16 L2 22 H16 13
M17 L3 23 H16 13
M18 L4 24 H16 13
M19 L5 25 H16 13
M21 L7 26 H16 13
M23 L2 22 H17 14

30



i

et

27/45 11

CN 103443127 A /2
M24 3 23 H17 14
M5 L4 24 H17 14
V26 5 % H17 14
W28 7 2% 17 14
M30 2 29 18 15
W31 3 23 118 15
V32 4 24 118 15
W33 5 % 118 15
W35 7 % 118 15
W37 12 29 H19 16
W38 3 23 H19 16
W39 L4 24 H19 16
W20 5 % H19 16
W42 7 2 H19 16
W44 L2 22 H20 17
W45 3 23 120 17
W16 L4 22 120 17
W47 5 % 120 17
W49 7 2% 120 17
[0176]
Prix 1D BHERK 1D B2BESEQ ID NO:  |[E8E[k 1D HHE SEQ 1D NO :
V51 2 22 H21 18
M52 3 23 Ho1 18
W53 L4 24 Ho1 18
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M54 L5 25 H21 18
M56 L7 26 H21 18
M58 L2 22 H22 19
M59 L3 23 H22 19
M60 L4 24 H22 19
M61 L5 25 H22 19
M63 L7 26 H22 19
M65 L2 22 H23 20
M66 L3 23 H23 20
M67 L4 24 H23 20
M68 L5 25 H23 20
M70 L7 26 H23 20
M72 L2 22 H24 21
M73 L3 23 H24 21
M74 L4 24 H24 21
M75 L5 25 H24 21
M77 L7 26 H24 21

[0177] {8 H ELTSA, & T-XF TF BIAHAT 456 265 MU0, e TR R R RIS AL FUAR o b
BIAcore &) K, 045 ELTSA e 2R =4 e g4 1@k 50nM FVITa.2ug / ml Mab 2k
H MDA-MB231 40 (%) 1L-8 5 S h]  Fl B Thermof lour I &I & [ Tm 78 T8 5 Fh,

[0178] £ 5:

[0179]
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MAb |VH |VL |[Biacore Kp |Hu TF EC50|Cyno TF A-tmhe, |IL-8 % TmT
(nM) (ng/ml) |EC50 e, | Y
A Cyno (ng/ml) |30 |opdpsh]
M1 [H13 |LI 0.56 |1.34 [11.71 17.33 101% 106% 74.18
M10 [HI5 [L3 [0.77 |1.57 [10.47 19.63 98% 104% 75.01
M11 [H15 |[L4 037 |1.52 994 18.69 114% 93% 75.86
Mi12 [H15 |L5 055 (224 1005 22.8 124% 102% 79.72
Mli6 (H16 |L2 1066 [1.96 1931 23.39 109% 109% 78.56
M19 {H16 |L5 1041 [2.81 19.22 29.61 111% 106% 77.58
M58 (H22 |L2 102 [1.18 19.03 19,81 94% 106% 82.18
M3S9 (H2Z2 |L3 0.4 128 88 18.67 95% 103% 75.94
M60 H22 (14 047 {131 1835 17.79 101% 106% 76.77
M6l [H22 |LS 021 (171 (83 24.07 111% 112% 81.16
M9 HI5 L2 061 {155 98 1993 107% 106% 79.43

[o180]  JLAMHTHIA MAb ZZARZR I H b M1 ( HAF 10H10 RJAR%E H13 1 L1) B &1 TF SN
77, 3 B2 K M61 1 K (0. 21nM) I T+ 5254 MAb (K, = 0. 56nM) 2. 5 5. K 5 H11K)
ARSI HA HLS 1) Mab FPYAS HA H22 (1) Mab, —F X HAHRIR A REEH (IGHVS-a)
P . BT H22 R Ji H-CDR2 [0 H83d i be BAT H15 IR R 01 R I HH B s 6 25 4 2 F
J1o BARVEZBIIZAASS G cyno TF, cyno &G 35 M 5 BAR T 5 N TF &5 173 %
[0181]  /NE 1OHIOMAb Tm 24 74.2°C o &K 73+ Tm YE[H 75 & 82. 2°C, [Alitk, HFA 7574
S HAF Fd X PTAREE, JF AR A B NSRS 8 e BEDTIARAR A4, Iridos i) Fd [X
XPAFIHEAN R K TF BRI &3,

[0182]  SHTHLAAMA A ) 7y 4P RALIUESE T PR Re s UM IE T A Mg 4121 (MDA-MB231 ¥
RS R AT AR A ) 40 g B B TF I B R o $0 i) MDA-MB231 [#) TL-8 5 S {E
VIla f74E TR TF 5 543,

[0183] S AMFIAEMMFERAE R AAZ AR EAEH ZE T ) F0 e g5 9 K M59 11 1%
P&, B XS RN Bl EHATAR X H22 1 L3 AE) o

[0184] {5 4 HTAKRL

[0185]  7E pIX Wi AJE/R RGHMIEE Fab SCE, BTk pIX IR KB R RARIA TERE T
H) No. 6,472, 147 (Scripps) FIAAG A W02009 / 085462 1t B i A [F] A vk () B i, LR
Xof PR PR A £ g MEA o

[o186]  JET-HA hTF KE -S4 L0HL0 SEES 4544, &1 % VL R VH ZF M 2480, Wit T R
47 H116 (SEQ ID NO :19) F1 L3 (SEQ ID NO :23) Bt %K) M59 #LUf 1 W AN ST o 1% 3T JEAE R[]
ZREMEALE T L T2 A B SR 2R . — A SRR R I A
NS CDR I E 260k, BhRT 7R 5 TF $efik. vk B sU7E L1, L33 HL FIH2 bo ANfE
Befih L2 (AL E 5 ER o 13 R B 2 hEbE . B AR e R M R SRR (& Cys A
Met) o

[0187] ¥ ih 2 — ALl I i & 5 T 45 6 MR 456 Fab i 7R 4544 B8 2 3T
JR 25 BT 55 P (R TR R 2 FEVE o AR5 A 10 HL 5 Y8550 43 7 B2 s ik B 6 22 B 1 HES v Py 322 0
Sho AFHIXAN RS E T I 12 MRS (6 NFE VL FR IR H 6 ANFE VH A ), B BRI A4
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EIEIR AT H 2 RN, FFE Arg(R) « Asn(N) « Asp (D)« G1y (G)  His (H) « Ser(S). Trp (W) F
Tyr (V) o A H-2H2 SCRERI /Ny 8'2 BF 10" ANAS (A, HAT 48 P A v ST P28 IR o) Mk v e e R 7

x=
10, o

[0188] T+ CDR Hefish ke 3 SC I, A A% HPIR — 28k (N Z 4k ) Gk, H 16 DM E i
(B8 T Met, Cys, Lys, Gln F1 Glu HITH ) {#{r & ZFEE

[0189]  HR i ARk AN RV L 75 58, Bk B PR Ah5e a1 IX B J@IRIR) Fab SCEEXS AL W) E Ik
A hT-ECD 16, 1@ ik e BB i S % (PR Ml B () BlEIRES &3 (BRREE &% MH) Bk
8 FH & 2 R B INSER o YA F AR cyno TR & AE N ¥EHTIS o W B 4430 ok Ay Boh ot
R I N SA BRHRIRI 45 & 1 LU R / SUR / R AR A fEmARERIE,
TR R AR R T6-1 KM 2 48 BRI B A o P AR W v 1 I 4252 0 R 1
o

[0190]  pIX FEPREZiH it MIEFRIKI T () Nhel / Spel VWHALE AN, BB IERE ST, 44 DNA %%
A3 TG-1 40 F 8 HAE LB / Agar “FAR A KW . A EHWA T (1) B PCR 4
XV IRPF s (1) I Fab 724, I 2 58 Pt Fd (CHL) Pufk, BTl n] %1 Fab 4
FH SR b o 38 9PER A B T, LA 0. 2nM MR EE VR I ZE 0 25 8k40 hTF, 3F @ it HRP 42
I 1) e A5 B AR ) 22 B I JTSE HH R A 2 RO R A B EA hTF o 7EIX MR IR hTF A,
Fab BRI 3 2% (B2 LA SRAI S5 5 4 L, SLrp VR g 06 BRAZELEAE BT AR AP 218 K Fab 4
JE A 100% 456 ) 2P RERT

[0191] XA AR, 8 T AR T M59Fab, 100 % 5 5 w454 A TF 1 381 4 Fab.
[0192]  IEFEM ST BT, B Ih R AT AT V X (SEQ 1D NO :4 5% 19) A7 'E 27 F1 30-32
[ E A% CDR1 (SEQ ID NO :6) [ Y2.15.T6 F1 Y7 Abp st iy, U B bk IL, 1 Ao i
RE'E 27 NI AL (Tyr F1 Phe) o X T4 E 30-32, H: 5 10H10Fab 1 A TF SEQ ID NO :
1 [ K68.T101.Y103 F L104 EHEeHAh (K 1), A0 E 30 AHXT 5644, (5 31 F1 32 F24% (K 6) .
[0193] L-CDR2(SEQ ID NO :7) 7 L3, S6 F1 S8 ( &f. T SEQ ID NO :4 8 19 HIf7 & L52.
S55 11 S57) (H:2h 5 10HI0Fab Hf A TF SEQ ID NO :1 [ P194. S195 F1 T197 EF8:fm k5%
5 (E D) Pete—e g LIRS T Rvr g,

[0194]  H-CDR3 1, N6 fi7 ‘& (SEQ ID NO :8) ( XFM T SEQ ID NO :4 5% 19 [ N104) i3 H:
5 @RPE PR HI A TF-ED (SEQ 1D NO :1) [ F147. G148 F1 K149 B8l

[0195] RV 2 i R Al ik W B 1R v ik FLAE XA A 0. 2nM A TF-ECD1-219 (1] [F] AH i £ Il
JE RAH AR S5 G B MU TR R B B SCEEAL B PR /R T38 6

[0196] £ 6 :

[0197]
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CN 103443127 A W M P 31/45 71
HC CDRI1 HC CDR2 HC CDR3
SREERT IF R | R R T A |F A B R |F
HC (SEQID N10
NO: 19) 65 Y27 [130 [T31 |Y32 [L52 |G54 |S55 |(G56 |S57 |NS9 4 S105
fi B
Y 1 T Y L G 8 G S N N S
F V P H I w T N Y v S A
G A F vV A Vv S W T
N S H P L F L
A v R A I
T Y H H
. R F W
5 % H S 2
L D
P R
Y F
A
D
H
[0198] W b va P VL, L-CDR1 (SEQ D NO :9) [#] S9. G10. N11 F1 K13 ( Xf T

LC [ ZZ[X (SEQ ID NO :5 5% 23) (47 E 32.33.34 F1 36) ( Hif it xi%fm A TF SEQ ID NO -
LY EL74, D129, S142, R144 F1 D145 (B 1) RALAEE B8 ) RIZRAAIR SERR s T3 7
W Xt L-CDR2, 7%FE W1 (SEQ 1D NO :5 5k 23 (Kabat 5%F54s 5 50) AL E 56) e fefiliikEs,
B BoRR R B6L B A A . #%% CDR3 (SEQ 1D NO :9) (X1 SEQ ID NO :5 5
23 HIFR AL E 97-100) (H 5 A TF SEQ IDNO :1 ft] K149.D150N171 F1 T172 i #e4%fh (
1)) 7 E D97 (Kabat A7 & 91) ZZFRHIM . FET 54 H A& ER N TF-ECD1-219 7
BG5S ISR D RIE RS TR 7 P

[0199] £ 7:

[0200]
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CON 103443127 A OB B 32/45 T

LC-CDR1 LC-CDR2 |LC-CDR3
B |2 | |A F & |2 A &
LC
(SEQIDNO: 831 |S32 |G33 |N34 |[K36 |[W56 [E61 |D97 |Y98 [T99 |Y100
23) PR

Ha
Fa
fe

EIERE

< [Z[c~ ==

B Y

S| |wZ 0T

<|S|H v Z IO Mg

CAE L RRch -0 k=3 1l Lol Rl fon R R B e
ARt L el 14l Rl b= = o 8 R} R B o
<< |H|@em Z|Cmem o >

N EIGEE REEEREEIE
<|Z[<RaEEZC~ ==
P EE G EEIGPEEEREE

[0201] A& HE U, 18 ok 25 B2 Al A B 2 R R 19 CDR AL 1 5 1) 2% S5 ) e gk o 4K S 2
BT iR A7 B HA PR A TR A 484 H22 (SEQ 1D NO :19) FT L3 (SEQ 1D NO :23), bt 5 i@ it
Vi RN L BEAE 5 LA 7 5 AH LU AH X4 1 BRI R 254 0 e I o b B S i dh, e T
— BRI ) GE I Fab 251K

[0202] oAk b, ATERAS XTI F BEEI HEA SCIE () VH R VL BT SR ) 38 FE 3 n . 4R,
M AEPER AR FE 18 VH SO, PR W B PRV 18 i FRT e PR AR G R o AU ELAMA B
T E A, ISR AT U o SR GRS I N CDR [BIX N2 SR B e (T31P
S57F) ALFERAMIRIE « 5 52 F ) B T AR T 5 TF 19 S195 £ 1) F57 B2 i i34 m o VL
55 TF WAH BLAE H AR sk 2 B MR, AT AR VP B Ak 258 DL R AH AR AR S (1 2 421k

[0203] X T 381VH F11 VL EC X}, bF% 43 DHEATHE— B F4E. IR 43 4 MAb 7R 27 4
ANE] VH AT 8 A~ VL (22 W3k 8 EREFIEBE P AIBLN ) JF Bl 28 = A F 41 4 1 Bh A
HAHFEIRBE (L3, SEQ ID NO :23), IF HA 2 Figd 3 i@\ RiE 5 ASF ESE (H116 A1
H171, 43515 SEQ ID NO :131 1 67) FEARE R

[0204] £ 8
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CN 103443127 A i BB 33/45 T
MAb ID LCID LC SEQ HCID HC SEQ
ID NO: ID NO:
M1583 L3 23 H177 129
M1584 L3 23 H173 130
M1585 L3 23 H139 131
M1586 L3 23 Hlo64 132
M1587 L3 23 Hlil6 133
M1588 L3 23 Hi79 134
M1589 L3 23 Hi87 135
M1590 L3 23 H117 136
M1591 L3 23 H122 137
M1592 L3 23 H165 138
M1593 L3 23 H171 139
M1594 L3 23 H158 140
M1595 L3 23 H160 141
M15%6 L3 23 HIi85 142
M1597 L3 23 Hi34 143
M1598 L3 23 H137 144
M1601 L3 23 H105 146
M1602 L3 23 HI106 147
M1604 L3 3 Hi38 148
M1605 L3 23 HI168 149
M1606 L3 23 H181 150
M1607 L3 23 H189 151
M1610 L3 23 HI115 153
Mil611 L3 23 H128 154
Mi1612 L3 23 HIi33 155
M1613 L3 23 H136 156
M1638 L138 157 H22 19
M1639 1320 158 H22 19
M1640 L327 159 H22 19
Ml641 1335 160 H22 19
M1642 L369 161 H22 19
M1643 1.162 162 H22 19
Ml1644 L225 163 H22 19
M1645 1.283 164 H22 19
M1646 L138 157 Hi71 139
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CN 103443127 A W M P 34/45 T
MAbL ID LCID LC SEQ HCID HC SEQ
D NO: 1D NO:
M1647 1320 158 H171 139
M1648 L327 159 H171 139
[0206] M1649 1335 160 H171 139
M1650 L369 161 H171 139
M1651 Li62 162 Hi71 139
M1652 L.225 163 Hi71 139
M1653 L.283 164 Hi71 139

[0207]  XF T4 M59 B AR #8E (L3, SEQ ID NO :23) K] 27 NHUARIA, 27 > EEA
7] :7F H-CDR1 t =AM B Ab (GYTFX X, X,WIE (SEQ ID NO :83), H:1 X1 £ H A DG I LN,
P.R.S\T V.Y HFH X2 A AP.SHI T JFH X3 A FLHFY) ;F& T 1189, H:Fh H-CDR1
4 GETFITYWIA (SEQ ID NO :81), UL & 7F H-CDR2 P47 B Ak (DIX,PGX,GX,TX, (SEQ ID NO :
107), b X1 EE T AL X226 SA T X3 EH AVF H M wIFH X4 6 E DOHVILL FIN
BT H189, ;71 H-CDR2 4 DILPASSSTN(SEQ ID NO :105) ), Ifif H-CDR3 #1 FR i H22 /%541 (SEQ
ID NO :19) Kik25FF H Jy SGYYGNSGFAY (SEQ ID NO :8) o #fF-iX 27 4> Mab [f1 0 [ T4k 40
WAL TP (K9,

[0208] £ 9:

[0209]
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CON 103443127 A OB B 35/45 T

MADb |LC SEQ|HC ID|HC SEQ| HC-CDR 1 SEQ ID HC-CDR 2 SEQ ID

ID NO: ID NO: NO: NO: #fF
H-CDR1 H-CDR2

MI1583| 23 H177 1 129 |GYTFGPYWIE 82 DIPGSGWTN 100
M1584| 23 H173 | 130 |GYTFVTYWIE 77 DILPGTGYTV a9
M1585] 23 H139 | 131 | GYTFSPFWIE 70 DIPGTGYTN 93
M1586| 23 Hi64 | 132 |GYTFPTYWIE 73 DIHPGTGWTN 95
MI1587| 23 Hil6 | 133 | GYTFIPYWIE 63 DILPGSGFTT 86
M1588f 23 H179 1 134 | GYTFGPFWIE 78 DILPGSGYTN 101
M1589| 23 HI87 | 135 |GYTFGPHWIE 80 DILPGTGYTN 104
M1590| 23 H117 1 136 |GYTFLPYWIE 64 DHPGTGFTN 88
MI591| 23 HI22 1 137 |GYTFRPYWIE 635 DIIPGTGYTN 93
MI1592( 23 Hi65 | 138 |GYTFSPHWIE 74 DILPGSGYTI 96
MI1593| 23 HI71 139 |GYTFAPYWIE 67 DILPGTGFTT 98
M1594| 23 Hi58 | 140 |GYTFPPYWIE 72 DILPGTGYTV 99
M1595] 23 Hi6c0 | 141 [GYTFYPYWIE 72 DILPGTGFTN 94
MI1596| 23 Hi85 | 142 |GYTFTPYWIE 68 DILPGSGHTT 103
MI1397| 23 Hi34 | 143 | GYTESSYWIE 70 DILPGTGATH 90
MI1398| 23 HI37 1 144 |GYTFTPYWIE 68 DILPGTGYTV 99
M1599| 23 H130 | 145 |GYTFGPYWIE 82 DILPGTGYTL 89
MI1601| 23 HI105 | 146 |GYTFGPYWIE 82 DILPGTGYTV 99
MI1602{ 23 H106 | 147 |GYTFDAHWIE 62 DILPGSGFTD 84
M1604| 23 Hi38 | 148 |GYTFAPYWIE 76 DILPGTGYTW 92
MI1605| 23 H168 | 149 |GYTFGTYWIE 75 DILPGTGHTT 97
M1606| 23 HI181 150 | GYTFIPHWIE 79 DILPGSGWTN 102
M1607| 23 H189 | 151 | GFTFITYWIA 81 DILPASSSTN 105
M1610| 23 H115 | 153 |GYTFAPYWIE 76 DHPGTGYTT 85
Ml1611] 23 H128 | 154 |GYTFGPYWIE 82 DILPGSGYTT 88
MI1612( 23 HI33 | 155 |GYTFNPYWIE 66 DILPGTGYTN 104
MI1613| 23 H136 | 156 |GYTFSSHWIE 69 DILPGSGFTH 91

[0210] 5 H116 AHEL, H171 (SEQ ID NO :139) 44 H-CDR1 F1 H-CDR2 /5 4 iAz4k (131A
F1 S55T) .

[0211] P4 Mab 8 i )\~ LC (3K 10) HMWPMANFHC (H22 (SEQ ID NO :19) BREHEHI71 (SEQ
ID NO :139)) H—3& B & BUAR R R o B )\ EE A HA L3 1 FR CRYE T 16KV240_
01) FF HEATHFHZ24 :L-CDRL T E F (KSSQSLLX, X,X,X,QXNYLT (SEQ ID NO :
116), Hh X1 2 FOP ST WAHTY ;X2 6 H FOSVT R ATV ;X3 6 H AVGLPLS WY A1V ;X4
PEE G NFIT ;X5 % K. RFIS), L-CDR2 F P4 (X,ASTRX,S (SEQ ID NO :120), Hrh X1
EHHAW X2k H Dy EFIS), BLA L-CDR3 H I PU4 (QNDX X, X,PX,T (SEQ ID NO :128), H
XL EADFMLX2EA S THY ;Kb X3EAWMY X4 EALAM . )\ LC 4
HEYRTER 10 F1,

[0212] £ 10 :

[0213]
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CN 103443127 A w R B 36,45 T
LCID|LC SEQ! SEQID L-CDR1 SEQID | L-CDR2 | SEQID |L-CDR3 %
ID NO: {NO: #F Vi NO: sF| AFl  [NO: HF| 3
L-CDR1 L-CDR2 L-CDR3
L138| 156 108 |KSSQSLLWF| 117 |HASTRES| 122 |QNDDSY
VNQKNYLT PLT
L162| 16l 109 |KSSQSLLYV 10 |WASTRES| 121 QNDFSW
YGQKNYLT PLT
L225| 162 110 |KSSQSLLFRP 10 WASTRES| 122 | QNDDSY
TQKNYLT PLT
1283 | 163 111 KSSQSLLYT 10 WASTRES| 123 |QNDDYW
SNQKNYLT PLT
L320| 157 112 KSSQSLLYS 118 |WASTRSS| 124 |QNDDTY
GNQRNYLT PMT
L327| 158 113 KSSQSLLPS 10 WASTRES| 125 |QNDFTYP
WNQSNYLT LT
1L335| 159 114 |KSSQSLLFSA| 119 |WASTRDS| 126 |QNDDTY
NQRNYLT PLT
1369 | 160 115 KSSQSLLTS 10 WASTRES| 127 |QNDLTYP
YNQRNYLT LT
[0214] X4 Mab A — 2L gE— 0 RAE I HAER N ALY (5241 5) Ak,
[0215]  SZf5] 5 :MAB ) 4E
[0216] 4% M8 A HE 48 W AL A& A~ LC W] AZ X (L3, SEQ ID NO. 23) FHEA~ HC 1]

AZ[X (H22,SEQ ID NO :19) HJM59 ( H 5 F- 48 CDR %L A et &8 i 5k 35 ) AR AR SCPE Y T
PR, B A Mab H T 2E W BER A P M 5 , JF H— X B M1587 ( A AR 1 B
FMTFREL) AT EH SIS EML S TF-ECD ( 5241 2) 45411 10H10Fab [ A7 & & ik

[0217]  A_TF ECD :M1587 % fih [
[0218] A&V HFE T 10HIOCDR (A0 )y sl ik, HAA TF ECD [ M1587 (L3 F1 H116)
A 3L 45 & PL 1OH10 ( 5240 3) AH R 5 23047, AR Y /& M1587-Fab :TF E &M A5 16 %

PEG3350.0. 2M Z.1%%%.0. IM Z &%), pH4. 5 HIVETE &5 5.

[0219] A TF ECD 5 5 A ZEM 7 i) M1587Fab (13 5 14 45 ) Lh 5 3¢ B AGE Y. HoR i )
HCAR) TOHL0 AN B AR IBT R RAL A AR, an ] 2 s, A B COR % . ¥ =
ANE IR EH (T31P.S57F FIN59T) S A H-CDR1 H1 H-CDR2 ( 43 %24 SEQ ID NO :6 H1 27, fdf
PR T-5248] 2 1) CDR 5 X ) H, AHEZGIE R HRA ) il (SEQ 1D NO :6 1 7 4% SEQ 1D
NO :63 186 B ) B, £4E H116 (SEQ 1D NO :133) FR3L 31 Fl 57 kb bk &5, 224 T31P
I SKTF, TuAESE A S AR T 5 TF 1 S195 $5fi i) F57 B 1) 3 in. /%8 H-CDRL
FH-CDR2 FLAM AR AL R A T 484k, BAA M1587Fab [ A TF ECD 454 IA T HFA H1R) £R B
T 3RAL SRR

[0220]  A=A4FE A0 AR i) e 4t
[0221]  XEEHIAR S EEHPE 7R T F 3 Biacore B KD 730871 (K 11) < A TF AL 3K 1) &k

MBS A (32 12) Fisk [ FVITa B35 MD-MB-231 40 e Y TL8 B 1 EC50 (3 13,14 FE
5) o
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CON 103443127 A OB B 37/45 T

[0222] 43 AN IEFERISEAI ) LI Mab [#) KD FIELFE B 1OHLO A5 B2k B 10H10 KA fE
Tfi CDR FRJE 48 ) AHE B0 W AR A MAD (ML) k& 840 (M 25/ 1 100) ARl , /s T3 11
Ho PR, AHESRIEFEAT CDR R I H #4167 A4 7 HA 80 & 950pM i [ P (1) K, I A BT
A, TR Ky B 22, 2X10-5s—1 & 2. 6 X 10-3s—1 75 H N IR E R Koff) ;81 10M-1s-1 &
2. 3X 10°M-1s—1 W IS5 63 (Kon) o 554146 KL 10H10 sligt & A2 P K {ELAH EE, B2 Mab
AR T PHT R B w5 (K) 222 10 45, 0. 77nM 2 0. 08nM 3 J&7R T BRI 45 &3 (K, >
10°M-1s=1) , SR A B2 FIME R (Koff = 10°s—1) o iX 6 5] FH 41X Re i Fid £ 58 MAb
[PLH, Heh 2 iE 0 2314 B I TR) sl B 0 2 )

[0223] F 11
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CN 103443127 A W M P 38/45 T
FARID | ka (1/Ms) kd (1/s) | Kp (nM)
10* 10"
M1639 4.69 3.71 0.08
M1645 5.21 412 0.08
M1647 3.87 4.02 0.1
M1652 4.44 4,82 0.11
Mloe41 456 5.46 0.12
Ml1644 5.81 7.19 0.12
M1587 15.7 0.23 0.14
M1604 152 0.22 0.14
M1653 2.31 3.76 0.16
M1649 3.85 6.46 0.17
M1593 13.8 0.25 0.18
M1606 16.55 0.29 0.18
M1643 4.52 3.13 0.18
Ml646 3.5 6.47 0.19
M1650 233 4.5 0.19
Mi1651 2.01 3.88 0.19
M358 9.48 0.18 0.19
M1638 4. 89 992 02
[0224] Mol 941 0.19 0.2
M1584 18.4 0.56 0.3
Mil611 192 0.59 0.31
M1596 13.1 0.43 0.33
M1598 19.2 0.63 0.33
M1601 13.7 0.46 033
M1588 17.3 0.6 0.35
M1594 12.4 0.43 0:35
M1607 17 0.6 0.35
Mill 973 0.35 0.36
Mi612 16.5 0.63 038
M1595 17.6 0.68 0.39
M1599 i3.8 0.53 0.39
M1589 174 0.7 0.4
M1592 19.1 0.77 0.4
M1591 134 0.56 041
Ml9 9 88 0.41 0.41
M59 933 038 041
MI1583 239 1 042
M60 9.75 046 0.47
MI1585 185 0.9 0.49
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CON 103443127 A OB B 39/45 i

FAAID | ka (1/Ms) kd (1/s) | Kp (nM)

10* 10
M46 9 0.44 0.49
M1610 18.4 1 0.54
M37 6.9 0.37 0.54
M12 9.22 0.51 0.55
M9 973 0.59 0.61
M1602 132 0.82 0.62
M1605 13.5 0.86 0.64
M16 10.2 0.67 0.66
M1590 15.9 1.09 0.69
M1648 1.02 7.45 0.73

[0225]

M10 9.26 0.71 0.77

M1586 18.4 1.43 0.78
MI1597 8.34 0.66 0.8
M1613 7.57 0.7 0.92
M1642 2.74 26.1 0.95
M42 8.04 0.82 1.02
M26 8.26 0.93 1.13
Mo68 6.43 1.03 1.6
M51 8.11 2.35 29
M52 7.4 2.64 3.57

[0226]  JEIf

[0227]  SFi % Mab @I 454 A TF 10 AT ES A7 7E T HAMNEES I TF fR M & 16N\ 1 5 ik
[ e SR RAE (£ 12) o WE T B4 HFA M 455 /N T 100) ARAFT 38 NS5 ) B2
Bk M15683 f bk ), 3 HARIE T T, Max (15 25 KOCEE 50 % KN A] (#2)) .

[0228]  JiT A Bos BN B RALT BA DT 205 F21 Ty oMax B 1 10H10 (& 12) W 2
(1), FREALE SWA 169+17 (n = 14) BIHUA I AT FEOAH EE IV, T B0 44 AN ZE 4 3k if. 1N ] o
CNT0860, ILHT A (US7605235B2) F H ks T BTtk 569 My N TF g &Pufk (FHBHW FX 5
TF 456 ) eI/ MREEEE HAEAHRIME 1800s P AAEENL . 51K T-5E41 4 [#] 43 > MAb 1
(LA, R HA SR COR, H1% A AT E I 2, FA AR G E DT 2mg / ml,
M1, M59 F CNTO860 {E7E 2 NI b AT~ .

[0229] % 12

[0230]
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CN 103443127 A W BA 40/45 T
T1/2 Max T1/2 Max SD
MAD ID (#) (n=2) |SD (#) FARID | (F) (n=2) (#)
10H10* 191 2 M1592 163 6
M1* 173 5 M1593 164 7
CNTO860
* =000 11 W1594 165 5
M9 198 3 M1595 163 5
M10 196 6 M1596 163 5
Mi11 105 5 M1597 157 6
M12 197 7 M1598 155 4
Ml6 198 5 M1599 51 6
Ml9o 199 5 Mio601 180 6
M26 186 4 Mie02 163 7
M37 196 5 Mis4 165 5
M42 202 7 MIls0s 160 5
M46 195 6 Ml160s6 157 5
M5l 267 7 Mis07 152 6
M52 201 & MIi6l10 ied 4
M58 192 5 Mlsll 154 10
M59* 169 4 Mlel2 163 11
M60 180 4 Miel3 165 11
Meél 186 10 Mi638 163 12
M68 207 11 M1i639 167 5
M1583 189 8 M 1640 168 9
M1584 199 6 M1641 162 9
M1585 205 12 M1642 166 6
M1586 200 7 Ml643 148 6
M1587 202 10 M1644 150 6
M1588 207 10 M1645 154 4
M1589 202 3 Ml1647 160 6
M1590 180 5 Mlis48 161 3
M1591 154 & M1650 150 6
[0231] [ FHWTYE P
[0232]  HrAYMAb R LGB L TF / FVIla B-&YRHWE S 4& S BE 77 ik . FURR S

gAML TF / VIla / PAR2ME 54 3 & M E ek i & A4 SR+ (8% 1 VEGF25.
Cyr61,VEGF-C. CTGF. CXCL1 Hl IL-8) » ULFTHKIE T FVITa 5 F WAl MDA-MB-231 2?2 (&
15 TF ) AFLIR BT B gl e 22 (Albrektsen 28 A, J Thromb Haemosth :1588-1597, 2007)
MR TL-8. BRI, 2300 52 FAE A= 4000 52 CLVPAL A2 (R P4 ] IL-8 7 4E ) TF / VIla 5T HE

VP

[0233]

AT SO T Az E 4TS, IF H S 3 1) H-FA(M10-M68) AZ ARSI 4 [

29 A~ CDR ZARAKRFIINAR 19 45 AR EN X TF S NREAL (0.5 g / ml) $0] TL-8 = 2E R
TR . ALEA AL DT RSY Hidk (B37) HAERHPEXT HE . ZEIZIRE AL, 172 HFA Mab fE
WEHTZ T 67% ) IL-8 1S (£ 13). K5 E7n T 27 4~ MAb 1) TL8- B AHXT 0], 5
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CON 103443127 A OB B 41/45 T

1OH10 fFRLE (435124 SEQ 1D NO :6 F17) AHLL, X 27 A4 MAb FL52 L3 224% (SEQ 1D NO :23)
HHA H-CDRL 8¢ H-CDR2 ##ft, M4 ;X Lo Py~ :M1584 M1611, TFTM1612 FiI TE7TM1607
BB AL R E TL-8 35 Wl LA A M b o VR IAH XS 1650 {iiE— 3P 38 55 ML 10H10 (¥
ANER - NG RAR LG, SR G (1728 PR 58 B I gE (3R 14) o SIER1 ) BOGRIRI BT AR 1 2L
AN R R TR B A s e 4 vh

[0234] % 13
[0235]
AZ4A 1D % IL-8 4l [SD
10H10 93.9 8.0
M1 96. 1 7.6
M9 102. 7 4.5
M10 90. 7 0.0
M11 87.9 9.4
M12 98. 6 3.1
M16 98. 3 6.2
M19 87.3 5.8
M26 79. 1 1.3
M37 71.2 11.6
42 86.0 20. 1
V46 82.5 10. 7
M51 71.5 9.4
M52 67.7 4.0
M58 88.5 8.5
M59 83.8 8.0
M60 99. 6 4.5
M6 1 106. 8 4.9
68 89. 8 11.1
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CON 103443127 A OB B 42/45 T

[0236] £ 14 :
[0237]
MAb ID [IC50(ug / ml)
M1 0.527
M59 0. 382
M1584  [0. 332
M1607  [0. 395
M1611  [0. 398
M1612  [0.413

[0238]  =fd] 6 BRI Ve T
[0239] 43 A MDA-MB-231 [~ BB A Je i 70
[0240]  F MDA-MB-231 A LMt 1 I Je 4 Mo 15 7= 7E B3 10 % FBS A 1% LNN [1) DMEM 3%
eI, R AL AR SO ISR, F HLBL S X107 4 i/ mL FE B T R M9 U
DMEM 359555, M Charles River Laboratories 3kf3 — -+ SCID Beige (C. B-17 /
TerCrl-scid-bgBR) /M, 3F H LK RTHIML 14 Ko FH 2. 5X L0MDA-MB—231 41 ok A\ K2\
JERS BN A IR R 8 e 24 08 o K2 100mm® K/ NBE, 4208 B3R IR KN oy 2 iR TT
H(N=10 /4 ). H Dulbecco’ s Phosphate Buffered Saline (DPBS) zLL 10mg / kg
PATE I M1593 [ N SHG YT AR50 E IR R TG HX T R SRR s — M — k. —
JEA— PSR FIAR T . YRR P IR AR BUE S 1500 1mn’® B, BFFE45 R . Gevh It A
W 77 v 42 R ANOVA (PRIZMA4. 0, GraphPad) .
[0241]  MDA-MB-231 B 5 5 Hr, M1593 7E AR EE 22 K (xP << 0. 01) 35 41 il o g
A K HBE R RERIZE 29 K GekP < 0.001), X HE (DPBS 897 1 ) ZHAE M s 4 52 i 22 SR A
M1593 V89T 41705 36 RS2 SR A, M1593 7R 29 KMl K4y 49 % Mg A AT
DPBS G897 AT HE 2, M1593 ¥ 7 4 BA K 11 R A K EiR (K 6) o
[0242] A3 [ A431 [ /)N BB AR JRg s 7Y
[0243] ¥ A431 A SRiR 40 MoJe 40 Mo % 7540 B 10% FBS FI1 1% LNN [ DMEM 5% 755 7, H i
| AR AERTEONIGEE, FF H L 1X 107 4008 / mL F& T B HBSS 1. M Charles River
Laboratories 3xf3 -+ MM SCID Beige (C. B-17 / TcrCrl-scid-bgBR) /M., JF H. 5256
AEOIML 14 Ko A 2X 10°A431 4HIRE N KL\ R /N A I . 2 e 9 K240 118mn® K/
i BN L IR KN B R IRIT 4 (N =10 / 41) . A DPBS 5k LA 10mg / kg 1A/ M1593
WERE RS VRTT s 3 BRI G B T RSN RIEIE S — A —ik . — RWRid e i
KT, YRR 2 PR AR AR B 1000mm” I, WFFT 5 A . G vk Ik S P Fh oy o 2 0
ANOVA (PRIZM4. 0, GraphPad) .
[0244]  M1593 725 22 K (%P = 0.0067) &I A4, X (DPBS ¥897 1 ) 417Eit
SAL ST 22 SR A CNTO592 YA TT HIZHAE 58 39 RSEE 22 SRk k. CNT0592 7E 5 22 KA K4y
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54% R A= Ko AEXF T DPBS VAT HIX B2, M1593 VA T 4 B K4 17 R A K 4EiR (&
7)o

[0245] sS4 7 HAA ORI B BBUARA S

[0246]  RARAELEIIAN Fe SZARALAANT AU Fe & 73 2 A E HAANFERISER ). 1AL,
I R FE 2 s H Fe TREALIY mAb Y67 J5 05035 (1) .2 F6 R 256 Fe S5 BRI BY (1) SR 5 A7
WE (Musolino 28 A,2008] Clin Oncol26 :1789-1796 (2008) ;Bibeau %% A, 2009] Clin
Oncol27 :1122-1129) .

[0247]  HANIIEE TF 15 5 4% T A 306 PR AR BUMR B9 08 1T B R RS 7 BUT) 48 i Y, {5
5 b (TF Prsi gl o fEpg 4 i b ) $2 4 TPtk Fe 5 Fe S ARHAAH G HLHI L £
HURIEARAN ML) 7o LN BE AL G 4 UL B R (1) — 207 F sE P Ak Fe S8R THRRAE , IF
HXTERBEA SV UL ERE N — G750 T — & S E B 0% Fe AR5 5

[0248]  TAJE A M1593 1] MAb s /E AN BERE S BRAE M 1 TeGL I HARAEA TeG1-CH2 872
1A (S239D.1332E, Hh 45 8 T Kabat EU R4 ) =41

[0249]  MAb ZH-&W M il 8¢ 51

[0250]  EAMCAERE S ENPUA M1593-LF) 2l Hae8 BA1E 5K M1593 (1g61 /
k) B (a0~ SR ) AR R ZE FLEIER XS R B CHO 15 3- 40 i 3 1 8 1 A A b 28 e
(¥) CHO 75 =40 j T 2P =B/, SEQ 1D NO :165 7 58 B K140 55 , FTk 25 A, 2 T A7 k%
B 1-113(SEQ ID NO :23 i | FR4,SEQ ID NO :61,# FRIZMK) ) FA x {EEizR. HAaEH
AAIN TgG [FFAY 1 BB S Al ARk 3 1-120 ( FALHE SEQ 1D NO :139 F1 FR4, SEQ 1D
NO :60, 5 FRIZE ) ) LCHL.CH2 1 CH3, Hrh Kabat f7 & 239 #1332 ( H: 24 SEQ ID NO :167
242 F1 335) 240 oK HEF AR TIEE AL S FUD 22 D A1 E (1 LA Rl A2 A& M1593-DE,

[0251]  M1593- &%

[0252]  DIVMTQTPLSLPVTPGEPASTSCKSSQSLLSSGNQKNYLTWYLQKPGQSPQLLIYWASTRESGVPDRES
GSGSGTDFTLKISRVEAEDVGVYYCQNDYTYPLTFGQGTKLE IKRTVAAPSVE IFPPSDEQLKSGTASVVCLLNNFY
PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV THQGLSSPVTKSFNRGEC (SE
Q ID NO :165)

[0253]  M1593— Ef%, Horp Kabat 75 $239 & D H 1332 4 E

[0254]  EVQLVQSGAEVKKPGESLRISCKGSGYTFAPYWIEWVRQMPGKGLEWMGD I LPGTGETTYSPSFQGHYT
ISADKSTSTAYLQWS SLKASDTAMYYCARSGYYGNSGFAYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKS
CDKTHTCPPCPAPELLGGPDVFLEPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAK TKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPEEKT I SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK (SE
Q ID NO:167)

[0255]  CHO 4 i it VYA FI Tt eE R ik e (AN SEGRERN A EMESNIEE) B
[RINF 5 [ R FACS 43 28 UL 43 B8 — gl AR 1 32 40 M 3R 1 IR AR A7 A0 FRA A 5 B 48 e 2 e T
XA Z KU T AH R 7 3= 40 M0, Bk i 3= 40 i FH T A2 M1593, I LR, K Bk 40 g LA
R ()77 AP A B IR AL FE . ] protein G AN, 28k AR JEET 4 221 M i it 2 G 1 4 i, I
HA R PRECE] 96 FLER T o £ XIS RISFRM 2000 IZMAREE TR, H AR A e
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PR L 708mg /L[ M1593-LF ( FpvfERsgastg ),

[0256]  FEPAS M1593-LF f=4E5a [ (C2452B i1 €2452D) b #E4T LC-MS B K AE K UL & 5
BREFEAL T 43 B IF VR Bl I TR AL AR e MR ORI = A2 7V (3R 16) o s MRS R) e
S HEANEHR B E 1 AUEE 10 RUE IR BCEERE SR . R T SR B AR IR MBS 44k
FEdh o BRI SR T A RO AR X, LA R B C2452B T €2452D RIS A b 2k
WHE . BEE A, 5 BEREEAAL 7 2 LU AN IS TB) 5 25 18 00, 1X 3% B0 T 1 = 400 P 1 2 vl
AR E . R, M1593-LF (R B &/ T 10 % Hig W /N T 5%, 3 H AR L85
NT 2% o FEAEBHEE TR IEFEITE T CHO 40 b A2 1 Mab A0 3 SRMEARE (P R T 80 % fi
FEREIEAL ) .

[0257] £ 15

[0258]
JLE %A EEAREEAL [FER AT
024528 [2. 81 P17 2 AR
024528 1. 83 010 LA E Ve oL
(24528 [3.67 AW
024520 (2. 20 P17 2 AR
24520 [2.25 p10 HEASE PR A
024520 7. 31 G/ aNE

[0259] X F M1593 15245 Fe A5k (M1593-DE) , #3812k M1593 (¥ 50k ELA 52 11155 2% IR A
Rio

[0260]  AMmiENE

[0261]  =AHiATF Fe 284k (M1593. M1593-LF F1 M1593-DE) S AFIEr 885 — & ¥ Fc 5%
& (Fe y RI\Fc y RITa.Fc y RIT1Ta) B SRR Sy X&) 2 i Hig AL R R it Hig (3L
JPH) 5 61/ 426619) A BT AR SOm i A8 5 15 A 00 e 155 B R 3E R (Biacore) HEAT
(? ),

[0262] XL E 45 R B8 T 53R KRBT 1gGIM1593 HiRAHLL, Fe BB TF It
KIS EMN Fe v [11a 2R 5 K8 454 (18 £ (M1593-LF) F140 f% (M1593-DE)) (£ 16) »
[0263] £ 16 T TF HLAAXT A Fe v [11a SZARHERTH

MAb A Feyllla Ky, (M)
M1593 ( ZFARIA 1gGl/k BRI ) 2.1x107

[0264] | M1593-DE ( 247 S239D/I332E # higG1) 5.0x107
M1593-LF (£ & Me1hah R4 2 S Ak 1.2x10°*
8978 L A F & £ &5 higGl)

[0265]  JE it Fe v RITIa $4 013 ADCCo ADCC JU 52 VI AT TR AT (Scallon 25 A, Mol
Immunol44 :1524-15342007) ,
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[02661 {5 A PBMC A'F DAy 2801~ 4 Jfd LA L HRB P Fi 78 4 Jf 2R MDA-MB—-231 1y #E 48 Jig 14
PRGN ADCC 52 IAAE T RE T THI S e T e 1) Fe 3246455 (B 8) o
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[0001]

[0002]

<1102

<120>

{130>

<140>
<141>

<1502
<18l

<160>
{170>
210>
211>
212>

213>

400>

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

1

Thr Asn Phe Lys Thr Ile Leu Glu Trp Glu Pro Lyvs Pro Val Asn Gln

Val Tyr Thr Val Gln Ile Ser Thr Lys Ser Gly Asp Trp Lys Ser Lys

o e

Janssen Biotech, Ine.
Almagro, Juan Carlos
Anderson, Glenn Mark
Chi, Ellen

Martinez, Christian
Raghunathan, Gopalan
Swanson, Ronald
Teplvakov, Alexev
Tse, Kam—Fai

Wu, Sheng—Jiun

Zhou, Hong Mimi

NASEF IR IR

CENS309WOPCT

ES
BB

61/4b2, 674
2011-03-18

167

PatentIn 4 3.5
1

263

PRT
2 A (Homo sapiens)

5 10

20 25

50
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[0003]

35 40 45

Cys Phe Tyr Thr Thr Asp Thr Glu Cys Asp Leu Thr Asp Glu Ile Val
30 55 60

Lys Asp Val Lys Gln Thr Tyr Leu Ala Arg Val Phe Ser Tyr Pro Ala
65 0 5 80

Gly Asn Val Glu Ser Thr Gly Ser Ala Gly Glu Pro Leu Tyr Glu Asn
85 a0 95

Ser Pro Glu Phe Thr Pro Tyr Leu Glu Thr Asn Leu Gly Gln Pro Thr
1060 106 110

Tle Gl Ser Phe Glu Glo Vel Gly Thy Lys Yal Asp Val Thy Val Glu
115 120 125

Asp Glu Arg Thr Leu Yal Arg Atrg Asn Asn Thr Phe Leu Ser Leu Arg
130 138 140

Asp Val Phe Gly Lys Asp Leu Ile Tyr Thr Leu Tyr Tyr Trp Lys Ser
145 150 155 160

Ser Ser Ser Gly Lys Lys Thr Ala Lys Thr Asn Thr Asn Glu Phe Leu
165 170 175

1le Asp Val Asp Lys Gly Glu Asw Ter Uvs Phe Ser Val Gla Als Val
180 185 196

Ile Pro Ser Avg Thr Val Asn Arvg Lys Ser Thy Asp Ser Pro ¥Yal Glu
195 200 205

Cys Met Gly Gln Glu Lys Gly Glu Phe Arg Glu Lle Phe Tyr 1le Ile

o1
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[0004]

210 215

220

Gly Ala Yal Yal Phe Val Yal Ile Ile Leu Val [le [le Leu Ala lle

225 230

235 210

Ser Leu His Lys Cys Arg Lys Ala Gly Val Gly Gln Ser Trp Lys Glu

245

Asn Ser Proe Leu Asn Val Ser
280

210> 2
211> 220
212> PRT

213> BB (Macaca fascicularis)

<400> 2

250

255

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

1 3

10

15

Thr Asn Phe Lys Thr Ile Leu Glu Trp Glu Pro Lys Pro Ile Asn Gln

20

25

30

Val Tyr Thr Val Gln Ile Ser Thr Lys Ser Gly Asp Trp Lys Ser Lys

35

40

45

Cys Phe Tyr Thr Als Asp Thr Glu Cys Asp Leu Thr Asp Glu Ile Val

50 55

60

Lys Asp Val Lys Gln Thr Tyr Leu Ala Arg Val Phe Ser Tyr Pro Ala

65 70

75 80

Gly His Val Glu Ser Thr Gly Ser Thr Glu Glu Pro Pro Tyr Glu Asn

85

52

90

95
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Ser Pro Glu Phe Thr Pro Tyr Leu Glu Thr Asn Leu Gly Glo Pro Thr
100 105 110

[0005]

Ile Gln Ser Phe Glu

Asp Glu Trp Thr Leu

115

130 135

Asp Val Phe Gly Lys

145

Ser Ser Ser Glv Lys

Ile Asp Val Asp Lys

1580

165

180

120

Gln Val Gly Thr Lys VYal Asn

Val Arg Arg Asn Asp Thr Phe

140

Asp Lew Ile Tyr Thr Leu Tvr

155

L¥s Thr Ala Lvs Thr Asn Thr

170

Gly Giu Asn Tyr Cys Phe Ser
185

Ile Pro Ser Arg Arg Thr Ala Asn Arg Lys Ser Thr

195

200

Glu Cyvs Met Gly His Glu Lys Gly Glu Ser Arg Glu

210 215
210> 3
211> 266
<212> PRT
213> /pFEE Mus musculus)

<4002

3

220

Val Thr Val Gln
125

Leu Ser Leu Arg

Tvr Trp Lys Ser
160

Asn Glu Phe Leu
175

Val Gln Ala Val
190

Asp Ser Pro Val
205

Ala Gly Ile Pro Glu Lys Ala Phe Asn Leu Thr Trp Ile Ser Thr Asp

1

2

53

10

15
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[0006]

Phe Lys Thr Fle Leu Glu Trp Glu
20

Thy Val Glu Ile Ser Asp Arg Ser
35 40

Ser Thr Thr Asp Thr Glu Cys Asp
50 55

Val Thr Trp Ala Tyr Glu Ala Lys
65 70

Ser Val His Glv Asp Gly Asp Gln
85

Pro Phe Thr Asn Ala Pro Lys FPhe
100

Gly Gln Pro Val Ile Gln Gln Phe
115 120

Val Val Val Lys Asp Ser Leu Thr
130 135

Leu Thr Leu Arg Gln Val Phe Gly
145 160

Tyr Arg Lys Gly Ser Ser Thr Gly
165

Asn Glu Phe Ser 1le Asp Val Glu
180

Pro Lys Pro Thy Asn Tyve Thr Tyvr
2h 30

Avg Asn Trp Lys Asn Lys Cys Phe
45

Leu Thy Asp Glu Ile Val Lvs Asp
80

Val Leu Ser Val Pro Arvg Arg Asn
15 80

Leu Yal 1le His Gly Glu Glu Pro
90 95

Leu Pro Tvr Arg Asp Thr Asn Leu
105 110

Glu Glon Asp Gly Arg Lys Leu Asn
125

Leu Val Arg Lys Asn Gly Thr Phe
140

Lys Asp Leu Gly Tyr lle Ile Thr
165 160

Lys Lys Thr Asn Ile Thr Asn Thr
170 175

Glu Gly Val Ser Tyr Cys Phe Phe
185 190
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[0007]

Val Gln Ala Met Ile Phe Ser Arg Lvs Thr Asn Gln Asn Ser Pro Gly

195 200

205

Ser Ser Thr Val Cys Thr Glu Gln Trp Lys Ser Phe Leu Gly Glu Thr

210 215

Leu Ile Ile Val Gly Ala Val Val Let Leu
225 230

Leu Len Ser Ile Ser Leu Cys Lys Arg Arg
245 250

Lys Gly Lys Asn Thr Pro Ser Arg lLeu Ala
260 265

<210> 4

211> 120

<2125 PRT

213> PpHEHE (Mus musculus)

400> 4
Gln Val His Leu Gln Gln Ser Gly Ala Glu

1 5 10

Ser Val Lys Ile Ser Cys Lys Ala Ser Gly
20 25

Trp 1le Glu Trp Val Lys Gln Arg Pro Gly
35 40

Gly Asp Ile Leu Pro Gly Ser Glv Ser Thr
50 55

55

220

Ala Thr Ile Phe
235

Tle Ile
240

Lvs Asn Arg Ala Gly Gln

Leu Met Lys Pro

Tyr Thr Phe Ile
30

His Gly Leu Glu
45

Asti Tvr Asn Glu
60

255

Gly Ala

15

Thr Tyr

Trp 1le

Asn Phe
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[0008]

Lys Gly Lys Ala Thr Phe Thr Ala Asp Ser Ser Ser Asn Thre Ala Tyr
65 T0 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 g5

Ala Arg Ser Gly Tyry Tyr Gly Asn Ser Glv Phe Ala Tyve Tep Gly Gla
100 106 110

Gly Thr Leu Val Thr Val Ser Ala
115 120

210> 5

211> 113

<212> PRT

2213y ERE s wosealog)

400>

o

Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leuw Thr Val Thr Ala Gly
1 5 10 15

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser Leu Leu Ser Ser
20 25 30

Gly Asn Gln Lys Asn Tyr Leu Thr Trp Tyr Gla Gln lle Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Tle Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 TH 5 80

Ile Asn Ser Val Gln Ala Glu Asp Leu Ala ¥Yal Twvr Tyr Oys Gln Asnp

56
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85 90 95

Asp Tyr Thr Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu
100 105 110

Lys

210> 6

21> 10

$212> FPRT

<213y HER OMus mosculus)

400> 8
Gly Tyr Thr Phe lle Thr Tyr Trp lle Glu

1 8 10

2Ly 7

21 17

<212> PRT

213> HHEHE (Mus musculus)

400> 7
Asp lle Leu Pro Gly Ser Gly Ser Thr Asn Tyr Asn Glu Asn Phe Lys

1 2 10 ia

Gly

2> 8

Liir 11

212> PRT

213> 7pEE (Mus musculus)

400> 8
[0009]

57
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Ser Gly Tvr Tyr Gly Asn Ser Gly Phe Ala Tyr
1 5 10

210> 9

211> A7

<212> PRT

213>  /SEL (Mus musculus)

400> 9

Lys Ser Ser Gln Ser Leu Leu Ser Ser Glv Asn Gln Lys Asn Tyr Leu
1 5 10 15

210> 10

211> 7

<212> PRT

213> /pEE (Mus musculus)

400> 10

Trp Ala Ser Thr Arg Glu Ser
1 5

210> 11

211> 9

<212> PRT

213 pFEE (Mus musculus)

400> 11
Gln Asn Asp Tyr Thy Tyr Pro Leu Thr

1 5

210> 12
21> 109
<212> PRT

[0010]
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[0011]

213> ATLIFE

220>

<223> A TgG 28 BEHE 52 cp 1 i CDR B 2828 4

<400> 12

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

son

1 5]

Ser Leu Arg lle Ser Cys Lys Gly

20

Trp Ile Glu Trp Val Arg Glo Met

35

40

Gly Asp Ile Leu Pro Gly Ser Gly

50 ab

10 18

Ser Gly Tyr Thr Phe Ile Thr Tyr
25 a0

Pro 6ly Lys Gly Leu Glu Trp Met
45

Ser Thr Asn Tyr Asn Glu Asn Phe
60

Lys Gly His Val Thr Ile Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr

65 T0

Leu GIn Trp Ser Ser Leu Lvs Ala

85

Ala Arg Ser Gly Tyr Tyr Gly

100

<210y 13
211> 109
<212> PRT
213> AR

{220>

Asn

75 80

Ser Asp Thr Ala Met Tyr Tyr Cys
90 95

Ser Gly Phe Ala Tyr
105

223> A IgG ol ARIHE SR i) il ODR BR324

400> 13
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[0012]

Gln Val Gln Leu
1

Ser Val Lys Val
20

Trp Ile Glu Trp
35

Gly Asp Ile Leu
50

Lys Gly Arg Val
65

Met Glu Leu Ser

Ala Arg Ser Gly
100

210> 14
211> 109
<212> PRT
213> ATHFH

<2207

Yal Glo Ser Gly Ala Glu Val
5 10

Ser Cys Lys Ala Ser Gly Tvr
25

Val Arg Gln Ala Pro Gly Gln
40

Pro Gly Ser Gly Ser Thr Asn
53

Thr Met Thr Arg Asp Thy Ser
70 75

Ser Leu Arg Ser Glu Asp Thr
85 90

Tyr Tyr Gly Asn Ser Gly Phe
105

<223> A Tl 0 ARBEHEAE iy R COR sl HLseF &

<400> 14

Lys Lys Pro Gly Ala
15

Thr Phe Ile Thr Tyr
30

Gly Leu Glu Trp Met
45

Tyr Asn Glu Asn Phe
60

Thr Ser Thr Val Tyr
80

Ala Val Tyr Tyr Cys
95

Ala Tyr

Gin Val Glo Leu VYal Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

5 10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 1le Thr Tyr

60
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[0013]

20 25 30

Trp fle Glu Trp Val Arg Gln Ala Pro Gly Glo Arg Leu Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Ser Gly Ser Thr Asn Tyr Asn Glu Asn Phe
50 55 B0

Lys Gly Arg Val Thy Lle Thr Arg Asp Thr Ber Ala Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leun Arg Ser Glu Asp Thr Als Val Tyr Tyr Cys
85 g a5

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

210> 15
211> 109
<212> PRT
213> ANTH#]

<2205
€223> A 1gG af ARJSHE 42 o i R, CDR BRH: 58 484k

400> 15
Glu Val Gin Leuw Val Glu Ser Gly Gly Gly Leu Yal Gin Pro Gly Gly

1 5 10 i5

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ile Thr Tyr
20 25 30

Trp Ile Glu Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Val Trp Val
35 40 45
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[0014]

Ser Asp Ile Leu Pro Gly Ser Gly Ser Thr Asn Tyvr Asn Glu Asn Phe
30 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
65 70 78 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyvr Cys
85 an 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tvr
160 165

210> 16
211> 109
<212> PRT
213> AT

a2t
<223> N TG WASIRHEAL 4 A B COR BURCSE281h

<400> 16

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ile Thr Tyvr
20 25 30

Trp Ile Glu Trp Val Arg Gln Als Pro Gly Gln Gly Leu Glu Trp ¥et
35 40 45

Gly Asp Lle Leu Pro Gly Ser Gly Ser Thr Asno Tyr Asp Glu Asn Phe
a0 B5 80

Lys Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
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[0015]

65 70 (6] 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 106

210> 17
211> 109
<212> PRT
213> ATFH|

£220>
<223> A TgG AARIRMESE it i CDR B H S8 1k

400> 17

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 9 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ile Thr Tyr
20 26 30

Trp Ile Glu Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
30 40 55

Gly Asp Ile Leu Pro Gly Ser Gly Ser Thr Asn Tyr Asn Glu Asn Phe
50 55 60

Lys Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 g0 95
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[0016]

Ala Arg Ser Gly Twvr Tyr Gly Asn Ser Gly Phe Ala Tyr

100

210> 18
211> 109
<212> PRT
218> KT

<2205

€228> A TgG vl AHEAL PG R CDR R 5878 (4

dnn> 18
Glo Val Gla Leu

1

Thr Val Lys Ile
20

Trp Ile Glu Trp
35

Gly Asp Ile Leu
50

Lys Gly Arg Val
65

Met Glu Leu Ser

&ia Thr Ser Gly
160

21> 19

¥Yal Gln

g

2

Ser Cys

Val Gln

Pro Glv

Thr Ile

70

Ser Leu
85

Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr

105

Ser Gly Ala Glu Val Lys Lys Pro Gly

10

15

Ala

Lys Val Ser Gly Tyr Thr Phe lle The Ter

25

30

Glo Ala Pro Gly Lys Gly Leu Glu Trp Met

40

Ser Gly Ser Thr Asn Tyvr Asn Glu Asn

a9

60

45

Phe

Thr Ala Asp Thr Ser Thr Asp Thr Ala Tyr

Arg Ser Glu Asp Thr Ala Val Tyr Tyr

105

64

40

75

95

80

Cys
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211> 109
212> PRT
213> ATIR%Y

220>
<223> A TgG W AstHES2 o ) B CDR BR824

<400> 19

Glu Yal Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Arg Tle Ser Cys Lys Gly Ser Gly Tyr Thr Phe Ile Thy Tyvr
20 25 30

Trp 1le Glu Trp Val Arg Glon Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Len Pro Gly Ser Gly Ser Thr Asn Tyvr Ser Pro Ser Phe
ho ba 65O

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
685 70 i) 80

Leu Gln Trp Ser Ser Leu Lyvs Ala Seir Asp Thr Ala Met Tyvr Tyr Cys
85 a0 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

210> 20
<2i1r 109
2212> PRT

213> AT

<2207
<223> A 1gG I ARIEHEAL T A L CDR B S8 5 (K
[0017]

65
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[0018]

400> 20
Gln Val Glo Leu Val Gln Ser Gly Ald Glu Val Lvs Lys Pro Gly Ser

1 5] 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe lle Thr Tyr
20 25 30

Trp Ile Glu Trp Val Arg Gla Ala Pro Gly Gla Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Ser Gly Ser Thr Asn Tyr Ala Gln Lys Phe
55 60

&

Glu Gly Arg Val Thre Ile Thr Ala Asp Glu Ser Thr Ser Thy Ala Tyr
65 10 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 Y5

Ala Arg Ser Glv Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

210> 21
211> 109
<212> PRT
213> AIF5

<220
<223> A IgG Al AR KHEAT P BL COR s LR 4

400> 21

Glu Val Gln Leu Val Glin Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
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18/96 1T

[0019]

Thr Val Lys Tle Ser Cys Lys Val Ser Gly Ty Thr Phe Tle Thr Tyr
20 25 30

Trp Ile Glu Trp Val Gln Glo Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Ser Gly Ser Thr Asn Tyr Ala Glu Lys Phe
50 55 80

Gln Gly Arg Val Thr Ile Thr Ala Asp Thr Ser Thr Asp Thr Ala Tyr
65 it 5 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 a0 95

Ala Thr Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

<2105 22
<2115 103
<212> PRT
213> ATHF#Y]

<220
<223> A TgG WARHE S s B COR R 5828

{400r 22

Asp lle Val Met Thr Gln Ser Fro Asp Ser Leu Ala Val Ser lLen Gly
1 5 10 15

Glo Arg Ala Thr lle Asn Uys Lyvs Ser Ser Glo Ser Lew Leu Ser Ser
20 25 a0

Gly Asn Gln Lys Asn Tyr Leu The Trp Tvr Gla Gln Lys Pro Gly Gln
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19/96 1T

[0020]

35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Leu Glu Ala Glu Asp Val Ala Yal Ter Tyr Cys Gln Asn
85 90 a5

Asp Tyr Thr Tyr Pro Len Thr
160

€210> 23
<211> 103
<212> PRT
213> A%

<220>
€223> A TeG B[ARBEAESL A fy R CDR BRI 5848 1k

400> 23

Asp 1le Val Met Thr Gln Thr Pro Leu Ser Leuw Pro Val Thr Pro Gly
1 5 10 i5

Glu Pro Ala Ser Ile Ser Cys Lys Ser Ser Glan Ser Leu Leu Ser Ser
20 25 30

Gly Asn Gla Lys Asa Tyr Leu Thr Trp Tyr Leu Gln Lys Pro Gly Gln
35 40 45

Ser Pro Gln Leu Len Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60
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20/96 71

[0021]

Pro Asp Arg Phe Ser Gly Ser Gly Ser Glyv The Asp Phe Thr Leu Lys
65 70 75 80

Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tvr Tyr Cys Gln Asn
85 a0 95

Asp Tyr Thr Tyr Pro Len Thr
100

210> 24
211> 103
<212> PRT
213> AT

<2203
€223> N IgG WIARMEHESL PG L COR BRI 586 1k

400> 24

Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Ser Ser
20 25 30

Gly Asn Gln Lys Asn Tyvr Leu Thr Trp Tyr Leu Gln Lys Pro Gly Gln
35 40 45

Ser Pro Gln Leun Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 80

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 75 80

Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyvr Tyr Cys Gln Asn
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21/96 71

[0022]

85 90

Asp Tyr Thr Tyr Pro Leu Thr
100

<2105 25
€211> 103
<2125 PRT
218> ATFE3)

220>

<223> A TgG ol ARBRREAL A iy IR CDR BR L2 B4

<400> 23

Asp Ile Val Met Thr Glpn Thr Pro Leu Ser
1 B 10

Gln Pro Ala Ser lle Ser Cys Lys Ser Ser
20 25

Gly Asn Gln Lys Asn Tyr Len Thr Trp Tyr
35 40

Pro Pro Gln Leu Leu lle Tyr Typ Ala Ser
50 543

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly
65 70

Ile Ser Arg Val Glu Ala Glu Asp Val Gly
85 G0

Asp Tyr Thr Tyr Pro Leu Thr
100

70

leu Ser Yal Thr

iln Ser Leu Leu
30

Lew Gln Lys Pro
45

Thr Arg Glu Ser
60

Thr Asp Phe Thr
75

Val Tyr Tyr Cys

95

Pro Gly
i5

Ser Ser

Gly Gln

Gly Val

Leu Lys
80

Gln Asn
95
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F
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&=

22/96 7T

[0023]

<2105 26
<211> 103
<212> PRT
213> ANTHFH

<220%

223> A IgG AIARIRHEAT ¥y R COR B AR 14

400> 26

Asp Ile Val Met The Gln

1 5

Gln Pro Ala Ser lle Ser
20

Gly Asn Gln Lys Asn Tvr
35

Pro Pro Arg Leu Leu Ile
a0

Pro Asp Arg Phe Ser Gly
65 70

Ile Ser Arg Val Glu Ala
85

Asp Tyr Thr Tvr Pro Leu
100

210> 27
211> 10
£212> PRT

213> PFEE (Mus musculus)

Thr Pro Leu Ser Ser Pro Val Thr Leu Gly

Cys Lys Ser Ser Gln Ser Leu Leu Ser Ser

Leu Thre Trp Leu Gln Gln Arg Pro Glv Gln

Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val

25

Ser Glv Ala Glyv Thr Asp Phe Thr Leu Lys

Glu Asp Val Gly Val Tvr Tyr Cvs Gln Asn

Thr

40

25

71

10

40

75

60

45

30

15

95

80
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F 5 * 23/96 i

[0024]

400> 27

Asp Tle Leu Pro Gly Ser Gly Ser Thr Asn
1 5 10

210> 28

211> 25

£212> PRT

<213 WA (Howo sapiens)

<400> 28
Glu Val Gln Len Val Gln Ser Gy Ala Glu Val Lys Lys Pro 6ly Glu

1 5 10 i5

Ser Leu Arg Ile Ser Cys Lys Gly Ser
20 25

<210> 29

211> 25

212> PRT

<213> A (Homo sapiens)

<400> 29
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 § 10 15

Ser Val Lys Val Ser Cys Lys Als Ser
20 25

<210> 30
<211> 25
<212> PRT
213> # A (Home sapiens)
<400> 30

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
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[0025]

1 ] 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser
20 25

210> 31

211> 25

<212> PRT

213> A (Homo sapiens)

400> 31
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser
20 25

210> 32
211> 25
<212» PRT
213> A (Homo sapiens)

<A00> 32
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

i a 1a 15

Thr Val Lys Ile Ser Cys Lys Val Ser
20 25

210> 33
211> 14
212> PRT
<213> B A (Homo sapiens)

<400> 33
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F 5 * 25/96 i

[0026]

Trp Val Arg Gln Met Pro Gly Lys Glv Leu Glu Trp Met Gly
1 5 10

210>y 34
2l 14
<2123 PRT
213> B A (Homo sapiens)

<400 34

Tep Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10

<210> 35

211> 14

212> PRT

213> A A (Homo sapiens)

<400> 35
Trp Val Arg Gln Ala Pro Gly &ln Arg Leu Glu Trp Met Gly

1 5 10

210> 36

211> 14

212> PRT

£213> A (Homo sapiens)

400> 36
Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Val Trp Val Ser

1 5 10

218> 37

211> 14

{212> PRT

213> # A (Homo sapiens)

<400> 37
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[0027]

Trp Val Gln Gln Ala Pro Gly Lys Glyv Leu Glu Trp Met Gly
1 5 10

210> 38
211> 32
<212> PRT
213> #H A (Homo sapiens)

<400> 38
His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Ty Leu Gl

1 b 10 ih

Tep Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cye Ala Arg
20 25 30

<210> 39

211> 32

212> PRT

213> HA Ulomo sapiens)

<400> 39
Arg Val Thr Met Thr Arg Asp Thr Ser Thr Ser Thr Val Tyr Met Glu

1 5 10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

210> 40
211> 32

212> PRY

213> FA (Homo sapiens)

400> 40

Arg Val Thr ile Thr Arg Asp Thr Ser Ala Ser Thr Ala Tvr Met Glu
1 5 10 15
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[0028]

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tve Tyr Ovs Ala Arg
20 25 30

210> 41

Q2L1x 32

212> PRT

213> HA (Homo sapiens)

400> 41
Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Lew Tyr Leu Gln

1 5 10 iB

Met Asn Ser Leu Arg Als Glu Asp Thr Alas Val Tyr Tyr Cys Ala Arg
20 25 30

<2100 42

211> 32

<212> PRT

213> A (Homo sapiens)

400> 42
Arg Val Thr Ile Thr Ala Asp Glo Ser Thr Ser Thr Ala Tyr Met Glu

1 5 10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyvr Cys Ala Arg
20 25 a0

<ZHI> 43
211 32
212> PRT
213> %A (Howmo sapiens)

400> 43

Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr Met Glu
1 ) 10 15
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[0029]

Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

210> 44

211> 32

<212> PRT

213> # A (Homo sapiens)

400> 44

Arg Val Thr lle Thr Ala Asp Thr Ser Thr Asp Thr Ala Tyy Met Glu
1 5 10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tvr Cyvs Ala Thr
20 25 30

210> 45
211> 39
212> PRT
<213» A (Homo sapiens)

<400> 45
Tyr Ser Pro Ser Phe Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser

1 5 10 15

Ile Ser Thr Ala Tyr Leu Gla Trp Ser Ser Leu Lys Ala Ser Asp Thr
20 25 30

Ala Met Tyr Tyr Cys Ala Arg
35

<210> 486
211> 39
<212> PRT
213> A (Homo sapiens)
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[0030]

{400> 46

Tyr Ala Gln Lys Phe Glu Gly Arg Val Thr Ile Thr Ala Asp Glu Ser
1 5 10 15

Thr Ser Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr
20 25 30

Ala Val Tyr Tyr Cys Ala Arg
35

<210> 47
211> 39
212> PRT

2135 B A (Homo sapiens)
400> 47
Tyr Ala Glu Lys Phe Gln Gly Arg Val Thr Ile Thr Ala Asp Thr Ser

1 5 10 15

Thr Asp Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr
20 25 30

Ala Val Tyr Tyr Cys Ala Thr
38

210> 48
211> 23
<212> PRT
213> # A (Homo sapiens)

<400> 48

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15
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[0031]

Glu Arg Ala Thr Tle Asn Cys
20

<210> 49
211> 23
<212> PRT
<2185 A (Homo sapiens)

<A00> 49
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leuw Pro Val Thr Pro Gly

1 5 10 15

Gliu Pro Ala Ser 1le Ser Cys
20

216> B0
211> 23
21Z> PRT
213> BN (Homo sapiens)

<4007 B0
Asp Ile Val Met Thr Gln Ser Pro Leu Sex Leu Pro Val Thr Pro Gly

1 5 10 15

Glu Pro Ala Ser Ile Ser Cys
20

210> Bl

21> 23

212> PRT

213> A (Howo sapiens)

400> 8l

Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser Val Thr Pro Gly
1 5 10 15
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[0032]

Gln Pro Ala Ser Ile Ser Cys

210>
211>
212>
<213>

<400>

Asp 1le Val Met Thr Gln Thr Pro Leu Ser Ser Pro Val Thr Leu Gly

1

20

52
23
PRT
8 ). (Homo sapiens)

D

Gln Pro Ala Ser lle Ser Cys

210>
211>
212>
213>

<400>

Trp Tyvr GIn Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Tle Tyr

1

L2105
211>
212>
<213>

<400>

Trp Tyr Leu Gln Lys Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr

1

210>

20

53

15

PRT

A (Homo sapiens)

53

2

54
1h
PRT
K (Homo sapiens)

54

5

o
L1

80

10

10

10
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[0033]

211> 16
<212» PRT
{213> B A (Homo sapiens)

<400> 55
Trp Tyr Leu Gln Lys Pro Gly Gln Pro Pre Gln Lew Leu Ile Tyr

1 5 10 15

<210 56

<211» 15

£212> PRT

213> B A (Homo sapiens)

<400> 56
Trp Leu Glu Glu Arg Pro Gly Glu Pro Pro Arg Leu Leu Tle Tyr

1 5 10 15

210y &7
211> 32
212> PRT
213> A (Homo sapiens)

400> 87
Gly VYal Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10 15

Leu Thr 1le Ser Ser Leu Gln Ala Glu Asp Val Ala Yal Tyr Tyr Cys
20 25 30

<210> 58

€211> 32

<212> PRT

<213> HA (Howo sapiens)
<400> 58

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
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1 5 10 15

Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val €Gly Val Tyr Tyr Cys
20 25 30

<210> b9

211> 32

212> PRT

213> B4 A (Homo sapiens)

400> 59

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr
1 5 10 15

Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys
20 25 30

<216> 60

211> 11

212> PRT

213> A (Homo sapiens)

<400> 80
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

1 5 10

210> 61

211> 10

<212> PRT

<213> # A (Homo sapiens)

400> 61

Phe Gly Gln Gly Thr lys Leun Glu lle Lys
1 5 10

[0034]
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[0035]

210> 62
211> 10
<212> PRT
213> ALFF#

220>
<223> A TgG AR IRHE 58 o iy B COR BRI 28454k

<4003 B2
Gly Tyr Thr Phe Asp Ala His Trp Ile Glu

1 5 10

<210> 63
211> 10
<212> PRT
213> ALHH

42005
<223> A\ TgG vl IRAE AR i B COR BRS04

400> 83
Gly Tyr Thr Phe Ile Pro Tyr Tep Ile Glu

1 5 10

210> 64
211> 10

<212> PRT
213> NI

{220
<223> A IgG nJZABIRAE 42 b i) B COR s H R4k

<400> o4
Gly Tyr Thr Phe Leu Pro Tyr Trp Ile Glu

1 5 10

210> 85
211> 10
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[0036]

<212> PRT
213> ATHFS|

<220
€223> N Tgb I ZEHRAEAL o iy B COR BRI 7848 14

400> 65

Gly Tyr Thr Phe Arg Pro Tvr Trp 1le Glu
1 5 10

<210> 66
211> 10
212> PRT

213> ATLIFH

42205
€223> A TgC TR IRHERE R B CDR sl 8784k

<400> 66

Gly Tyr Thr Phe Asn Pro Tyr Trp Ile Glu
i b 10

210> 67

211> 10

<212> PRT
213> NI

220>
223> A 1g6 Al IRHE S R B COR BRELRAFA

400> 67
Gly Tyr Thr Phe Ser Ser Tvr Trp lle Glu

1 5 10

210> 68
211 10
<212> PRT
Q213> ANLEF
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[0037]

€220>
<223> A TgG ATAEHERL A AY B CDR BH IS 24K

<400> 68

Gly Tyr Thr Phe Thr Pro Tyr Trp Lle Glu
1 5 10

210> 69
211> 10
<212> PRT
213> ANTFH

<2205
€223> A 1gG MR A2 Y R CDR B HL 28 AR 14

<400> 69

Gly Tyr Thr Phe Ser Ser His Tep Ile Glu
1 5 10

€210> 70
211> 10
<212> PRT
213> ANTF3

220>
223> A g6 APASERER PR R COR BRI A 1K

<400> 70
Gly Tyr Thr Phe Ser Pro Phe Trp lle Glu

1 5 10

210> 71
211> 10
<212> PRT
213> ATFF

<2202

85



CN 103443127 A

ool %

37/96 1T

[0038]

223> A IgG uJZARIRAE 42 b i il CDR B8 AR 4K
<400>» T1

Gly Tyr Thr Phe Pro Pro Tyr Trp Ile Glu
1 5 10

210> 72
211> 10
<212> PRT
213 ANLTHEH

220>
223> A IgG JZMHE SR X i CDR B FE3E 14

<400> 72

Gly Tyyr Thy Phe Tyr Pro Tyr Trp Ile Glu
1 5 10

210> 13
211> 10
<2125 PRT
213> A9

(220>
€223> A 1gC AlZARHE A8 g i COR B H 28454k

400> 73
Gly Tyr Thr Phe Pro Thr Tyr Trp Ile Glu

1 ] 10

210y T4
<211y 10
<212y PRT
213 ANIFEH

<220
€223> A TgG A ZESlHE AR ch ity il CDR B IL 8 AR K

86



CN 103443127 A

F 5 * 38/96 T

[0039]

400> 74

Gly Tyr Thr Phe Ser Pro His Trp lle Glo
1 6 10

<210 75
<211y 10
<212> PRT
213> AL

<290>
<223> A TgG Al ApiHE A2 P i L CDR BUH 284014

A00F 7h

Gly Tyr Thr Phe Gly Thr Tyr Trp lle Glu
1 5 10

210> 76
211> 10
212> PRT
213> AT

<2205
<223> A 1gG al ¢ SHESR h i ) CDR 98 4k

<400> 76
Gly Tyr Thr Phe Ala Pro Tyr Trp Llle Gla

1 5 10

210>y 77
ity 10
<212> PRT
213> AL

<2205
<223> A TgG BIARBEHESE by Bl CDR B MR 44

400> 77

87
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[0040]

Gly Tyr Thr Phe Yal Thr Tyvr Trp Ile Glu

1

<210%
211>
212>
L2135

<2207
223>

<400>

5 10

78
10

PRT
ANTIFH]

A TG AT AR SRHE AR (¥ L CDR BRH 8384

78

Gly Tyy Thr Phe Gly Pro Phe Trp Tle Glu

1

<2105
<2112
212>
213>

<2207
<823>

<400>

5} 10

79
10
PRT

NTFH

A TgG Bl A BHE SR o i 6 CDR B H 280

79

Gly Tyr Thr Phe Ile Pro His Trp Ile Glu

1

210>
211>
<2127
213>

<220>
<2237

<400>

a 10

80
10

PRT
NI

A TgG Bl AR EEHE 22 Pb O B COR Bl g8k

80

Gly Tyr Thr Phe Gly Pro Hig Trp Ile Glu

1

5 10

88
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[0041]

2100
211>
212>
213>

220>
223>

<A00>

81

10

PRT
ALFFFI

A TgG PTARIRHESR 3 L CDR BIH SR 2844

81

Gly Phe Thr Phe Ile Thr Tvr Trp Tle Ala

1

210>
L2113
212>
213>

<2202
L2237

<400>

5 10

82
10
PRT

A5

A TgG ATABIEHESR R 1 Bl COR B R 4K

82

Gly Tyr Thr Phe Gly Pro Tyr Trp Ile Glu

1

<2102
€211
212>
{213>

220>
223>

<2200
221>
£222>
223>

5 10

83
10

PRT
AR5

A TG AT AEKEHE SR o 1] B, COR BRIL I 2814

(5).. (5)
YaaEH Ay Dy Go I, Lo Ny Py Ry 8. T, VHIY

89
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[0042]

£220%
221>
222>
223>

<2202
221>
{2227
<223>

<400>

etk
(6).. (6)
Xaaﬁﬁiﬁ ﬁw P\x 5 5‘?‘” T

A
.. (D
Yaa EE P HADY

83

Gly Tyr Thr Phe Xaa Xaa Xas Trp lle Glu

1

<2105
211>
212>
213>

{2207
243>

<400>

3 10

84
10
PRT

NLTF3)

A 1gG A AZIHE SR P HT L COR BRH 832 4k

84

Asp Ile Leu Pro Gly Sepr Gly Phe Thr Asp

1

<2102
211>
212>
{213>

L2205
223>

<4002

a 10

85
10

PRT
AL

A Tg6 ATARIRAE S ¥ B, CDR BRI A {4

85

Asp 1le lle Pro Gly Thr 6ly Tyr Thr Thr

1

5 10
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[0043]

<210> €6

211> 10

4212> PRT
213> NTHFH

<2200
<223> A 1gG WIARERAE SR i R COR BRI R AR K

<400> 86
Asp Ile Leu Pro Gly Ser Gly Phe Thr Thr

1 5 10

210> 87

211> 10
<212> PRT
213> ANTHFH

<2205
<223> N 1gG AR IRAE AR P (R CDR BRI S840 1A

400> 87
Asp Tle Ile Pro Gly Thr Gly Phe Thr Asn

1 5 10

<2105 88
@11y 10
<212> PRT
213> NTHF)

£2205
<223> N 1gG Al BRAE SR b i iR COR sR 53 B &

<400> 88
Asp 1le Leu Pro Gly Ser Gly Tyr Thr Thr

1 5 10

<210> 89
211> 10

91
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[0044]

<212y PRT
218y AT

<2207
€223> N TgG AT ZEBRAESE o i) B CDR B3 28 4%

<400> 89

Asp Ile Lew Pro Gly Thr Gly Tyr Thr Leu
1 5 10

210> 90
211> 10
212> PRY

213> ANTHH]

42207
<223> A 1gC A ARHESE 1y B, CDR B R4

<400> 90

Asp Ile Leu Pro Gly Thr Gly Ala Thr His
1 b 10

<210y 491

{211 10

<212> PRT
213> ANTHFH

{220
<223> A g6 AR AR Y B CDR BRE A

<400> 91
Asp Ile Leu Pro Gly Ser Gly Phe Thr His

1 5 10

<2105 92
<2115 10
<212> PRT
218> ANIR%Y

92



CN 103443127 A
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[0045]

<2205
223> A TgG APASIRHESR A i R CDR B

400> 92

Asp Ile Leu Pro Gly Thr Gly Tyr Thr Trp
1 5 10

210> 93
211> 10
<212> PRT
218> AT

<2205
<223> A Tgb nIASKEHEAR A Bl CDR B H S8 AR (K

<400> 93

Asp Ile Ile Pro Gly Thr Gly Tyr Thr Asn
1 B 10

210> 94
211> 10
<212> PRT
213> ALFFH

<220>
223> A lgb A ASSHELL PR B COR BRALRE AL

400> 9
Asp Tle Leu Pro Gly Thr Gly Phe Thr Asn

1 5 10

210> 95
21> 10
212> PRT
213> AT

<2207

93
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[0046]

<223> A IgG 6] AREHE 48 o il CDR BE M58 A4k
<400 92

Asp Ile Ile Pro Gly Thr Gly Trp Thr Asn
1 5 10

<210> 96
211 10
<212> PRT
213> KA

<220
<223> A Tgb FZZBHESRH IR B CDR SRILTEZEIE

<400> 96

Asp Ile Leu Pro Gly Ser Gly Tyr Thr Ile
1 5 10

210> 97
211> 10
212>  PRT
213> ATLFH)

<0205
223> A 1gh Ol A IHE 42 b i L COR BRI 484K

400> 97
Asp Ile Leu Pro Gly Thr Gly His Thr Thr

1 5 10

<210> 98
<211> 10
212> PRT

213> ATJ##

<220
<223> N TgG T AZEHESR i il CDR B IL SR A4k

94
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[0047]

<400> 98

Asp Ile Leu Pro Gly Thr Gly Phe Thr Thr
1 § 10

<210> 99
<211y 10
<212> PRT
213> AL

<220>
<223> A TgG ol ApiHE 42 Hp i L CDR B 98 AR f4

A00F G99

Asp Ile Leu Pro Gly Thr Gly Tyr Thr ¥al
1 5 10

<210> 100
Q11> 10
<212> PRT
213> AT

<220>
<223> A 1gG AP 3RBAESR Y [ CDR B SR

<400> 100
Asp 1le lle Pro Gly Ser Gly Trp Thr Asn

1 5 10

210> 101
Qi 10
<212> PRT
213> ATLFH

<2205
223> N TeG RIACHIHERL PR [l COR BRIL R4

400> 101

95



CN 103443127 A

ool %

47/96 1T

[0048]

Asp 1le Leu Pro Gly Ser Gly Tyr Thr Asn
1 5 10

210> 102
211y 10
<212y PRT
213> NTHFH

<220
€223> N TgG T ARIRAE A2 A A B CDR B H: 28 A0 fA

<400> 102

Asp Ile Leu Pro Gly Ser Gly Trp Thy Asn
1 3 10

<2105 103
211> 10
212> PRT
213> ANITHFH

<2205
<223> N 1gG n] 4R HE S o () B CDR BRIL S A8k

<400> 103
Asp Ile Leu Pro Gly Ser Gly His Thr Thr

1 b 10

210> 104
211y 10
<212> PRT
213> KTHFA

<2207
223> A 1gG 5/ PR COR B 2 ik

400> 104

Asp Tle Leu Pro Gly Thr Gly Tyr Thr Asn
1 8 10
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[0049]

<2107
2l
212>
<213>

220>
223>

<400>

105

10

PRT
ATHH

N TgG Al ARIEHEAL o (1 ), CDR BRI 5870 4k

105

Asp Ile Leu Pro Ala Ser Ser Ser Thr Asn

1

{2107
<2117
<2125
213>

<2202
223>

<400>

5 10

106
10

PRT
A5

A TgG B AZIRHE 42 b (] i)l CDR B H F2 45K

106

Asp Ile Leu Pro Gly Ser Gly His Thr Ile

1

<2102
211>
{212>
{213>

€220
228>

{2200
2215
(222>
<2237

5 10

107
10

PRT
AL

A TG AT ASHHE B R g B CDR BRI 2844

1k
(3).. (3
Xaa ik H 1AL

97
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49/96 7T

[0050]

£220>
{2215
222>
223>

<2202
{8217
<2225
<223>

<2205
221>
222>
223>

(400>

Stk
(6).. (6)
Xaa JEQ SAIT

RAK
(8)..(8)
Xaa ¥EH A, F. HAIW

AN
(10).. (10)
Xaa JEH Dy Ho I LN

107

Asp Ile Xaa Pro Gly Xaa Gly Xaa Thr Xaa

1

210>
211>
212>
213>

<2202
223>

<400>

Lys Ser Ser Gln Ser Leu Leu Trp Phe Val Asn Glo Lys Asn Tyr Leu

1

Thr

210>
211>
212>
213>

5 16

108
17

PRT
ATV

N TgG ATAZHGHERR A L CDR B 58 28

108

B 16

109
17

PRT
ATJ73)

98
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[0051]

220>
<223> A IgG A ACIRHEAE by i CDR BRI Se ARk

400> 109
Lys Ser Ser Gln Ser Lew Leu Tyr Val Tyr Gly Gln Lys Asn Tyr Leu

1 ] 10 15

Thr

<210> 110
211>y 17
<212> PRT
213> A L4

220>
223> A IgG BIASHHERpt il COR BRILSRAR 1K

400> 110
Lys Ser Ser Gln Ser Leu Leu Phe Arvg Pro Thr Gln Lys Asn Tyr Leu

1 5 10 15

Thr

210> 111
ey 17
<212> PRT
213> ATF%

<220>
€223> A TgG 0 AR EGHESE P i iR COR BRIL R &

<400> 111

Lys Ser Ser Gln Ser Leu Leu Tyr Thr Ser Asn Gln Lys Asn Tyr Len
1 5 19 15

99
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[0052]

Thr

210> 112
QI 17

<212> PRT
213> AL

220>
<223> A TgG alAeBBE 50 v iy i, CDR sl os R ik

G0G> 112

Lys Ser Ser Gln Ser Leu Leu Tyr Ser Gly Asn Gl Arg Asn Tyr Les
1 5 10 15

Thr

210> 113
211y 17
<212> PRT
213> NTFH)

<2205
€223> A IgG alZBBESE b i 5, CDR BR L5820 fh

<400> 113

Lys Ser Ser Gln Ser Leu Leu Pro Ser Trp Asn Gln Ser Asn Tyr Leu
1 5 10 15

Thr

210> 114
iy 17
212> PRT

100
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[0053]

213>

<2205
223>

<400>

Lys Ser Ser Gln Ser Leu Leu Phe Ser Ala Asn Gln Arg Asn Tyr Leu

1

Thy

<21t
211>
212>
213>

2207
223>

<400>

Lys Ser Ser Gln Ser Leu Leu Thr Ser Tyr Asn Gln Arg Asn Tyr Leu

1

Thy

<210
211>
212>
213>

L2207

823>

220>
<221>

AT

A TgG B AEAL b G B CDR B S8 14

114

115

17

PRT
AL

A TgG ol ZEIHEAL P T il CDR BICH 982 4

115

116

17

PRT
AT

A TG ATASIAE AT b 1 IR COR BRH 58 44

101

10

10
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[0054]

222>
823>

<220>
221>
222>
223

<220
<2215
222>
L223>

220>
221>
222>
<223

220>
221>
2227
223>

<400>

Lys Ser Ser Gln Ser Leu Len %aa Xaa Xaa Xaa Gln Xaa Asn Tyr Leu
5

1

Thy

<210
211>
212>
213>

L2207
823>

<4007

(8).. (8
Xaa ﬁ E F\

Rk
9)..(9)
Xaa ¥ H P,

(10). . (1)
XYaa ¥ B A,

Rk
(1) (1)
Xaa E H 6.

R
{13).. (13)
Xaa £ B K.

116

117

7

PRT
AT

A TG ATASIAE AT b 1 IR COR BRH 58 44

117

Py S, T, WHIY

S« Tv RV

G. Py S, WL YHIY

NHT

RAS

His Ala Ser Thr Arg Glu Ser

102

10

15
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[0055]

<21
<211>
212>
{213

£220>
223>

<400>

¥

118
7

PRT
AL

A T ATAZIRHE A2 A B CDR LS8 AR 4

118

Trp Ala Ser Thr Arg Ser Ser

1

{210%
<2115
212>
<213

<2202
223>

<400>

5]

119
7

PRT
A5

A TG BT AR IRHE 32 v (1 i COR BRIL R A 1

119

Trp Ala Ser Thr Arg Asp Ser

1

210>
<211>
212>
<2137

{2207
£223>

<220>
£221>
222>
<223>

o

5]

120
7

PRT
ALFFI

A Tgh P ZRERHE SR R A i, CDR LSRR 14

ARk
(.. (1)
Xaa #EH HHIW

103
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[0056]

220>
221>
222>
{223>

<4007

e fh
(6)..(6)
Xaa #H D, EAIS

120

Xaa Ala Ser Thr Arg Xaa Ser

1

<210>
211>
<212>
213>

<2205
€223>

<400>

b

121
9

PRT
AT

A Tg6 Al AR EEHEAE o it L ODR BR8240 14

121

Glon Asn Asp Phe Ser Trp Pro Leu Thr

1

<2102
<2112
212>
<213>

<2207
223>

<4007

5

122
9

PRT
ALF31

A 1gG ATASHEHESE R Y B, COR BEL SR 2214

122

Gln Asn Asp Asp Ser Tyr Pro Leu Thr

1

210>
211>
{2127
213>

5

123
9

PRT
AT

104
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[0057]

<2205
223> A TgG APAZIIHER A AY R CDR BH IS 21K

400> 123

GlIn Asn Asp Asp Tyr Trp Pro Lew Thr
1 5

210> 124
211> 9

<212> PRT
213> AT

220>
€223> A 1gG viARBEAE A2 g B CDR BB 28244

400> 124

Gln Asn Asp Asp Thr Tyr Pro Met The
1 5

<210> 125
211> 9

<212> PRT
213> N

£220>
<223> N LgG APARIRHE SR b i B COR BHLSE AR 1K

<400> 125
Gln Asn Asp Phe Thr Tyr Pro Leu Thr

1 5

210> 126
211> 9

<212> PRT
213> ATFF

<2202

105
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[0058]

223> A LeG uIAZMIMESR A L CDR BRI AR A
400> 126

Gln Asn Asp Asp Thr Tyr Pro Leu Thr
1 5

210> 127
211> 9

<212> PRT
218> ALFS

<220>
223> A LG alAREEHESL b [ i COR s 58814

<400> 127

Gln Asn Asp Leu Thr Tyr Pro Leu Thr
1 5

<2100 128
Q211> 9

212> PRT
213> NI

<9905
<223> A lgG WIAGEEHESR AP 3 il CDR s L84k

<220>

921> Ak
<222 (4).. @)
€223> YaaikED, FHIL

220>
221> FAK

<222y (5).. (5)

<223> Xaa kB S, THIY

{2205

221> RAE
229> (6).. (8)

106
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[0059]

223> Xaaik B WY

220>

221> 9K

222>  (8)..(8)

223> XaaikE LFIM

<400> 128

Gin Asn Asp Xaa Xaa Xaa Pro Xaa Thr

1 5

216> 128
Zil> 109
<212> PRT
213> AR5

<220>
223> A TgG ulABREHEA TP B CDR 8l S840 4

400> 129

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyr Thr Phe Gly Pro Tyr
20 25 30

Trp 1le Glu Trp Val Arg Gln Met Pro Gly Lys Gly Lew Glu Trp Met
35 40 45

Gly Asp lle Ile Pro Gly Ser &ly Trp Thr Asn Tvy Ser Pro Ser Phe
50 55 60

Gln Gly His Val Thr 1le Ber Ala Asp Lys Sey lle Ser Thy Ala Ty
65 70 75 80

Len Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys

107
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59/96 1T

[0060]

85 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr

100

<210> 130
211> 109
<2125 PRT
218> ATFE3)

220>

105

<223> A TgG ol ARBRREAL A iy IR CDR BR L2 B4

<400> 130

Glu Val Gla Leu
1

Ser Leu Arg Ile
20

Trp Tle Glu Trp
35

Gly Asp Ile Leu
50

Gln Gly His Val
65

Leu Gln Trp Ser

Ala Arg Ser Gly
100

Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
B 10 i5

Ser Cys Lys Gly Ser Gly Tyr Thr Phe Val Thr Tyr
25 30

Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
40 45

Pro Gly Thr Gly Tyr Thr Val Tyr Ser Pro Ser Phe
543 60

Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
70 75 80

Ser Leu Lys Ala Ser Asp Thr Ala ¥et Tyr Tyr Cys
85 G0 95

Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
105

108
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[0061]

<2105 131
<211> 109
<212> PRT
213> ANTHFH

<2202

223> A lgG J7RIRHE 42 Ap (¥ Bl COR B H 2514

400> 131

Glu Val Gln Leu Val Gln

1 5

Ser Leu Arg Ile Ser Cys
20

Trp Ile Glu Trp Val Arg
35

Gly Asp Ile lle Pro Gly
50

Gln Gly His Val Thr Ile
65 70

Leu Gln Trp Ser Ser Leu
85

Ala Arg Ser Gly Tyr Tyr
100

210> 132
211> 109
<212> PRT
213> ALIF3Y

Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

10

Lys Gly Ser Gly Tyr Thr Phe Ser Pro Phe

25

Gln Met Pro Gly Lys Gly Leu Glu Trp Met

40 45

Thr Gly Tyr Thr Asn Tvr Ser Pro Ser Phe

55 60

Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr

75

Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys

40

Gly Asn Ser Gly Phe Ala Tyr
105

109

30

15

45

80
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[0062]

<220
€223> A 1gG EZEIRHEAS TR A L COR sl 28 Bk

400> 132
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lvs Lys Pro Gly Glu

1 5 10 15

Ser Leu Arg Ile Ser Cvs Lyvs Gly Ser Gly Tvr Thr Phe Pro Thr Tyr
20 25 30

Trp Ile Glu Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Ile Pro Gly Thr Gly Trp Thr Asn Tyr Ser Pro Ser Phe
50 55 80

Gln Gly His Val Thr Tle Ser Ala Asp Lys Ser Ile Ser Thy Ala Tvr
ab 70 8 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tvr Cys
85 G0 95

Ala Arg Ser Gly Tyy Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

<2105 133
<2117 109
<212> PRT
213> AT

<220
€223> A 1gG IARIHESE hf R COR B A8 44

<400> 133

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

110
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[0063]

1

Ser Leu Arg [le
20

Trp Ile Glu Trp
35

Gly Asp lle Leu
50

Gln Gly His Val
65

Leu Gln Trp Ser

Ala Arg Ser Gly
100

210> 134
211> 109
<212  PRT
213> A LIFH)

220>

Ser Cys Lys Gly Ser Gly Tyr Thr Phe Ile Pro Tyr
25 30

Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
44 45

Pro Gly Ser Gly Phe Thr Thy Tyr Ser Pro Ser Phe
55 80

Thr Ile Ser Ala Asp Lyvs Ser lle Ser Thr Ala Tyr
70 8 80

Ser Lew Lys Ala Ser Asp Thy Ala Met Tyr Tyr Cys
85 a0 a5

Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
105

<223> A TgG B ZZBHEAR R R Bl CDR B R AL &

400> 134
Glu Val Gln Leu

1

Ser Leu Arg Ile
20

Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
5 10 i5

Ser Cys Lys Gly Ser Gly Tyr Thr Phe Gly Pro Phe
25 30

111
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63/96 I

[0064]

Trp Ile Glu Trp Val Arg Glo Met Pro Glyv Lyvg Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Ser Gly Tyr Thr Asn Tyr Ser Pro Ser Phe
50 55 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr
65 70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

<210> 135
211> 109
<2125 PRT
213> ANIFH|

<2205
<223> A IgG Tl ABSRHESE o B, COR B H 5825k

<400> 135

Glu Val Gln Len Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 i5

Ser Leu Arg Ils Ser Cys Lys Gly Ser Gly Tyr Thr Phe Gly Pro His
20 25 30

Trp 1le Glu Trp Val Arvg Gln ¥et Pro Gly Lys Gly Lew Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Thr Gly Tyr Thr Asn Tyr Ser Pro Ser Phe

112
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50 55 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

Lew Gin Trp Ser Ser Lea Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 g0 g5

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
1o 105

210> 136
211> 109
212> PRT
213> AL

$220>
<223> A 1g6 afAziHE SR i Bl COR B3t s ARk

400> 136
Glu Val Gln Leu Val Glon Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

1 5 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyr Thr Phe Leu Pro Tyr
20 25 30

Trp Ile Glu Trp Val Arg Glon Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Ile Pro Gly Thr G6ly Phe Thr Asn Tyr Ser Pro Ser Phe
50 55 60

Gln Gly His Val Thr 1le Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

[0065]

113
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[0066]

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp The Ala Met Tyr Tyvr Cyvs

8 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr

<2107
211>
212>
213>

<2205
<2235

400>

100 105

A 1gG ATASKERER Pt i CDR BRH 2 AR 4

137

Glu Val Gln Leu ¥al Glan Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

1

3 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyvr Thr Phe Arg Pro Tyr

20 25 30

Trp Ile Glu Trp Val Arg Gln Met Pro Glv Lys Gly Leu Glu Trp Met

35 40 45

Gly Asp Ile Ile Pro Gly Thr Gly Tyr Thr Asn Tyr Ser Pro Ser Phe

50

b5 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tvr

65

70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tvr Gvs

85 40 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr

114
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[0067]

100 105

<210> 138
211> 109
<212> PRT
213> AR5

200>
<223> A loG AR HE AR A B CDR s 5845 (4
400> 138

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Arg lle Ser Cys Lys Gly Ser Gly Tvr Thr Phe Ser Pro His
20 25 30

Trp Ile Glu Trp Val Arg Gln Met Pro Glv Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Lle Leu Pro Gly Ser Gly Tvr Thr ILle Tyr Ser Pre Ser Phe
50 55 60

Gln Gly His Val Thr Tle Ser Ala Asp Lys Ser Tle Sér Thy Ala Tyr
65 70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

<210> 139
<211> 109
<212»  PRT
213> A L%
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[0068]

<2205
<223 A 1gG nlARIRAESE ot (g il CDR BRI 14

<400> 139
Gln ¥al Glo Leu Val Gln Ser Gly Ala Glu Yal Lys Lys Pro Gly Glun
1 B 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyr Thr Phe Ala Pro Tyr
20 25 30

Trp Ile Glu Trp Val Arg Glo Met Pro Gly Lys Gly Len Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Thy Gly Phe Thr Thr Tyr Ser Pro Ser Phe
50 85 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr
65 70 5 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

210> 140
21> 109
212> PRT
213> ATFH

<220>
<223> N IgG Az BEMESE b (1 Bl COR Bl L 8 4 {4

400> 140

Glu Val Glun Leu ¥Yal Gin Ser Gly Ala Glu Yal Lys Lys Pro Gly Glu
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[0069]

1

Ser Leu Arg Ile
20

Trp Ile Glo Trp
35

Gly Asp Ile Leu
50

Gln Gly His Val
65

Leu Gln Trp Ser

Ala Arg Ser Gly
100

<210> 141
<2i1> 109
<212> PRT
213> AL

{220>

Ser Cys Lys Gly Ser Gly Tyvr Thr Phe Pro Pro Tyr
25 30

Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
40 45

Pro Gly Thr Gly Tyr Thry Val Tyr Ser Pro Ser Phe
55 80

The Ile Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr
70 75 80

Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
106

223> A 1gG I YHESE T BE CDR BIL 580 ik

400> 141
Glu Val Gln Leu

1

Ser Leu Arg Ile
20

Val GlIn Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
5 16 15

Ser Cys Lys Gly Ser Gly Tyr Thr Phe Tyr Pro Tyr
25 30
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69/96 T

[0070]

Trp Ile Glu Trp Val Arg Glo Met Pro Gly Lyvg Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Thr Gly Phe Thr Asn Tyr Ser Pro Ser Phe
50 55 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cyvs
85 40 g5

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Glv Phe Ala Tyr
100 105

€210> 142
<211> 109
<212> PRT
2138y ALFH

<9903
223> A 1gG w28 RHEA i L CDR BRI AR

400> 142

Glu Val Gln Leu Val Gln Ser Gly Ala Gly Yal Lys Lys Pro Gly Glu
1 5 10 15

Ser Len Arg lle Ser Usxs Lys Gly Ser Gly Twr Thr Phe Thr Pro Tvr
20 258 30

Trp Lle Glo Trp Val Arg Glu Met Pro Gly Lys Gly Leu Glu Trp Met
25 40 45

Gly Asp Ile Leu Pro Gly Ser Gly His Thr Thy Tyr Ser Pro Ser Phe
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50 55 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

Lew Gin Trp Ser Ser Lea Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 g0 g5

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
1o 105

210> 143
211> 109
212> PRT
213> AL

$220>
<223> A 1g6 afAziHE SR i Bl COR B3t s ARk

400> 143
Glu Val Gln Leu Val Glon Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

1 5 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp Ile Glu Trp Val Arg Glon Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Thr &ly Ala Thr His Tyr Ser Pro Ser Phe
50 55 60

Gln Gly His Val Thr 1le Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

[0071]
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[0072]

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp The Ala Met Tyr Tyvr Cyvs

8 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr

<2107
211>
212>
213>

<2205
<2235

400>

100 105

A 1gG ATASKERER Pt i CDR BRH 2 AR 4

144

Glu Val Gln Leu ¥al Glan Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

1

3 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyvr Thr Phe Thr Pro Tyr

20 25 30

Trp Ile Glu Trp Val Arg Gln Met Pro Glv Lys Gly Leu Glu Trp Met

35 40 45

Gly Asp Ile Len Pro Gly Thr Gly Tyr Thr Val Tyr Ser Pro Ser Phe

50

b5 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tvr

65

70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tvr Gvs

85 40 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
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[0073]

100 105

210> 145
211> 109
<212> PRT
213> AR5

200>
<223> A loG AR HE AR A B CDR s 5845 (4
400> 145

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Arg lle Ser Cys Lys Gly Ser Gly Tyr Thr Phe Gly Pro Tvr
20 25 30

Trp Ile Glu Trp Val Arg Gln Met Pro Glv Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Lle Leu Pro Gly Thr Gly Tvr Thr Leu Tyr Ser Pro Ser Phe
50 55 60

Gln Gly His Val Thr Tle Ser Ala Asp Lys Ser Tle Sér Thy Ala Tyr
65 70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

<210> 146
<211> 109
<212»  PRT
213> A L%
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[0074]

(220>
223> N TgG A AR HEAL 1 5l CDR s 984 {4

400> 146
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lvs Pro Gly Glu

1 5 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyr Thr Phe Gly Pro Tyr
20 25 30

Trp 1le Glu Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Thr Gly Tyr Thr Val Tyr Ser Pro Ser Phe
50 55 80

Gln Gly His Val Thr Ile Ser Ala Asp Lys der Ile Ser Thr Ala Tyr
65 70 iz 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tyvr Tyr Glyv Asn Ser Gly Phe Ala Tvr
100 105

210> 147
211> 109
£212> PRT
213 ATFH

<2205
€223> A IgG Al IRAE 42 i B COR BRE R A

<400> 147

122
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[0075]

Glu VYal Glo Leu

1

Ser Leu Arg lle

20

Trp 1le Glu Trp

35

Gly Asp lle Len

50

Gln Gly His Val

65

Leuw Gln Trp Ser

VYal Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
H 10 15

Ser Cys Lys Gly Ser Gly Tyr Thr Phe Asp Ala His
25 30

Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
40 45

Pro Gly Ser Gly Phe Thr Asp Tvr Ser Pro Ser Phe
85 60

Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
70 75 80

Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 40 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr

<210%
211>
212>
213>

220>
223>

<A00>

100

148
109
PRT
NI

105

A TgG ATARIRHE RS h g 1 CDR BRH R4 {4

148

Glu Val Glu Leu Val Glu Ser Gly Als Glu ¥Yal Lys Lys Pro 6ly Glu

i

5 10 15

Ser Leu Arg Tle Ser Cys Lys Gly Ser Gly Tyr Thr Phe Ala Pro Tyr

20

25 30

123
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[0076]

Trp Ile Glu Trp Val Avg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp Ile Leu Pro Gly Thr Gly Tyr Thr Trp Tyr Ser Pro Ser Phe
50 ko) 60

Gln Gly His Val Thr Ile Ser Ala Asp Lyvs Ser Ile Ser Thr Ala Tyr
65 70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tvr Tyr Cys
85 40 95

Ala Arg Ser Gly Tvr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

<210> 149
211> 109
<212> PRT
213> ALFF

<220
223> A IgG WIZRIRAE A2 b B COR R 98745 4

<400> 149

Glu Val Gln Leu Val Gln Ser Gly Ala Glu ¥Yal Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Arg Ile Ser Cvs Lysg Glv Ser Gly Tyr Thr Phe Gly Thr Tvr
20 25 30

Trp Ile Glu Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45
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[0077]

Gly Asp Ile Leu Pro Gly Thr Gly His Thr Thr Tyr Ser Pro Ser Phe
50 65 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 5 80

Lew Gln Trp Ser Ser Len Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tyvr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

210> 150
211> 109
<212> PRT
213> AL

<220>
223> A Tgb PIZEIRHE A2 H R B CDR BRHRAR(E

<400> 150

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Len Arg Tle Ser Cys Lys Glv Ser Gly Tyr Thy Phe Ile Pro His
20 25 30

Trp Lle Glu Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Asp lle Leu Pro Gly Ser Gly Trp Thr Asn Tyr Ser Pro Ser Phe
50 5H 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
85 70 75 80
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[0078]

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys

85 G0

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

<210> 151
211> 109
<212> PRT
213> ATHEH

220>
<223> A IgG Al AR RHEAR cH B B CDR BSR4

400> 151
Glu Val Gln Leu Val Gln Ser Glv Ala Glu Val Lvs Lys

1 2 10

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Phe Thr Phe
20 25

Trp Tle Ala Trp Val Arg Gln Met Pro Gly Lys Gly Leu
35 40 45

Pro

Ile
30

Glu

95

Gly Glu

15

Thr Tyr

Trp Met

Gly Asp Ile Leu Pro Ala Ser Ser Ser Thr Asn Tyr Ser Pro Ser Phe

50 55 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser
65 70 75

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met
85 90

126

Thr

Tyr

Ala Tyvr
80

Tyr Cys
95
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[0079]

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr

100

<2105 162
211> 109
<212> PRT
213> ANTJFH

220>
<223>

<400> 1b2
Glu Val Gla Leu

1

Ser Leu Arg Ile
20

Trp 1le Glu Trp
35

Gly Asp Ile Leun
50

Gln Glyv His val
65

Leu Glin Trp Ser

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr

100

210> 153
211> 109

105

16

Ser Cys Lys Gly Ser Gly

Z5

40

55

G0

105

127

N TG AT ARIRHE 42 b Y B, CDR 3L 7835 (4

Tyr Thr Phe Gly Pro Tyr

75

60

45

30

15

95

Val Gln Ser Glyv Ala 6lu Val Lys Lys Pro Gly Glu

Yal Arg Glo Met Pro Gly Lys Gly Leu Glu Trp Met

Pro Gly Ser Gly His Thr Ile Tyr Ser Pro Ser Phe

Thr Tle Ser Ala Asp Lyg Ser Ile Ser Thr Ala Tyr

80

Ser Len Lys Ala Ser Asp Thr Ala Met Tvr Tvr Cys



CON 103443127 A F 3 *x

79/96 1T

[0080]

<212> PRT
213> AL

<220>
<223> A Tg6 ATARIRAEAL ik B CDR BRILR AR 1K

400> 153

Glo Val Gln Leu Val Gln Ser Gly Ala Glo Val Lys Lys Pro Gly Glu
1 & 10 15

Ser Leu Arg lle Ser Cys Lys Gly Ser Gly Tyr Thr Phe Ala Pro Tyr
20 25 a0

Trp ile Glu Trp Val Arg Gla Met Pro Gly Lys &ly Leu Glu Trp Met
35 48 45

Gly Asp Ile 1le Pro Gly Thr Gly Tyr Thr Thr Tyr Ser Pro Ser Phe
50 55 60

Glo Gly His Val Thr Ile Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr
65 70 5 80

Leu Gln Trp Ser Ser Let Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 g0 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Ala Tyr
100 105

210> 154
2Ly 109
<212y PRT
Q213> AT

<2205
<223> A 1gG ATABSEHESE b i R CDR B4k

128
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80/96 I

[0081]

<400> 154

Glu Val Gln Leu Val Glun Ser Gly Ala Glu
1 5 10

Ser Leu Arg Tle Ser Cyvs Lys Gly Ser Gly
20 25

Trp Ile Glu Trp Val Arg Gln Met Pro Gly
35 40

Gly Asp Tle Leu Pro Gly Ser Gly Tvr Thr
50 bb

Gln Gly His Val Thr Ile Ser Ala Asp Lys
65 70

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp
85 90

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly
100 105

<210> 155
211> 109
<212> PRT
213> AT

<2207

Val Lys Lys Pro Gly Glu
15

Tyr Thr Phe Gly Pro Tyr
30

Lys Gly Leu Glu Trp Met
45

Thr Tvr Ser Pro Ser Phe
80

Ser lle Ser Thr Ala Tyr
75 80

Thr Ala Met Tyvr Tvr Cys
95

Phe Ala Tyr

223> A 1gG AIARHRHEAEH A0 R CDR BLH R A5 {4

400> 155

Glu Val Gln Leu Val Gln Ser Gly Ala Glu
1 5 10

129

Val Lys Lys Pro Gly Glu
15
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[0082]

Ser Leu Arg Ile Ser Cyvs Lys Gly Ser Gly Tyr Thr Phe Asn Pro Tyr
20 25 30

Trp Ile Glu Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Tep Met
35 40 45

Gly Asp Tle Leu Pro Gly Thr Gly Tyr Thr Asn Tyr Ser Pro Ser Phe
50 85 60

Gln Gly Hisg Val Thr lle Ser Ala Asp Lys Ser lle Ser Thr Ala Tyr
65 70 ks 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tyr Tyr Gly Asn Ser Gly Phe Als Tyr
100 105

<210> 156
<211> 109
<212> PRT
213> A LFAY

<220>
223> A TgG P ASHRAERL P YRR, COR SRR fE

<400> 156
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

i 5 10 15

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyr Thr Phe Ser Ser His
20 25 30

Trp Ile Glu Trp Val Arg Gln Met Pro Gly Lys Glv Leu Glu Trp Met
35 40 45

130
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82/96 I

[0083]

Gly Asp lle Leu Pro Gly Ser Gly Phe Thr His Tyr Ser Pro Ser Phe
50 55 60

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

Leu Lys Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Ser Gly Tvr Tyr Glv Asn Ser Gly Phe Ala Tyr
100 105

<2105 157
Q11> 103
€212> PRT
213> AL

220>
223> A TgG MIASIHE AR H i i COR BRALIE 14

<400> 157

Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Glu Pro Ala Ser Ile Ser Cvs Lys Ser Ser Gln Ser Leu Leu Trp Phe
20 25 30

Val Asn Gln Lys Asn Tyr Leu Thr Trp Tyr Leu Gln Lys Pro Gly Gin
35 40 45

Ser Pro Gln Leu Leu Ile Tyr His Ala Ser Thr Arg Glu Ser Gly Val
50 55 60
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[0084]

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 75 B0

Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Gln Asn
85 90 95

Asp Asp Ser Tyr Pro Leuw Thr
100

22105 168
211> 103
212> PRT
213 AKLHF3

220>
<223> K Tg6 nfZRIRHEAL (B CDR s 280 (%

400> 158
Asp lle Val Met Thr Glo Thr Pro Leu Ser Leu Pro Val Thr Pre Gly

1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Tyr Ser
20 25 30

Gly Asp Gla Avg Asn Tyr Leda Thy Trp Tyr Len Gl Lyg Pro Gly Gla
35 40 45

Ser Pro Gln Leu Leu Ile Tyr Trp Ala Ser Thr Arg Ser Ser Gly Val
A0 A5 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 75 80

Tle Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Gln Asn
85 90 95

132
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[0085]

Asp Asp Thr Tyr Pro Met Thr
100

210> 159
211> 103
<212> PRT
213> ALFEH

<220
€223> N 1gG WIZFIRHEAE iy L CDR B L2 A4k

<400> 159

Asp lle Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Lvs Ser Ser Gln Ser Leu Leu Pro Ser
20 25 30

Trp Asn Gln Ser Asn Tyr Leuw Thr Trp Tyr Leu Gln Lys Pro Gly Gln
35 40 45

Ser Pro Gln Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 59 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 75 80

Tle Ser Arg Val Glu Ala Glu Asp Val Gly Val Tvr Tyr Cys Gln Asn
85 g0 95

Asp Phe Thr Tyr Pro Leu Thr
100
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[0086]

<210> 160
211> 103
<212> PRT
213> AT

L2200
£228>
400> 160

Asp 1le Val Met
1

Glu Pro Ala Ser
20

Ala Asn Gln Arg
35

Ser Pro Gln Leu
50

Pro Asp Arg Phe
65

Ile Ser Arg Val

Asp Asp Thr Tyr
100

<210>
211>
212>
213>

161
103
PRT
AP

<220>

A LG ATASIRME A oh i B COR R H 48 {4

Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pre Gly
5 10 15

Tle Ser Cys Lys Ser Ser Gln Ser Leu Leu Phe Ser
25 30

Asn Tyr Leu Thr Trp Tvr Leu Gln Lys Pro Gly Gln
40 45

Leu Tle Tyr Trp Ala Ser Thr Arg Asp Ser Gly Val
35 60

Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
70 75 80

Glu Ala Glu Asp ¥Yal Glv Val Tyr Tyr Cyvs Gln Asn
85 90 95

Pro Leu The

134
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[0087]

223> A 1gG WP BEAESE b i I CDR B 22 (4
<4007 161
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Glu Pro Ala Ser Tle Ser Uys Lys Ser Ser Gln Ser Leu Leu Thr Ser
20 25 30

Tyr Asn Gl Arg Asn Tyr Leu The Trp Tyr Leu Gln Lvs Pre Gly Gla
35 40 45

Ser Pro Gln Leu Len lle Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leuw Lys
65 70 75 80

Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Glo Asn
85 90 95

Asp Leu Thr Tyr Pro Leu Thr
100

210> 162
@211y 103
<2125 PRT
213> ATHF#)

220>
<o A 1gh ATAERAEAL R B COR SIS %0

400> 162

Asp Ile Val Met Thr Gla Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
i 5 10 15

135
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[0088]

Glu Pro Ala Ser Ile Ser Cys Lys Ser Ser Glo Ser Leu Leu Tyr Val
20 25 30

Tyr Gly Gln Lys Asn Tyr Leu Thr Trp Tyr Leu Gln Lys Pro Gly Gln
35 40 45

Ser Pro Gln Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 5 80

Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tvr Cys Gln Asn
85 G0 95

Asp Phe Ser Trp Pro Leu Thr
100

210> 163
211> 103
<212> PRT
213> AT

<2205
€223> A 1gG mIBIHEAL Rl COR s A {4

<400> 163
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Lvs Ser Ser Gln Ser Leu Leu Phe Arg
20 25 30
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[0089]

Pro Thr Glon Lys Asn Tyvr Lea Thr Trp Tyr Leu Gln Lys Pro Gly Gla
35 40 45

Ser Pro Gln Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Seér Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 75 80

Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tvr Tyr Cys Gln Asn
85 90 95

Asp Asp Ser Tyr Pro Leu Thr
100

<210> 164
211> 103
<212> PRT
213> ATLIFEH)

2205
223> N LgG Al IBAEAL A9 L CDR BRILZE 4 4

<400> 164
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Glu Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Tyr Thr
20 25 30

Ser Asn Glu Lys Asn Tyr Leu Thr Tep Tyr Leu Glu Lys Pro 61y Gln
35 40 45

Ser Pro Gln Leu Len Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60
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[0090]

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 75 80

Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tvr Cvs Glo Asn
85 90 9h

Asp Asp Tyr Trp Pro Leu Thyr
100

<210> 165
211> 220
<212> PRT
213> ALFH

<2205
€223> A TgG n AR R HEAZ A R CDR BRILSE AR 4K

400> 169

Asp Ile Val Met Thr Glan Thr Pro Leu Ser Leu Pro Val Thr Pro Gly
1 B 10 15

Glu Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Ser Ser
20 25 30

Gly Asn Gln Lys Asn Tyr Leu Thr Trp Tyr Leu Glu Lys Pro Gly Gln
35 40 45

Ser Pro Gln Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
65 70 75 80
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[0091]

Ile Ser Arg Val Glu Ala Glu Asp Val Glv Val Ty Tvr Cyvs Gln Asn
85 a0 95

Asp Tyr Thr Tyr Pro Leu Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105 110

Lys Arg Thr Val Ala Ala Pro Ser Val Phe [le Phe Pro Pro Ser Asp
115 120 125

Glu Gln Lewu Lys Ser Gly Thr Ala Ser Val Yal Cwys Leu Leu Asn Asn
130 135 140

Phe Tyr Pro Arg Glu Als Lys Yal Gln Trp Lys Val Asp Asn Ala Leu
145 160 155 160

Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp
165 170 175

Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
180 185 190

Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser
195 200 205

Ser Pre Val Thr Lys Ser Phe Asn Avp Gly Glu Cys
210 215 220

<210> 166
211> 450
<212> PRT
Q1> ATHH

€220
223> A 1gG v ARIsAE A2 oh g i, COR BRILSE & fhk

139
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[0092]

400> 166
Glu Val Gln Leu

1

Ser Leu Arg lle
20

Trp I1le Glu Trp
35

Gly Asp Tle Leu
50

Gln Gly His Val
65

Leu Glo Trp Ser

Ala Arg Ser Gly
100

Gly Thr Leu Val
115

Phe Pro Leu Ala
130

Leu Gly Cys Len
145

Trp Asn Ser Gly

Val

Ser

Val

Pro

Thr

Ser

Tyr

Thr

Pro

Val

Ala
165

Gln

Cys

Arg

Gly

Tle

70

Leun

Tyr

Val

Ser

Lys

150

Leu

Ser Glv Ala

Glu
10

=
@
St

Lys Gly Ser Gly Tyr

25

Gln Met Pro
40

Thr Gly Phe
ab

Ser Ala Asp

Gly

Thr

Lys

Lys

Thr

Ser

Lys Ala Ser Asp Thr

Gly Asn Ser
105

Ser Ser Ala
120

Ser Lys Ser
135

G0

Gly

Ser

Thr

Phe

Thr

Ser

Asp Tyr Phe Pro Glu

Thr Ser Gly

140

Val
170

155

His

Lys

The

Gly

Tyr

50

Ala

Ala

Lys

Gly

140

Pro

Thr

Lys Pro Gly Glu
15

Phe Ala Pro Tyvr
30

Leu Glu Trp Met
45

Ser Pro Ser Phe

» Ser Thr Ala Tvr

80

Met Tyr Tyr Cys
95

Tyr Trp Gly Gln
110

Gly Pro Ser Val
125

Glv Thr Ala Ala

Val Thr Val Ser
160

Phe Pro Ala Val
175
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[0093]

Leu Gln Ser Ser Gly
180

Ser Ser Ser Leu Gly
195

Pro Ser Asn Thr Lys
210

Lvs Thr His Thr Cys
225

Pro Ser Val Phe Leu
245

Ser Arg Thr Pro Glu
260

Asp Pro Glu Val Lys
275

Asn Ala Lys Thr Lys
290

Yal Val Ser Val Len
305

Glu Tyr Lys Cys Lys
325

Lys Thr Ile Ser Lys
340

Leu

Tyr Ser Leu
185

Ser

Ser ¥al Val Thr Val
1490

Thr Gln Thr Tyr Ile Cys Asn Val Asn His

Val

Pro

230

Phe

Val

Phe

Pro

Thr

310

Yal

Ala

200

Asp Lys Lys
215

Pro Cys Pro

Pro Pro Lys

Thr Cys Val
265

Asn Trp Tyr
280

Arg Glu Glu
295

Val Leu His

Val

Ala

Pro

250

Yal

Val

Glo

Gln

205

Glu Pro Lys Ser Cys
220

Pro Glu Leu Leu Gly
285

Lys Asp Thr Leu Met
255

Yal Asp Val Ser His
270

Asp Gly Val Glu Val
285

Tyvy Asn Ser Thr Tyr
300

Asp Trp Leu Asn Gly
315

Pro

Lys

Asp

Glu

His

Arg

Lyvs
320

Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu

330

335

Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr

345

141

350
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[0094]

Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gla Val Ser Leu
355 360 365

Th Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
370 375 380

Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
385 390 295 400

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
405 410 415

Lys Ser Arg Trp Glan Gla Gly Asn Val Phe Ser Uys Ser Val Met His
420 425 430

Glu Ala Leu His Asn His Tyr Thr Gln Lvs Ser Leu Sér Leu Seér Pro
435 440 445

Gly Lys
450

210> 167
Q211> 450
<212> PRT
213> ANLFH

<220>
223> A Tg6 TIASHESTH L CDR BRLTE A

400> 167

Glu Val Gln Len Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Gla
1 5 10 15

142
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[0095]

Ser Leu Arg lle Ser Cys Lys Gly Ser Gly Tyr Thr

20

Trp Ile Glu Trp Val Arg Gln Met Pro Gly Lys Gly

35

Gly Asp Ile Leu Pro Gly Thr Gly Phe Thr Thr Tvr

o

50 55

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser lle

65 70

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala

85

40

25

90

78

60

Phe Ala
30

Leu Glu

45

Ser Pro

Ser Thr

Met Tyr

Ala Arg Ser Gly Tyr Tyr Glyv Asn Ser Gly Phe Ala Tyr Trp

100

105

110

Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
120

115

125

Phe Pro Len Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr

130 135

Leu Gly Cys Leu Val Lys Asp Tyr Phe

145 150

Trp Asn Ser Gly Ala Leu Thr Ser Gly

165

Len Gln Ser Ser Gly Leu Tyr Ser Leu
185

180

143

Pro Glu Pro
155

Val His Thr
170

Ser Ser Val

140

Val Thr

Phe Pro

Val Thr
180

Pro Tyr

Trp Met

Ser Phe

Ala Tyr
80

Tyr Cys
95

Gly Gin

Ser Val

Ala Ala

Val Ser
160

Ala Val
175

Val Pro



N 103443127 A F % =* 95/96 T

Ser Ser Ser Leu Glv Thr Gln Thr Tvr Ile Cvs Asn Val Asn His Lys
195 200 205

Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp
210 215 220

Lys Thr His Thr Cys Pro Pro Cyvs Pro Ala Pro Glu Leu Leu Gly Gly
225 230 235 240

Pro Asp Val Phe Leu Phe Pro Pro Lys Pro Lvs Asp Thr Leu Met Ile
245 250 255

Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
260 265 270

Asp Pro Glu Val Lvs Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
275 280 285

Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
290 295 300

Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
305 310 315 320

Glu Tyr Lys Cvs Lys Val Ser Asn Lyvs Ala Leu Pro Ala Pro Glu Glu
325 330 335

Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
340 345 350

Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu
355 360 365

[0096]

144
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Thy Cys Leu Val Lys Glyv Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
370 375 380

Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
385 390 395 400

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lyvs Leu Thr Val Asp
405 410 415

Lvs Ser Arg Trp Gln Gl Gly Asn Yal Phe Ser Cvs Ser Val Met His
420 425 430

Glu Ala Leu His Asn His Tvr Thr Glu Lyvs Ser Leu Ser Leu Ser Pro
435 440 445

Gly Lyvs
450

145
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CN 103443127 A 4/6 T
1 &0
mu ~TF 10010 HCOV {1} OVHLOOSGARLMEPGASVRKIBUKABEY TFITYWIEWVKORPGEGLEWIS
M59 ~ HZZ HCY (1} EVOLVOBGAEVERPGESLRIBCHGEGYTFITYWIERVROMEGHRGLERMG
M1587 -~ H1lls HCV (1) EVOLVOSGREVEKPGESLEISCHKGESEYTFIRYWI ROMPGRCGLEWMG
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